Data supplement
Methods
Eligibility criteria

Supplementary Supplementary Table 1 depicts the inclusion criteria applied to prognostic studies, interventional studies on hs-CRP screening, and economic evaluations.

Supplementary Table 1  Inclusion criteria regarding primary studies for clinical and economic assessment

	Clinical Assessment – Inclusion Criteria

	Primary studies fulfilling all of the following criteria regarding study population, comparators, outcomes, and study types

	Criteria for all studies

	Study population:

	Previously asymptomatic patients regarding CV diseases

	Technologies: 

	CRP in serum or plasma had to be determined by high-sensitivity immuno-assay

	Criteria different for study types

	Predictive models: 
	Interventional studies with hs-CRP screening:

	Comparators

	Models for risk prediction including the traditional RF of age, gender, cholesterol metabolism, glucose metabolism, blood pressure
	Control group without hs-CRP screening

	Outcomes

	Clinical outcomes for CV predictive models: nonfatal MI, CHD death
	Nonfatal MI, CHD death, other CV events like revascularisation, diagnosed AP, stroke in combination with at least one of the following outcomes: MI or CHD death: 

	Effect measures for test accuracy

	Sensitivity, specificity, ROC, AUC / C-statistic  
	----

	Study types

	Population based observational studies prospectively collecting incident CHD events (prospective cohort studies, nested case-control studies)
	RCT

	
	Non-randomised controlled interventional trials with parallel comparison groups

	
	Decision-analytic modelling

	Economic Assessment – Inclusion Criteria

	Economic evaluations that fulfil the aforementioned criteria with regard to study population, technologies being compared, outcomes, and epidemiological study types for interventional studies on hs-CRP screening and that also meet the following criteria regarding economic study type, perspective, and time horizon:
Health economic study types: cost studies, cost-minimization analyses, cost-consequence analyses, cost-effectiveness analyses, cost-utility analyses, cost-benefit analyses, perspective (no restriction), time horizon (no restriction)


AP, Angina pectoris; CHD, Coronary heart disease; CV, Cardiovascular; hs-CRP, high-sensitivity C-reactive protein; MI, myocardial infarction; RCT, Randomised clinical trials; RF, Risk factor.
Literature search
DIMDI performed a literature search in the following HTA and Cochrane databases: INAHTA, DAHTA, NHSEED, CDAR94, and CDSR93. Also the following medical databases were searched by DIMDI: ME95; CB85; EM95; BA95; MK77; CCTR93; GA03; SM78; CV72; II93; ED93; AZ72; AR96; EA08; IS95; CC00; IN73; KR03; KL97; SP97, SPPP und TV01 (see Supplementary Table 2).
Supplementary Table 2   Search strategy (Date of search: 2007/06/02)

	
	No
	Hits  
	Search syntax 

	C= 
	1 
	48067971  
	INAHTA; DAHTA; NHSEED; CDAR94; CDSR93; ME95; EM95; CB85; BA95; MK77; CCTR93; GA03; SM78; CV72; II98; ED93; AZ72; AR96; EA08; IS95; CC00; IN73; KR03; KL97; SP97; SPPP; TV01 

	S= 
	2 
	780  
	HIGH SENSITIVE C REACTIVE PROTEIN 

	  
	3 
	218  
	HIGH SENSITIVE CRP 

	  
	4 
	4002  
	HIGH SENSITIVITY C REACTIVE PROTEIN 

	  
	5 
	768  
	HIGH SENSITIVITY CRP 

	  
	6 
	9551  
	C REAKTIVES PROTEIN 

	  
	7 
	40805  
	CRP 

	  
	8 
	2242  
	HS CRP 

	  
	9 
	6  
	HOCHSENSITIVES C REAKTIVES PROTEIN 

	  
	10 
	75800  
	C REACTIVE PROTEIN 

	  
	11 
	86888  
	2 TO 10 

	  
	12 
	403523  
	(MYOCARDIAL INFARCTION) OR (CARDIOVASCULAR? AND (PREDICT? OR PROGNOS?)) 

	  
	13 
	5883  
	HERZINFARKT OR (KARDIOVASKULÄR? AND (PRÄDIKT? OR PROGNOS?)) 

	  
	14 
	155946  
	CT D MYOCARDIAL INFARCTION 

	  
	15 
	41990  
	CTG D MYOKARDINFARKT 

	  
	24 
	435840  
	12 TO 15 

	  
	25 
	93542  
	(FATAL OUTCOME OR DEATH, SUDDEN) OR (CARD? MORTALITY) 

	  
	26 
	48687  
	DEATH, SUDDEN CARDIAC OR SUDDEN DEATH 

	  
	27 
	5284  
	TOD, PLÖTZLICHER HERZ OR HERZTOD, PLÖTZLICHER 

	  
	28 
	769  
	HERZTOD 

	  
	29 
	133523  
	(DEATH AND HEART) OR (TOD AND HERZ) 

	  
	30 
	197969  
	25 TO 29 

	  
	31 
	13692  
	11 AND 24 

	  
	32 
	3170  
	11 AND 30 

	  
	33 
	14585  
	31 OR 32 

	  
	37 
	14585  
	S=33 

	  
	38 
	4  
	37 AND TECHNOLOGY ASSESSMENT, BIOMEDICAL 

	  
	39 
	0  
	37 AND BIOMEDICAL TECHNOLOGY ASSESSMENT 

	  
	40 
	1  
	37 AND (EVALUATION STUDIES AND TECHNOLOGY) 

	  
	41 
	0  
	37 AND HEALTH CARE, TECHNOLOGY ASSESS? 

	  
	42 
	7  
	37 AND HEALTH TECHNOLOGY ASSESS? 

	  
	43 
	0  
	37 AND HEALTH CARE TECHNOLOGY EVALUAT? 

	  
	44 
	0  
	37 AND HEALTH TECHNOLOGY EVALUAT? 

	  
	45 
	4  
	37 AND BIOMEDICAL, TECHNOLOGY ASSESS? 

	  
	46 
	8  
	37 AND HTA 

	  
	47 
	0  
	37 AND MEDICAL, TECHNOLOGY ASSESS? 

	  
	48 
	5  
	37 AND TECHNOLOGY, ASSESS? ? BIOMEDICAL? 

	  
	49 
	0  
	37 AND TECHNOLOGI?, BEWERT? 

	  
	50 
	0  
	37 AND TECHNOLOGI?, BEURTEIL? 

	  
	51 
	0  
	37 AND EVALUATION #, MEDICAL? 

	  
	52 
	1  
	37 AND EVALUATION #, BIOMEDICAL? 

	  
	53 
	1  
	37 AND EVALUATION #, HEALTH CARE 

	  
	54 
	13  
	38 TO 53 

	  
	55 
	14585  
	S=37 

	  
	56 
	149  
	55 AND SYSTEMATIC 

	  
	57 
	24  
	55 AND REVIEW-ARTICLE 

	  
	58 
	0  
	55 AND REVIEW LITERATURE 

	  
	59 
	0  
	55 AND REVIEW LITERATURE? 

	  
	60 
	84  
	55 AND SYSTEMATIC REVIEW? 

	  
	61 
	5  
	55 AND UEBERSICHTSARBEIT 

	  
	63 
	164  
	55 AND REVIEW?, LITERATUR? 

	  
	64 
	84  
	55 AND REVIEW?, SYSTEMATIC? 

	  
	65 
	0  
	55 AND REVIEW?, ACADEMIC? 

	  
	66 
	6  
	55 AND ##BERSICHTSARBEIT? 

	  
	67 
	328  
	56 TO 66 

	  
	68 
	142  
	55 AND META-ANALYSIS 

	  
	69 
	36  
	55 AND META#ANALYSIS 

	  
	70 
	215  
	55 AND (METAANALY? OR META ANALY? OR META#ANALY?) 

	  
	71 
	215  
	68 TO 70 

	  
	72 
	483  
	67 OR 71 

	  
	73 
	14585  
	S=37 

	  
	75 
	516  
	73 AND SPECIFICITY 

	  
	76 
	26  
	73 AND LIKELIHOOD RATIO 

	  
	77 
	0  
	73 AND C#STATISTICS 

	  
	78 
	25  
	73 AND RECEIVER OPERATING CHARACTERISTICS 

	  
	79 
	128  
	73 AND ROC 

	  
	80 
	740  
	73 AND RANDOMIZED CONTROLLED TRIAL 

	  
	81 
	18  
	73 AND RCT 

	  
	82 
	821  
	73 AND RANDOMIZED CONTROLLED TRIAL? 

	  
	83 
	1  
	73 AND RANDOM ALLOCATION 

	  
	84 
	7  
	73 AND SINGLE BLIND PROCEDURE? 

	  
	85 
	0  
	73 AND SINGLE#BLIND METHOD 

	  
	86 
	89  
	73 AND DOUBLE BLIND PROCEDURE? 

	  
	87 
	0  
	73 AND DOUBLE#BLIND METHOD 

	  
	88 
	802  
	73 AND PLACEBO? 

	  
	89 
	12  
	73 AND PLAZEBOS 

	  
	90 
	0  
	73 AND PLAZEBOEFFEKT 

	  
	91 
	18  
	73 AND CROSS#OVER STUD? 

	  
	92 
	12  
	73 AND CROSSOVER PROCEDURE? 

	  
	93 
	35  
	73 AND RCT? 

	  
	94 
	924  
	73 AND RANDOMI%ED? ? CONTROLLED? ? TRIAL? 

	  
	95 
	372  
	73 AND RANDOMI%ED? ? CONTROLLED? ? STUD? 

	  
	96 
	304  
	73 AND RANDOMI%ED? ? CLINICAL? ? TRIAL? 

	  
	97 
	103  
	73 AND RANDOMI%ED? ? CLINICAL? ? STUD? 

	  
	98 
	648  
	73 AND RANDOMI%ED? ? STUD? 

	  
	99 
	1234  
	73 AND RANDOMI%ED? ? TRIAL? 

	  
	100 
	60  
	73 AND RANDOMISIERT? ? STUDIE? 

	  
	101 
	4  
	73 AND RANDOMISIERT? ? VERSUCH? 

	  
	102 
	72  
	73 AND RANDOM? ?, ALLOCAT? 

	  
	103 
	1  
	73 AND SINGLE#BLIND? 

	  
	104 
	35  
	73 AND SINGLE BLIND? 

	  
	105 
	1  
	73 AND DOUBLE#BLIND? 

	  
	106 
	409  
	73 AND DOUBLE BLIND? 

	  
	107 
	0  
	73 AND TRIPLE#BLIND? 

	  
	108 
	0  
	73 AND TRIPLE BLIND? 

	  
	109 
	16  
	73 AND EINFACH? AND (BLIND? OR VERBLIND?) 

	  
	110 
	68  
	73 AND DOPPEL? AND (BLIND? OR VERBLIND?) 

	  
	111 
	1  
	73 AND ZWEIFACH? AND (BLIND? OR VERBLIND?) 

	  
	112 
	4  
	73 AND DREIFACH? AND (BLIND? OR VERBLIND?) 

	  
	113 
	476  
	73 AND (BLIND OR BLINDED) AND (STUD? OR TRIAL?) 

	  
	114 
	452  
	73 AND (BLIND? OR VERBLIND?) AND (STUD? OR VERSUCH?) 

	  
	115 
	0  
	73 AND (SEMIBLIND? OR SEMIVERBLIND) AND (STUD? OR TRIAL?) 

	  
	116 
	3  
	73 AND ZUFALL? 

	  
	117 
	80  
	73 AND CROSS#OVER? 

	  
	118 
	48  
	73 AND CROSS OVER? 

	  
	119 
	0  
	73 AND UEBERKREUZ? 

	  
	120 
	803  
	73 AND PLA#EBO? 

	  
	121 
	11  
	73 AND MASK? 

	  
	122 
	2352  
	75 TO 121 

	  
	123 
	0  
	73 AND CCT 

	  
	124 
	58  
	73 AND CONTROLLED CLINICAL TRIAL 

	  
	125 
	81  
	73 AND CONTROLLED CLINICAL TRIAL? 

	  
	126 
	2  
	73 AND KONTROLLIERTE KLINISCHE STUDIEN? 

	  
	127 
	0  
	73 AND CCT 

	  
	128 
	341  
	73 AND CONTROLLED? ? CLINICAL? ? TRIAL? 

	  
	129 
	128  
	73 AND CONTROLLED? ? CLINICAL? ? STUD? 

	  
	130 
	11  
	73 AND KONTROLLIERT? ? KLINISCH? ? STUDIE? 

	  
	131 
	4  
	73 AND KONTROLLIERT? ? KLINISCH? ? VERSUCH? 

	  
	132 
	1164  
	73 AND CONTROLLED? ? TRIAL? 

	  
	133 
	1914  
	73 AND CONTROLLED? ? STUD? 

	  
	134 
	57  
	73 AND KONTROLLIERT? ? STUDIE? 

	  
	135 
	57  
	73 AND KONTROLLIERT? 

	  
	136 
	2644  
	123 TO 135 

	  
	137 
	1739  
	73 AND (PROSPECTIVE STUD? OR CASE-COHORT OR CASE-CONTROL OR NESTED CASE-CONTROL) 

	  
	138 
	366  
	73 AND PROSPEKTIVE STUDIEN 

	  
	139 
	1228  
	73 AND PROSPE%TIVE (STUD? OR TRIAL?) 

	  
	140 
	1777  
	137 TO 139 

	  
	141 
	4898  
	122 OR 136 OR 140 

	  
	142 
	14585  
	S=37 

	  
	143 
	2646  
	142 AND (TRIAL OR TRIALS) 

	  
	145 
	8  
	142 AND VALIDATION STUDIES 

	  
	146 
	426  
	142 AND REPORT 

	  
	147 
	1252  
	142 AND CLINICAL TRIAL 

	  
	148 
	67  
	142 AND EVALUATION STUDIES 

	  
	149 
	7  
	142 AND (RESEARCH ARTICLE OR RESEARCH-ARTICLE) 

	  
	150 
	239  
	142 AND MULTICENTER STUDY 

	  
	151 
	0  
	142 AND TECHNICAL REPORT 

	  
	153 
	10  
	142 AND VERSUCH? 

	  
	154 
	1421  
	142 AND REPORT? 

	  
	155 
	8  
	142 AND (RESEARCH ARTICLE? OR TECHNICAL REPORT?) 

	  
	156 
	3934  
	143 TO 155 

	  
	157 
	14585  
	S=37 

	  
	159 
	104  
	157 AND ECONOMICS 

	  
	160 
	9  
	157 AND (ÖKONOMIE OR OEKONOMIE) 

	  
	161 
	25  
	157 AND SOCIOECONOMICS 

	  
	162 
	0  
	157 AND MODELS, ECONOMIC 

	  
	163 
	2  
	157 AND ECONOMIC ASPECT 

	  
	164 
	0  
	157 AND ECONOMICS, MEDICAL 

	  
	165 
	5  
	157 AND HEALTH ECONOMICS 

	  
	166 
	266  
	157 AND COST? 

	  
	167 
	22  
	157 AND KOSTEN? 

	  
	172 
	2  
	157 AND COST ANALYSIS 

	  
	173 
	175  
	157 AND EC 

	  
	174 
	0  
	157 AND ECON 

	  
	175 
	104  
	157 AND ECONOMICS 

	  
	176 
	174  
	157 AND (ECONOMI? OR OEKONOMI?) 

	  
	177 
	2  
	157 AND GESUNDHEITSOEKONOMIE 

	  
	181 
	8  
	157 AND ECONOMIC EVALUATION? 

	  
	182 
	0  
	157 AND HEALTH CARE FINANCING? 

	  
	183 
	59  
	157 AND COST?, ? BENEFIT? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS) 

	  
	184 
	13  
	157 AND (COST?, ? UTILIT? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	185 
	102  
	157 AND (COST?, ? EFFECTIVENESS? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	186 
	31  
	157 AND (COST?, ? EVALUATION? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	187 
	5  
	157 AND (COST?, ? EFFICIENC? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	188 
	54  
	157 AND COST?, ? EFFICAC? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?) 

	  
	189 
	74  
	157 AND (COST?, ? CONTROL? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	190 
	0  
	157 AND (COST?, ? MINIMI#ATION? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	191 
	11  
	157 AND (COST?, ? ILLNESS? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	192 
	110  
	157 AND (COST?, ? ANALYS? AND (STUD? OR TRIAL?)) 

	  
	193 
	14  
	157 AND (KOSTEN?, ? NUTZEN? AND (STUDIE? OR ANALYSE?)) 

	  
	194 
	14  
	157 AND (KOSTEN?, ? NUTZEN? AND (STUDIE? OR ANALYSE?)) 

	  
	195 
	7  
	157 AND (KOSTEN?, ? WIRKSAMKEIT? AND (STUDIE? OR ANALYSE?)) 

	  
	196 
	6  
	157 AND (KOSTEN?, ? EFFEKTIVIT? AND (STUDIE? OR ANALYSE?)) 

	  
	197 
	5  
	157 AND (KOSTEN?, ? EFFIZIENZ? AND (STUDIE? OR ANALYSE?)) 

	  
	198 
	10  
	157 AND (KOSTEN? ? ANALYSE?) AND STUDIE? 

	  
	199 
	548  
	159 TO 198 

	  
	200 
	41  
	157 AND PHARMACOECONOMICS 

	  
	201 
	43  
	157 AND (PHARMACOECONOMIC? OR PHARMAKOOEKONOMI?) 

	  
	202 
	43  
	200 OR 201 

	  
	203 
	549  
	199 OR 202 

	  
	204 
	14585  
	S=37 

	  
	205 
	520  
	204 AND (COHORT ANALYS%S OR COHORT STUD%#) 

	  
	206 
	9136  
	204 AND (PROGNOS? OR PREDICT?) 

	  
	207 
	189  
	204 AND KOHORTENSTUDIE# 

	  
	208 
	147  
	204 AND (DECISIO? OR MARKOV?) 

	  
	209 
	9293  
	205 TO 208 

	  
	210 
	86888  
	S=11 

	  
	211 
	621  
	210 AND ECONOMICS 

	  
	212 
	62  
	210 AND (ÖKONOMIE OR OEKONOMIE) 

	  
	213 
	85  
	210 AND SOCIOECONOMICS 

	  
	214 
	1  
	210 AND MODELS, ECONOMIC 

	  
	215 
	21  
	210 AND ECONOMIC ASPECT 

	  
	216 
	0  
	210 AND ECONOMICS, MEDICAL 

	  
	217 
	26  
	210 AND HEALTH ECONOMICS 

	  
	218 
	1390  
	210 AND COST? 

	  
	219 
	77  
	210 AND KOSTEN? 

	  
	224 
	24  
	210 AND COST ANALYSIS 

	  
	225 
	1080  
	210 AND EC 

	  
	226 
	2  
	210 AND ECON 

	  
	227 
	621  
	210 AND ECONOMICS 

	  
	228 
	1064  
	210 AND (ECONOMI? OR OEKONOMI?) 

	  
	229 
	2  
	210 AND GESUNDHEITSOEKONOMIE 

	  
	233 
	39  
	210 AND ECONOMIC EVALUATION? 

	  
	234 
	4  
	210 AND HEALTH CARE FINANCING? 

	  
	235 
	253  
	210 AND COST?, ? BENEFIT? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS) 

	  
	236 
	32  
	210 AND (COST?, ? UTILIT? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	237 
	308  
	210 AND (COST?, ? EFFECTIVENESS? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	238 
	145  
	210 AND (COST?, ? EVALUATION? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	239 
	36  
	210 AND (COST?, ? EFFICIENC? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	240 
	184  
	210 AND COST?, ? EFFICAC? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?) 

	  
	241 
	366  
	210 AND (COST?, ? CONTROL? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	242 
	9  
	210 AND (COST?, ? MINIMI#ATION? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	243 
	52  
	210 AND (COST?, ? ILLNESS? AND (STUD? OR TRIAL? OR RATIO? OR ANALYSIS?)) 

	  
	244 
	458  
	210 AND (COST?, ? ANALYS? AND (STUD? OR TRIAL?)) 

	  
	245 
	40  
	210 AND (KOSTEN?, ? NUTZEN? AND (STUDIE? OR ANALYSE?)) 

	  
	246 
	40  
	210 AND (KOSTEN?, ? NUTZEN? AND (STUDIE? OR ANALYSE?)) 

	  
	247 
	15  
	210 AND (KOSTEN?, ? WIRKSAMKEIT? AND (STUDIE? OR ANALYSE?)) 

	  
	248 
	8  
	210 AND (KOSTEN?, ? EFFEKTIVIT? AND (STUDIE? OR ANALYSE?)) 

	  
	249 
	6  
	210 AND (KOSTEN?, ? EFFIZIENZ? AND (STUDIE? OR ANALYSE?)) 

	  
	250 
	33  
	210 AND (KOSTEN? ? ANALYSE?) AND STUDIE? 

	  
	251 
	3118  
	211 TO 250 

	  
	252 
	165  
	210 AND PHARMACOECONOMICS 

	  
	253 
	170  
	210 AND (PHARMACOECONOMIC? OR PHARMAKOOEKONOMI?) 

	  
	254 
	170  
	252 OR 253 

	  
	255 
	3122  
	251 OR 254 

	  
	256 
	30  
	210 AND FINANC# 

	  
	257 
	21  
	210 AND BUDGET 

	  
	258 
	796  
	210 AND BURDEN 

	  
	259 
	2  
	210 AND ICER 

	  
	260 
	8  
	210 AND INCREMENTAL COST EFFECTIVENESS RATIO 

	  
	261 
	918  
	210 AND UTILIT# 

	  
	262 
	1745  
	256 TO 261 

	  
	263 
	165  
	210 AND PHARMACOECONOMICS 

	  
	264 
	170  
	210 AND (PHARMACOECONOMIC? OR PHARMAKOOEKONOMI?) 

	  
	265 
	170  
	263 OR 264 

	  
	266 
	4684  
	255 OR 262 OR 265 

	  
	267 
	10  
	S=54 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	268 
	10  
	check duplicates: unique in s=267 

	  
	269 
	458  
	S=72 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	270 
	4693  
	S=141 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	271 
	3764  
	S=156 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	272 
	530  
	S=203 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	273 
	406  
	check duplicates: unique in s=272 

	  
	274 
	8928  
	S=209 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	275 
	4335  
	S=266 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	276 
	14610  
	268 OR 269 OR 270 OR 271 OR 273 OR 274 OR 275 

	  
	277 
	458  
	269 

	  
	278 
	360  
	check duplicates: unique in s=277 

	  
	279 
	530  
	272 

	  
	280 
	406  
	check duplicates: unique in s=279 

	  
	281 
	14585  
	S=33 

	  
	282 
	458  
	281 AND (SENSITIVITY AND SPECIFICITY) 

	  
	283 
	26  
	281 AND LIKELIHOOD RATIO 

	  
	284 
	0  
	281 AND C#STATISTIC? 

	  
	285 
	26  
	281 AND RECEIVER OPERAT? CHARACTERISTICS 

	  
	286 
	128  
	281 AND ROC 

	  
	287 
	69  
	281 AND AREA UNDER THE CURVE 

	  
	288 
	45  
	281 AND AUC 

	  
	289 
	1063  
	281 AND PREDICTIVE VALUE 

	  
	290 
	1532  
	282 TO 289 

	  
	291 
	1471  
	S=290 AND ((PY>=1995) AND LA=(GERM OR ENGL)) 

	  
	292 
	894  
	check duplicates: unique in s=291 


For data base abbreviations of DIMDI see http://www.dimdi.de/static/de/db/dbinfo/index.htm

Supplementary Table 3  Assessment of study quality
	Assessment of study quality for clinical evaluation

The German Scientific Working Group Technology Assessment in Health Care (14) has developed checklists for quality assessment of different study types. None of them was found to be appropriate for assessing prediction studies. Therefore, we developed a checklist for prediction studies according to Randolph et al. (30), Altman (2) and Williams et al. (42).

	Assessment of study quality for economic evaluation

Studies included were assessed according to the criteria catalogue on methodological quality of economic evaluation studies comprised of 56 questions (see Supplementary Table 12). This criteria catalogue was the result of a consensus between several project groups of the German Scientific Working Group Technology Assessment in Health Care. (37) For decision-analytic models in studies of clinical effectiveness this criteria catalogue was also used excluding items concerning cost data.


Supplementary Table 4 Currency conversion and inflation adjustment
	Foreign currencies were converted in German Euros using gross domestic product purchasing power parities (GDP-PPPs) for the respective years of the OECD (26). Due to considerable differences in purchasing powers within the Euro zone, foreign Euros were converted in German Euros. Inflation adjustment was performed to the year 2006 using the German consumer price index of the “Statistisches Bundesamt Deutschland”. (39)




Results 
Supplementary Table 5  Study design and characteristics of prediction studies: nested case-control studies

	Study
	Location
	Time of Recruitment
	Sampling Method
	Number Cases
	Number Controls
	Follow-up Cases
	Follow-up Controls
	Male Sex


	Age


	CRP-Assay
	Storage Temperature



	
	
	
	
	
	
	years
	years
	%
	years
	
	°C

	Reykjavik 
Study 4
	Reykjavik

Iceland
	1967-1991
	complete birth cohort
	2459
	3969
	17,5a
	20,6 a
	72c
69d
	56 c
56 d
	LEIA
	-20

	The Atherosclerosis Risk in Communities (ARIC) 13
	4 communities USA
	1987-1989
	random sample
	666
	845
	7,3 a
	7,3 a
	nr
	nr
	Immunoturbi-dimetric CRP-Latex Assay
	-70

	The Rotterdam Study 41
	Rotterdam Netherlands
	1990-1993
	complete
	157
	500
	5-8 b
	5-8 b
	71 c
69 d
	61 c
41 d
	In-house Immunoassay or nephelometric Assay
	-80


LEIA: Latex Enhanced Immuno Assay.

aMean.

bRange.

cCases.

dControls.

Supplementary Table 6   Study design and characteristics of prediction studies: cohort studies

	Study
	Location
	Time of Recruitment
	Sampling Method
	Number eligible
	Number included
	Number analysed
	Follow-up
	Male Sex
	Age
	CRP-Assay
	Storage Temperature

	
	
	Date/years
	
	
	
	
	years
	%
	years
	
	°C

	Women’s Health Study

Cook 2006 7
	USA
	11/1992-07/1995
	complete 
	65169
	26927
	26927
	10 a
	0
	54
	not specified
	-70

	Women’s Health Study

Ridker 2002 35
	USA
	11/1992-07/1995
	complete 
	65169
	28345
	27939
	8 a
	0
	55
	not specified
	-70

	MONICA/ KORA Augsburg Cohort Study 21
	Augsburg Germany
	1984 -1985 1989 -1990 1994 -1995 
	random sample
	nr
	3667
	3435
	6,6 a
	100
	59c
56d
	not specified
	-70

	Québec Cardiovascular Study 40
	Québec

Canada
	1973
	random sample
	2185
	2177
	1982
	13 b
	100
	59c
56d
	LEIA
	-80

	Framingham Heart Study 43
	Framingham USA
	nr
	complete
	nr
	nr
	4446
	8 b
	44
	57e
59f
	Enzyme Immunoassay
	-20


nr: not reported.

aMean.

bMeasure not specified.

cCases.

dNo event.

eMen.

fWomen
Supplementary Table 7   Prediction models of included studies

	Study
	 Type of statistical model
	Predictor selection
	Method
	Number of participants
	Number of events
	Degrees of freedoma 
	Measure of precision of the AUC

	Cook 2006 7
	Cox-PH
	CRP and  traditional RF (Framingham)
	prespecified RF forced into model 
	15048
	390
	9
	nr

	Ridker 2002 35
	Cox-PH
	CRP, LDL und traditional RF (Framingham)
	prespecified RF forced into modelb
	15745
	371
	16
	p-value from LR test with and without CRP

	Danesh 2004 4
	Logistic

regression
	CRP, other markers of inflammation, traditional RF 
	prespecified RF forced into model
	2459 cases

3969 controls
	2459
	8
	95%-CI



	Folsom 2006 13
	Cox-PH 
	CRP new risk markers, traditional RF
	prespecified RF forced into model
	666 cases

845 controls
	666
	11
	p-value by bootstrapping

	Koenig 2004 21
	Cox-PH
	CRP and  traditional RF
	prespecified RF forced into model
	3435
	191
	Model B: 5

Model C: 7
	p-value from nonparametric test of DeLong

	St-Pierre 2005 40
	Cox-PH
	CRP and  traditional RF
	prespecified RF forced into model
	1982
	210
	at least 11
	p-value from LR test with and without CRP

	van der Meer 2003 41
	Logistic regression
	CRP and  traditional RF
	prespecified RF forced into model
	157 cases

500 controls
	157
	at least 12
	p-value for change

	Wilson 2005 43
	Cox-PH
	CRP and  traditional RF
	prespecified RF forced into model in the sequence of the strongest association 
	4446
	160
	10
	95%-CI




CI, confidence interval; Cox-PH, cox proportional hazards model; CRP, C-reactive protein; LDL, low density lipoprotein; LR, likelihood ratio; RF, risk factors; nr, not reported. 

aCalculation of degrees of freedom (df): 1df (Intercept) + 1 df * number continuous variables+ number categorical variables* (number of categories-1).

bThe sequence of predictor selection did not allow the calculation of the incremental predictive value of CRP.
Quality Assessment
Supplementary Table 8 Quality assessment of study design

	
	CL No
	Cook 2006
	Ridker 2002
	Dan-esh 2004
	Fol-som 2006
	König 2004
	St-Pierre 2005
	van der Meer 2003
	Wil-son 2005

	Inclusion criteria defined?
	A1
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Sample selection explained?
	A2
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Health state measured validly, reliably?
	A3
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Study population representative?
	A6
	uncl
	uncl
	uncl
	uncl
	yes
	uncl
	uncl
	uncl

	Did the participants receive any treatment?
	C12
	yes
	yes
	part
	part
	uncl
	part
	uncl
	part

	Treatment independent of prognostic factors?
	C16
	part
	part
	uncl
	no
	NRel
	no
	NRel
	no

	Prognostic factors defined?
	D17
	part
	part
	part
	yes
	yes
	part
	part
	part

	Prognostic factors measured validly?
	D19
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Prognostic factors

available for a high proportion of persons?
	D20
	uncl
	uncl
	uncl
	uncl
	yes
	no
	no
	yes

	Outcome measurement valid, reliabel?
	E23
	yes
	yes
	part
	yes
	yes
	yes
	yes
	yes

	Outcome assessment blinded?
	E24
	no
	no
	no
	no
	no
	part
	no
	no

	Response-rate or follow-up rate  (≥80%)?
	F25
	no
	no
	no
	uncl
	yes
	no
	no
	uncl


CL No, question number in check list; NRel, not relevant; part, partially; uncl, unclear. 
Supplementary Table 9   Quality assessment of prediction models
	
	CL No
	Cook 2006
	Ridker 2002
	Dan-esh 2004
	Fol-som 2006
	König 2004
	St-Pierre 2005
	van der Meer 2003
	Wil-son 2005

	Model adaquate?
	G30
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Modelling strategy reported?
	G34
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	All prognostic variables justified?
	G35
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	All prognostic variables stated?
	G36
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Model with external validation?
	G43
	yes
	no
	no
	no
	no
	no
	no
	no

	Effect measures reported?
	G44a
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Precision of effect measure reported?
	G44b
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Difference of AUC reported or calculable?
	G44c
	yes
	yes
	yes
	yes
	yes
	yes
	yes
	yes

	Measure of precision for AUC reported?
	G44d
	no
	no
	no
	no
	yes
	no
	no
	no


AUC, area under the curve; CL No, question number in check list.
The following table describes the results of the quality assessment applied to all economic evaluations. 

Incremental Predictive Value of hs-CRP

Supplementary Table 10 depicts the results regarding the clinical effectiveness and the incremental predictive value in risk prediction models included in this HTA report. 

Supplementary Table 10   Measures of effectiveness and area under the curve in risk prediction models with and without hs-CRP
	Author/ year
	Effect measure crude 

OR, HR crude
(95%-CI or p-value)
	Effect measure adjusted 
OR, HR 

(95%-CI or p-value)
	Adjusted for
	Discrimination AUC – Model without CRP
	Discrimination AUC – Model with CRP
	Difference of AUC-values/ Ratio AUC with CRP to AUC without CRP

	Cook 2006
	nr
	HR ; p-value
ln (CRP) 1.22 

p<0.001

Cat1: 0.84

Cat2: Reference
Cat3: 1.21

Cat4: 1.45

Cat5: 1.90
	A, SBP, BP-Tx, Smok, HDL, Chol
	AUC 

WHS-Model
0.813

0.811 bootstrap

ATP III-Model
0.812

0.809 bootstrap
	AUC

WHS-Model
0.815

0.813 bootstrap

ATP III-Model
0.814

0.810 bootstrap
	+ 0.002/ 1.0025

+0.002/ 1.0025

+ 0.002/ 1.0025

+0.001/ 1.0012

	Ridker

2002
	HR (95%-CI) 

P< 0.001

CRP Q1: 1.0

CRP Q2: 1.8 (1.1-2.7)

CRP Q3: 2.3 (1.5-3.4)

CRP Q4: 3.2 (2.2-4.8)

CRP Q5: 4.5 (3.1-6.6)
	HR (95%-CI)
P< 0.001

CRP Q1: 1.0

CRP Q2: 1.4 (0.9-2.2)

CRP Q3: 1.6 (1.1-2.4)

CRP Q4: 2.0 (1.3-3.0)

CRP Q5: 2.3 (1.6-3.4) 
	A, Smok, DM, BP, HRT
	Nonhierarchical model

	Nonhierarchical model

	Nonhierarchical model



	Danesh 2004


	OR (95%-CI)
1.81 (1.58-2.07)

Including   symptomatic patients: 

1.92 (1.68-2.18)


	OR (95%-CI)
1.37 (1.17-1.59)

Including   symptomatic patients: 

1.45 (1.25-1.68)
	A, Sex, YR, Smok, SBP, Chol, Tri, BMI, 1-MV, DM, SES
	Only available for model including symptomatic patients:
AUC (95%-CI)
0.64 (0.63-0.65)
	Only available for model including symptomatic patients 
AUC (95%-CI)
0.65 (0.64-0.67)
	+ 0.01/ 1.0156

	Folsom 2006
	HR; p-value
CRP: 1.20, p<0.01

Log-CRP: 1.28; p<0.01


	HR; p-value
CRP: 1.17; p=0.01

Log-CRP: 1.19; p<0.01


	A, YR, Sex, Chol, HDL-C, SBP, BP-Tx, Smok, DM
	Only for model with log-CRP

AUC

0.767
	Only for model with log-CRP

AUC

0.770
	+ 0.003 / 1.0172

p > 0.05 (Bootstrapping)

	Koenig 2004
	nr
	HR (95%-CI)
Model B:

CRP Cat1: Referenz

CRP Cat2: 1.54 (1.02-2.32)

CRP Cat3: 2.47 (1.67-3.65)

p<0.0001
	FRS stratified in 3 categories
(A, BMI, Smok, Hyp, EDU, ALC, phAct, DM)
	AUC

0.713
	AUC

0.740
	+ 0.027/ 1.0379

p=0.0077



	
	nr
	HR (95%-CI)
Model C:

CRP Cat1: Reference
CRP Cat2: 1.44 (0.95-2.17)

CRP Cat3: 2.21 (1.49-3.27)

p=0.0002
	FRS stratified in 5 categories (A, BMI, Smok, Hyp, EDU, ALC, phAct, DM)
	AUC

0.735
	AUC

0.750
	+ 0.015/ 1.020

p=0.0163



	St-Pierre 2005


	HR (95-KI) ; p-value
1.78 (1.22-2.60); p=0.003 


	HR (95-KI); p-value
0.70 (0.43-1.13); p=0.14
	A, BMI, SBP, DM, Smok, Med, LDL-C, HDL-C, log-transformed Tri, (additionally for RR only: IL-6, Fib)
	AUC

0.705
	AUC 

0.706 


	+ 0.001/ 1.0014

p=0.5



	Van der Meer

2003


	OR (95%-CI); p-value (trend): 0.01

Model 1: 

CRP Q1: 1.0

CRP Q2: 1.2 (0.7-2.1)

CRP Q3: 1.5 (0.9-2.7)

CRP Q4: 2.0 (1.1-3.4)
	OR (95%-CI); p-value (trend): 0.50

Model 3:
CRP Q1: 1.0

CRP Q2: 0.9 (0.5-1.7)

CRP Q3: 1.0 (0.5-1.9)

CRP Q4: 1.2 (0.6-2.2)
	For model 1: 

A, Sex,

For model 3: 

A, Sex, Smok, BMI, Hyp, DM, MI-Fam,Chol, HDL-C
	AUC (SE)

Risk function 1:

0.773 (0.021)

Risk function 2:

0.746 (0.021)
	AUC (SE)

Risk function 1:

0.777 (0.021)

Risk function 2:

0.748 (0.021)
	For function 1:

+ 0.004/ 1.0052

p=0.28

For function 2: 

+ 0.002/ 1.0027

p=0.55

	Wilson 2005


	HR (95%-CI)
Major CHD: 

CRP Cat2: 1.44 (0.93-2.23)

CRP Cat3: 1.68 (1.14-2.94)
	HR (95%-CI)
Major CHD: 

CRP Cat2: 1.38 (0.88-2.15)

CRP Cat3: 1.22 (0.81-1.84)
	A, Sex, SBP, Chol/ HDL-C-ratio, DM, Smok (cigarettes), BP-Tx
	AUC (95%-CI)
Major CHD: 

0.80 (0.77-0.83)


	AUC (95%-CI)
Major CHD: 

0.80 (0.77-0.83)


	0.00 /1.00




AUC, Area under the curve (analogous to C-statistic); BMI, body mass-index; CI, confidence interval; Diabetes M., diabetes mellitus; FRS, Framingham-Risk-Score; HR, hazard ratio; MI, myocardial infarction; nr, not reported; OR, odds ratio; SE, standard error. 
Abbreviations of risk factors: A, age; ALC, alcohol consumption; BP, blood pressure; BP-Tx, blood pressure treatment; Chol, total cholesterol; Chol/ HDL-C-Ratio, total cholesterol/ high-density cholesterol-ratio; DM, diabetes mellitus; EDU, education; Fib, fibrinogen; Hyp, hypertension; HRT, hormone replacement therapy; IL-6, interleukin 6; Med, medication at study entry; MI-Fam, history of MI; phAct, physical activity; SBP, systolic blood pressure; SES, socioeconomic status; Sex, sex; Smok, smoking; Tri, triglycerides; YR, year of recruitment; 1MV, 1 minute volume;
Notes: Unless otherwise stated, the minimal adjusted model served for the „effect measure crude“. „Effect measure adjusted“ is used when the most possible traditional cardiovascular risk factors are used containing no other biomarkers than CRP. Unless stated otherwise, in all studies the same risk factors were used for calculation of AUC as indicated in column „adjusted for“. In the publications by Folsom, Ridker and Wilson the measure of association were named “relative risk”; if the calculations were derived from Cox models these measures were indicated as hazard ratios for reasons of consistency
Notes on studies: 

Cook: CRP-value was log transformed ln(CRP) in mg/l. To calculate the AUC, a bootstrapping method was applied to correct for overoptimistic estimations; p-values for differences in the AUC were not reported. Hs-CRP-values were used in a categorised manner: Cat1: <0.5 mg/l , Cat2: 0.5-1 mg/l, Cat3: 1-3 mg/l Cat4: 3-10 mg/l, Cat5: >10 mg/l.
Danesh: Cut-offs reported for CRP: 2.0 mg/l and 0.78 mg/l; maximum adjusted model: the fourth of five increasing adjusted models; minimal adjusted model: age, sex, year of recruitment.
Folsom: No cut-offs reported.  CRP-values as continuous variable, reference unit reported: 1-SD.
Koenig: CRP categorised: Cat1: <1.0 mg/l (reference), Cat2: 1.0-3,0 mg/l; Cat3: >3.0 mg/l; FRS 3 categories in %: Cat1:< 6 (reference); Cat2: 6-19; Cat3: ≥ 20; FRS-5 categories in %: Cat1: <6, Cat2: 6-10, Cat3: 11-14, Cat4: 15-19, Cat5: ≥ 20.
Ridker: CRP in quintiles: Q1: ≤ 0.49 mg/l, Q2: > 0.49-1.08 mg/l, Q3: >1.08-2.09 mg/l, Q4: >2.09-4.19 mg/l, Q5: > 4.19mg/l; minimal adjusted model: adjusted only for treatment assignment.
St-Pierre: CRP for calculation of effect measures in quartiles: Q1: <0.84 mg/L, Q2: 0.84-1,76 mg/L, Q3: 1.76-3.80 mg/L, Q4: ≥ 3.80 mg/L; calculation of effect measures by comparison of 1st and 4th quartile; according to the authors results for the cut-offs 1.0 mg/L and 3.0  mg/L were similar (not reported in publication); adjustment of maximum adjusted model additionally for IL-6 and Fibrinogen; this was not applied for the model used for calculation of AUC; for calculation of AUC the median of the CRP-value was used: 1.76 mg/L.
Van der Meer: CRP in quartiles: Q1: < 0.82 mg/l, Q2: 0.82-1.68 mg/l, Q3: 1.68-3,02 mg/l, Q4: >3.02 mg/l; risk function 1 contained the following routinely assessed risk factors: age, sex, smoking status, BMI, hypertension, diabetes mellitus, familiar history of MI, total cholesterol, HDL-C; risk function 2 contained the FRS factors: age, sex, smoking status, BMI, SBP, total cholesterol, HDL-C, left ventricular hypertrophy (ECG); for calculation of AUC the factors used in risk function 2 were used.
Wilson: CRP in categories: Cat1: <1.0 mg/l, Cat2: 1.0-3.0 mg/l, Cat3: >3.0 mg/l; the minimal adjusted model was reported as adjusted for age and sex.
Supplementary Table 11   Study characteristics of economic evaluation studies

	
	Ess 2001
	Ess 2002
	Blake 2003

	Country of analysed health care system
	Germany, Italy
	Switzerland, France, Spain
	USA

	Intervention
	Strategy B: hs-CRP-test and statin therapy if hs-CRP > 3 mg/l, and borderline lipid levels and, other RF > 2, ASA if desirable lipid levels

Strategy C: hs-CRP-test and ASA therapy for both groups
	Strategy 2: hs-CRP-test and statin therapy if hs-CRP > 0,16 mg/dL

Strategy 3: Statin therapy for all patients

	Comparison
	Strategy A: Statin therapy based on lipid levels and presence of other RFa
	Strategy 1: Dietary counseling

	Effectiveness outcome measure
	Life years gained
	Life years gained

QALY

	Type of economic evaluation
	CEA
	CEA / CUA

	Time horizon
	5 years
	Lifelong

	Perspective
	Societal b
	Societal b

	Study type
	Decision analytic model not specified
	Markov model

	Study population / Subgroups
	Asymptomatic stratified by age, lipid level, hs-CRP and CV RF
	Base case: Asymptomatic 58-year old men without overt hyperlipidemia 

age- and gender subgroups

	Health outcomes
	Combined event rate: CV death, nonfatal MI, unstable or severe stable angina, PTCA, CABG, nonfatal ischemic stroke
	MI, stroke, death

	Cardiovascular events data
	Physician Health Study, WOSCOPS, MRFIT, Helsinki Heart Study

country specific life expectancy: OECD


	AFCAPS/TexCAPS (MI), Meta-analyses of RCT (stroke) both age and gender-adjusted by hospital data and by population-based studies

	Effectiveness data sources
	Statin, ASA, CARE (Ridker 1997, 1998)


	AFCAPS/TexCAPS (MI), WOSCOPS (stroke), CARE, LIPID (stroke after MI)

	Cost data sources
	Expert opinion, Rote Liste (Germany), 3 CEA from Germany/ Italy
	Expert opinion, 5 CEA from Switzerland/ France / Spain
	Expert opinion, 3 CEA, Fee Schedules

	Included cost items
	Costs of hs-CRP-Test, statin or ASA therapy, costs of CV death, MI (including FU), other CV events
	Costs of hs-CRP-Test and additional office visits, acute and lifetime costs of MI and stroke

	Currency (year)
	Euro (c)
	US-Dollars (2000)

	Discount rate 
	Not discounted 
	3%


AFCAPS/TexCAPS, Air Force/Texas Coronary Atherosclerosis Prevention Study ASA, acetylsalicyl acid; CABG, coronary artery bypass graft; CARE, Cholesterol and Recurrent Events Study; CEA, cost-effectiveness analysis; CUA, cost-utility analysis; CV, cardiovascular; dl, decilitre; FU, Follow-up; mg, milligram; QALY, quality adjusted life-years; MI, myocardial infarction; MRFIT, Multiple Risk Factor Intervention Trial; NCEP, National Cholesterol Education Program; OECD, Organisation for Economic Co-operation and Development; PTCA, percutaneous transluminal coronary angioplasty; RF, risk factors; RCT, randomised controlled trials; WOSCOPS, West of Scotland Coronary Prevention Study.

aAccording to NCEP guidelines 1993.
bAccording to authors.
cYear not reported.
Supplementary Table 12   Economic evaluations on CRP screening assessed by criteria catalogue 
	Quality criteria
	Ess 2001
	Ess 2002
	Blake 2003

	Research question
	
	
	

	1. Was the question clearly stated?
	1
	1
	1

	2. Was the clinical and economic context of the problem adequately described?
	1
	1
	1/2

	Framework of the evaluation 
	
	
	

	3. Were all technologies evaluated in the study sufficiently described?
	1/2
	1/2
	1

	4. Were all alternative technologies relevant for the study question included in the comparison?
	1/2
	1/2
	1

	5. Was the selection of the compared technologies coherently justified?
	1/2
	1/2
	1/2

	6. Was the target population clearly described?
	1/2
	1/2
	1

	7. Was the time horizon for costs and health effects clearly stated and appropriate to answer the research question? 
	1/2
	1/2
	1

	8. Was the type of the health-economic evaluation used explicitly stated?
	1
	1
	1

	9. Were both costs and health effects investigated?
	1
	1
	1

	10. Was the perspective of the evaluation unambiguously chosen and explicitly stated?
	1
	1
	1

	Analytic methods and modeling
	
	
	

	11.Were adequate statistical methods (test/models) used for the data analysis and were they sufficiently described?
	nr
	nr
	1

	12. Were model structure and all parameters of decision-analytic models completely and comprehensively reported (either in the publication or a technical report)?
	1/2
	1/2
	1

	13. Were relevant assumptions explicitly stated?
	1/2
	1/2
	1

	14. Were event probabilities in decision-analytic models derived from adequate data sources and were the data sources of these models clearly stated?
	1/2
	1/2
	1

	Health effects
	
	
	

	15. Were all health states relevant for the adopted perspective and the chosen time horizon considered and explicitly stated?
	1
	1
	1

	16. Were health effect data derived from adequate sources and were data sources clearly stated?
	1/2
	1/2
	1

	17. Were design and analytic methods of epidemiological studies appropriately chosen and described and were results presented in detail (if based on a single study)?
	nr
	nr
	nr

	18. Were appropriate methods used for the identification, extraction and synthesis of effect parameters and were these methods described in detail (if based on information synthesis)?
	0
	0
	0

	19. Were the different health states valued with preferences and were the applied methods and measurement instruments appropriately chosen and stated?
	1/2
	0
	1

	20. Were health value data derived from adequate sources and were data sources clearly stated?
	0
	nr
	1

	21. Was the evidence for health effects sufficiently substantiated (see respective context documents)?
	1/2
	1/2
	1/2

	Costs
	
	
	

	22. Were the quantities of resource utilization thoroughly described?
	1/2
	1/2
	1/2

	23. Were sources and methods used to determine resource utilization adequately chosen and clearly stated?
	0
	0
	1/2

	24. Were prices (unit costs) thoroughly described?
	1/2
	1/2
	1/2

	25. Were sources and methods used to determine prices (unit costs) adequately chosen and clearly stated?
	1/2
	1/2
	1/2

	26. Were included costs coherently justified under the chosen perspective and time horizon and were all relevant costs included?
	1/2
	1/2
	1

	27. Were productivity costs (if included) reported separately and correctly incorporated into the analysis?
	nr
	nr
	nr

	28. Was the currency stated?
	1
	1
	1

	29. Were currency conversions adequately performed?
	1/2
	0
	nr

	30. Were price adjustments for inflation or deflation adequately performed?
	0
	0
	1

	Discounting
	
	
	

	31..Were future health effects and costs adequately discounted?
	0
	0
	1

	32..Was the reference year for costs and/or discounting stated?
	0
	0
	1

	33..Were discount rates stated?
	nr
	nr
	1

	34..Was a plausible justification given for the applied discount rate, respectively for non-discounting?
	0
	0
	1

	Presentation of results
	
	
	

	35. Was model validation performed and was the validation described?
	0
	0
	0

	36. Were absolute health effects and absolute costs per person determined and reported?
	1/2
	1/2
	1

	37. Were incremental health effects and incremental costs per person determined and reported?
	1/2
	1/2
	1

	38. Was an outcome measure for the relation between costs and health effects presented, that is adequate for the type of the economic evaluation?
	1
	1
	1

	39. Were pure (not quality-of-life-adjusted) clinical effects reported?
	1/2
	1
	1

	40. Were relevant results presented in disaggregated form?
	1/2
	1/2
	0

	41. Were population-aggregated costs and health effects presented?
	1
	1
	0

	Dealing with uncertainty
	
	
	

	42. Were univariate sensitivity analyses performed for the relevant parameters?
	1/2
	1/2
	1

	43. Were multivariate sensitivity analyses performed for the relevant parameters?
	0
	0
	1

	44. Were sensitivity analyses performed for relevant structural elements?
	0
	0
	0

	45. Were parameters, parameter ranges and structural variations examined in sensitivity analyses described and realistic?
	1/2
	1/2
	1/2

	46. Were the results of sensitivity analyses sufficiently reported?
	1
	1
	1

	47. Were adequate methods of statistical inference (statistical tests, confidence intervals) applied to stochastic data and were results reported?
	nr
	nr
	nr

	Discussion
	
	
	

	48. Was the data quality critically judged?
	1/2
	1/2
	1/2

	49. Was the direction and magnitude of the impact of uncertain or biased parameter estimates on results consistently discussed?
	1/2
	1/2
	1

	50. Was the direction and magnitude of the impact of structural model assumptions on results consistently discussed?
	0
	0
	0

	51. Were substantial limitations and weaknesses of the study discussed?
	1/2
	1/2
	1/2

	52. Were plausible statements about the generalizability of the results given?
	1/2
	1/2
	1/2

	53. Were important ethical and distributional aspects discussed?
	0
	0
	0

	54. Was the result discussed reasonably in the context with other independent health programs? 
	0
	0
	1

	Conclusions
	
	
	

	55. Were the conclusions consistently derived from the reported data/results?
	1/2
	1/2
	1

	56. Was the research question answered based on actual knowledge and study results?
	1
	1
	1


1=yes ½ partially 0=no  nr= not relevant. 
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Supplementary Figure 1  Results of the Studies of Ess 2001, 2002: Incremental Cost-effectiveness Ratios in Euro 2006 per life-year saved
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