Tables 

Table 1: Baseline characteristics of UMPIRE trial participants (India, N=1000)
	Characteristics
	Polypill (n=501)
	Usual care (n=499)

	Age, mean (SD)
	57.7 (10.3)
	57.3 (10.9)

	Males (%)
	77.8
	78.7

	Self-reported medical history (%)
	
	

	Established CVD
	92
	92

	Coronary artery disease 
	83
	81

	Cerebrovascular disease 
	13.0
	12.6

	Diabetes 
	32.0
	34.0

	Family history of CVD 
	11.6
	11.4

	Ever smoker (%)
	32.0
	31.0

	Current alcohol use (%)
	7.6
	7.2

	Systolic Blood pressure (mmHg), mean (SD)
	136.0 (23.3)
	136.1 (22.5)

	Diastolic Blood pressure (mmHg), mean (SD)
	78.5 (13.8)
	78.2 (12.6)

	Total cholesterol (mg/dl)
	153.6 (36.5)
	165.3 (43.3)

	HDLc (mg/dl), mean (SD)
	40.8 (8.6)
	40.9 (8.4)

	LDLc (mg/dl), mean (SD)
	85.4 (30.3)
	96.0 (37.9)

	Triglycerides (mg/dl), mean (SD)
	145.0 (84.4)
	149.7 (85.7)

	Serum Creatinine, mean (SD)
	1.1 (0.3)
	1.0 (0.3)

	Fasting blood glucose (mg/dl), mean (SD)
	115.7 (46.6)
	119.1 (47.5)

	Education categories (%)
	
	

	Post-graduate degree
	4.4
	5.4

	Undergraduate degree
	12.2
	14.5

	Secondary school
	36.0
	36.0

	Primary school
	30.7
	34.7

	None
	11.6
	12.7

	Employment status, (%)
	
	

	Full-time
	28.0
	28.0

	Part-time
	9.4
	9.2

	Retired / unemployed
	62.5
	62.4

	Total household income per month (INR), (%)
	
	

	<3000
	28.0
	32.0

	3000 - 10,000
	41.0
	36.0

	10,001 - 50,000
	14.6
	18.5

	>50,000
	0.8
	0.6

	Don't know / Didn't respond
	15.6
	13.5


*Abbreviations: CVD – cardiovascular disease, n – number of participants, mg/dl – milligrams per decilitre, mmHg – millimetre of mercury, SD – standard deviation, HDLc – high density lipoprotein cholesterol, LDLc – low density lipoprotein cholesterol, INR. – Indian rupees

**Standard deviations reported within parenthesis in the above table.

Box 1: Indicative price of polypill based on varied pricing strategies (costs, 2012≠)

	Scenario
	Source of information
	Unit price in INR per day
	Unit price in $ per day

	A
	As recommended in the UMPIRE protocol
	3.3
	0.06

	B
	Aggregate sum cost of individual constituents of polypill (based on contemporary drug prices applicable to Indian pharmaceutical market)*
	
	

	
	RHP1c
	
	

	
	Simvastatin 40mg (Simvas 40mg)
	4.7
	0.09

	
	Aspirin 75 mg
	0.3
	0.00

	
	Lisinopril 10mg (Lipril 10mg)
	3.4
	0.06

	
	Atenolol 50mg (ATEN 50mg)
	3.2
	0.06

	
	Aggregate sum cost
	11.5
	0.22

	
	RHP2c
	
	

	
	Simvastatin 40mg (Simvas 40mg)
	4.7
	0.09

	
	Aspirin 75 mg
	0.3
	0.00

	
	Lisinopril 10mg (Lipril 10mg)
	3.4
	0.06

	
	Hydrochlorothiazide 12.5mg (Dithiazide 12.5mg)
	2.0
	0.04

	
	Aggregate sum cost
	10.4
	0.19

	C
	Equivalent to market price of Cadila's Polycap
	15.4
	0.29

	D
	Aggregate sum cost of individual constituents of polypill (based on median market price for simvastatin) **
	
	

	
	RHP1c
	
	

	
	Simvastatin 40mg (Simvas 40mg)
	18.6
	0.35

	
	Aspirin 75 mg
	0.3
	0.00

	
	Lisinopril 10mg (Lipril 10mg)
	3.4
	0.06

	
	Atenolol 50mg (ATEN 50mg)
	3.2
	0.06

	
	Aggregate sum cost
	25.4
	0.48

	
	RHP2c
	
	

	
	Simvastatin 40mg (Simvas 40mg)
	18.6
	0.35

	
	Aspirin 75 mg
	0.3
	0.00

	
	Lisinopril 10mg (Lipril 10mg)
	3.4
	0.06

	
	Hydrochlorothiazide 12.5mg (Dithiazide 12.5mg)
	2.0
	0.04

	
	Aggregate sum cost
	24.3
	0.45

	E
	Twice the price of aggregate sum cost of polypill constituents
	50.0
	0.94


UMPIRE = Use of Multidrug Pill in Reducing cardiovascular Events trial, INR = India Rupee, USD = United States Dollar

*Scenario B - Source, Pharmatrac database, 2012: Lupin - starstat (simvastatin 40mg) - INR 4.71 (or $0.09) per pill

**Scenario D - Source, Pharmatrac database, 2012: Median market price of simvastatin 40mg was used few examples: Zocor (MSD) INR. 20.32 (or $ 0.38)/pill, SIMVOTIN (Ranbaxy) INR. 32.25 (or $0.60) / pill, ZOSTA (USV) - INR. 17.15 (or $ 0.32)/pill

≠conversion rate used: 1US$ = 53.4 INR. https://data.oecd.org/conversion/exchange-rates.htm#indicator-chart conversion rate (2012) 

Table 2: Summary of UMPIRE Trial results at the end of study: India

	Outcomes (Primary end points)
	Polypill
	Usual care
	Treatment effect (relative risk for adherence, mean difference for SBP & LDLc), (95% CI)
	P value

	
	(N = 501)
	(N = 499)
	
	

	Self-reported use of antiplatelet, statin and combination (>=2) blood pressure lowering therapy at the end of study
	387/457(0.85)
	310/454(0.68)
	1.24 (1.15, 1.34)
	<.001

	Systolic blood pressure (mmHg), SD
	123.6 (19.2)
	126.9 (18.1)
	-3.3 (-8.5, -1.9)
	0.004

	LDL cholesterol (mg/dl), SD
	81.4 (27.9)
	93.74 (36)
	-12.3 (-21.2, -3.49)
	<0.01

	Secondary end point
	
	
	
	

	Health related quality of life (EQ-VAS), SD
	75 (13.7)
	73.4 (13.9)
	1.6 ( -0.19, 3.4)
	0.08

	Serious adverse events (total = 41)
	26
	15
	
	0.07


Abbreviations: N-number of participants, SBP – systolic blood pressure, LDLc – low density lipoprotein cholesterol, QALYs – quality adjusted life years, EQ-VAS – European quality of life – Visual Analogue Scale, mmHg- millimetre per mercury, mg/dl – milligram per decilitre, CI – Confidence Interval, SD- Standard Deviation 
Table 3: Summary of mean cost per patient [Within-trial cost analysis] - US$, 2012

	Item
	Polypill
	
	Usual care
	Difference
	
	

	 
	Cost[mean]
	S.E
	Cost[mean]
	S.E
	Cost [mean]
	95% CI
	p-value

	Medication cost (total)
	213.6
	20.9
	456.3
	32.7
	-242.8
	(-318.7, -166.7)
	<0.01

	CVD medicines cost
	70.2
	3.2
	240.8
	5.0
	-170.6
	(-182.3, -159.0)
	<0.01

	Other medicines cost
	143.7
	20.6
	214.1
	31.4
	-70.3
	(-144.0, 3.2)
	0.06

	Healthcare visits cost (total)
	9.8
	1.1
	10.1
	1.1
	-0.3
	(-3.3, 2.8)
	0.8

	Hospitalizations cost (total)
	55.7
	16.6
	16.0
	6.5
	39.8
	(4.7, 74.7)
	0.03

	CVD events cost
	53.6
	16.6
	12.7
	6.3
	40.9
	(6.1, 75.7)
	0.02

	Other events cost
	2.1
	1.0
	3.3
	1.6
	-1.2
	(-4.8, 2.4)
	0.5

	Overall mean cost per patient
	279.5
	26.6
	482.4
	33.3
	-202.9
	(-286.4, -119.4)
	<0.01


*SE: standard error, CVD – cardiovascular disease, CI – Confidence Interval, US$ - united states dollar

Table 4.a. Within trial costs, effects and cost-effectiveness of polypill strategy versus usual care (10% increase in adherence), US$, 2012

	Adherence outcome
	Cost ($)
	Incr. cost ($)
	Effect (% Increase in adherence)
	Incr. effect
	ICER - 10% increase in adherence
	Total cost per million popn ($) (India)
	Cost-saving per million popn ($) (India)

	Scenario A 
(PP = $0.062 (INR.3.3)/day)
	
	
	
	
	
	
	

	Polypill
	279.1
	-203.3
	25.3
	20.7
	dominant
	408.2
	3472.0

	Usual care
	482.4
	
	4.6
	
	
	3880.1
	

	
	
	
	
	
	
	
	

	Scenario B 
(PP = $0.22 (INR.11.55)/day)
	
	
	
	
	
	
	

	Polypill
	343.9
	-138.5
	25.3
	20.7
	dominant
	502.9
	3377.2

	Usual care
	482.4
	
	4.6
	
	
	3880.1
	

	
	
	
	
	
	
	
	

	Scenario C 
(PP = $0.29 (INR.15.4)/day)
	
	
	
	
	
	
	

	Polypill
	372.0
	-110.4
	25.3
	20.7
	dominant
	544.0
	3336.1

	Usual care
	482.4
	
	4.6
	
	
	3880.1
	

	
	
	
	
	
	
	
	

	Scenario D 
(PP = $0.47 (INR. 25)/day)
	
	
	
	
	
	
	

	Polypill
	445.7
	-36.7
	25.3
	20.7
	dominant
	651.8
	3228.3

	Usual care
	482.4
	
	4.6
	
	
	3880.1
	

	
	
	
	
	
	
	
	

	Scenario E 
(PP = $0.94 (INR.50)/day)
	
	
	
	
	
	
	

	Polypill
	637.6
	155.2
	25.3
	20.7
	75.0
	932.5
	2947.7

	Usual care
	482.4
	 
	4.6
	
	
	3880.1
	


*Total cost per million population was calculated based on a conservative estimate of prevalence of CVD in India i.e. 35 million CHD and 2 million stroke cases (source: Circulation, 2016, and National Commission on Macroeconomics, 2005); Abbreviation – PP – Polypill; SBP – systolic blood pressure, CHD – Coronary heart disease, CVD – cardiovascular disease, $ - United States dollar, INR. – Indian rupees, Incr. - Incremental, popn. – population, ICER – incremental cost-effectiveness ratio
Table 4.b. Within trial costs, effects and cost-effectiveness of polypill strategy versus usual care (Systolic blood pressure (SBP) outcome measure), US$, 2012

	SBP outcome
	Cost ($)
	Incr. cost ($)
	Effect (SBP reduction)
	Incr. effect
	ICER


	Total cost ($) per million popn (India)
	Cost-saving ($) per million popn (India)

	Scenario A 
(PP = $0.062 (INR.3.3)/day)
	
	
	
	
	
	
	

	Polypill
	279.1
	-203.3
	7.9
	2.4
	dominant
	1307
	1938

	Usual care
	482.4
	
	5.5
	
	
	3245
	

	
	
	
	
	
	
	
	

	Scenario B 
(PP = $0.22 (INR.11.55)/day)
	
	
	
	
	
	
	

	Polypill
	343.9
	-138.5
	7.9
	2.4
	dominant
	1611
	1634

	Usual care
	482.4
	
	5.5
	
	
	3245
	

	
	
	
	
	
	
	
	

	Scenario C 
(PP = $0.29 (INR.15.4)/day)
	
	
	
	
	
	
	

	Polypill
	372.0
	-110.4
	7.9
	2.4
	dominant
	1742
	1503

	Usual care
	482.4
	
	5.5
	
	
	3245
	

	
	
	
	
	
	
	
	

	Scenario D 
(PP = $0.47 (INR. 25)/day)
	
	
	
	
	
	
	

	Polypill
	445.7
	-36.7
	7.9
	2.4
	dominant
	2087
	1158

	Usual care
	482.4
	
	5.5
	
	
	3245
	

	
	
	
	
	
	
	
	

	Scenario E 
(PP = $0.94 (INR.50)/day)
	
	
	
	
	
	
	

	Polypill
	637.6
	155.2
	7.9
	2.4
	64.7
	2986
	259

	Usual care
	482.4
	 
	5.5
	 
	 
	3245
	 


*Total cost per million population was calculated based on a conservative estimate of prevalence of CVD in India i.e. 35 million CHD and 2 million stroke cases (source: Circulation, 2016, and National Commission on Macroeconomics, 2005); Abbreviation – PP – Polypill; SBP – systolic blood pressure, CHD – Coronary heart disease, CVD – cardiovascular disease, $ - United States dollar, INR. Indian rupees, Incr. - Incremental, popn. – Population, ICER – incremental cost-effectiveness ratio
Table 4.c. Within trial costs, effects and cost-effectiveness of polypill strategy versus usual care (Low density lipoprotein cholesterol (LDLc) outcome measure), US$, 2012

	LDLc outcome
	Cost ($)
	Incr. cost ($)
	Effect (LDLc reduction)
	Incr. effect
	ICER
	Total cost per million popn ($) (India)
	Cost-saving per million popn ($) (India)

	Scenario A 
(PP = $0.06 (INR. 3.3)/day)
	
	
	
	
	
	
	

	Polypill
	279.1
	-203.3
	9.9
	7.4
	dominant
	1043
	6096

	Usual care
	482.4
	
	2.5
	
	
	7139
	

	
	
	
	
	
	
	
	

	Scenario B 
(PP = $0.22 (INR. 11.5)/day)
	
	
	
	
	
	
	

	Polypill
	343.9
	-138.5
	9.9
	7.4
	dominant
	1285
	5854

	Usual care
	482.4
	
	2.5
	
	
	7139
	

	
	
	
	
	
	
	
	

	Scenario C 
(PP = $0.29 (INR. 15.4)/day)
	
	
	
	
	
	
	

	Polypill
	372.0
	-110.4
	9.9
	7.4
	dominant
	1390
	5749

	Usual care
	482.4
	
	2.5
	
	
	7139
	

	
	
	
	
	
	
	
	

	Scenario D 
(PP = $0.47 (INR. 25)/day)
	
	
	
	
	
	
	

	Polypill
	445.7
	-36.7
	9.9
	7.4
	dominant
	1666
	5474

	Usual care
	482.4
	
	2.5
	
	
	7139
	

	
	
	
	
	
	
	
	

	Scenario E 
(PP = $0.94 (INR.50)/day)
	
	
	
	
	
	
	

	Polypill
	637.6
	155.2
	9.9
	7.4
	21.0
	2383
	4756

	Usual care
	482.4
	 
	2.5
	 
	 
	7139
	 


 *Total cost per million population was calculated based on a conservative estimate of prevalence of CVD in India i.e. 35 million CHD and 2 million stroke cases (source: Circulation, 2016, and National Commission on Macroeconomics, 2005); Abbreviation – PP – Polypill; SBP – systolic blood pressure, CHD – Coronary heart disease, CVD – cardiovascular disease, $ - United States dollar, INR. Indian rupees, Incr. - Incremental, popn. – population, ICER – incremental cost-effectiveness ratio
1

