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Chapterr 7 

Abstract t 

Introduction Introduction 

Familiall  hypercholesterolemia (FH) is associated with pronounced atherosclerosis leading 
too premature cardiovascular disease (CVD) and untimely death. Despite the availability 
off  effective preventative drug treatments, many affected individuals remain undiagnosed 
andd untreated until they become symptomatic with CVD. To assess the cost-effectiveness 
off  systematic genetic screening of family members of persons diagnosed with FH. 

Methods Methods 
AA cost-effectiveness analysis was conducted using data from various sources. This 
involvedd a life-table analysis to estimate for the screening programme the years of life-
gainedd and drug costs associated with statin treatment, based on evidence from an external 
cohortt of FH patients. Screening cost and throughput information were taken from the 
programme'ss records. A nation-wide screening program for the identification of individuals 
withh familial hypercholesterolemia (FH), instituted in the Netherlands in 1994. There 
wass DNA testing in families with a known genetic defect to identify new cases off  FH in 
thee presymptomatic stage of the disease. After identification, most newly identified patients 
weree started on cholesterol lowering statin treatment. Main outcome measures (a) life-
yearss gained per new case, resulting from diagnosis and subsequent treatment with statins; 
(b)) incremental cost of screening (c) incremental cost-effectiveness, in terms of the cost 
perr life year gained. 

Results Results 

Onn average new cases diagnosed by the screening program gained 3.3 years of life each. 
Twenty-sixx myocardial infarctions would be avoided for every 100 persons treated with 
statinss between the ages of 18 and 60. The average total lifetime incremental costs, over 
alll  age ranges and both sexes, including costs for screening and testing, lifetime drug 
treatmentt and treatment of cardiovascular events, was $7,500 per new case identified. 
Costt per life-year gained was $8,700. 

Discussion Discussion 

Systematicc genetic screening of family members of persons diagnosed with FH is cost-
effectivee in the Netherlands and should be introduced in other settings. 
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Cost-effectivenesss analysis of the screening programme 

Introductio n n 

Familiall  hypercholesterolemia (FH) constitutes a common inherited disorder of lipoprotein 

metabolismm with a prevalence of 1 in 400 to 500 persons in Western societies. The major 

riskrisk conferred by FH is pronounced atherosclerosis leading to premature cardiovascular 

diseasee (CVD) and untimely death.1 Consequently, the life expectancy of FH patients is 

substantiallyy reduced.2 Unfortunately, the disorder is often diagnosed only after 

cardiovascularr symptoms become evident, but effective lipid lowering drug treatment is 

widelyy available.3 A The identification and subsequent treatment of FH patients has therefore 

becomee an important task in the prevention of CVD.5 Different screening strategies are 

possible.. Computer modeling has shown that case finding amongst relatives of cases is the 

mostt cost-effective strategy for diagnosing FH in the adult population.6-12 (Universal 

screening,, which can be complementary to family tracing was also found to be cost-effective 

att young ages). 

Inn 1994, a nation-wide screening programme for the identification of individuals with FH 

wass instituted in the Netherlands. Large scale genetic testing for FH in high-risk families 

provedd to be feasible; DNA testing in families with a known genetic defect was effective in 

thee identification of new cases of FH in the presymptomatic stage of the disease.7 After 

identification,, the majority of newly identified patients were started on cholesterol lowering 

treatmentt thereby reducing the risk of CVD in time. Long term adherence to therapeutic 

interventionn was demonstrated and a sharp reduction in cholesterol plasma levels was 

achieved.8 8 

Ann assessment of the cost-effectiveness of such a large-scale screening programme is 

important.. If it is shown to be good value for money then there is a strong case for health 

caree organizations to fund such screening programmes. We report an analysis of the 

costss and effects of this ongoing genetic screening programme in the Netherlands. 

Methods s 

Thee screening programme 
Thee national genetic testing programme for FH in the Netherlands has previously been 

describedd in some detail.10 Patients with FH were identified according to a uniform 

diagnosticc protocol at clinics, which were part of a nation-wide network of lipid clinics.9 

DNAA samples of patients with the clinical diagnosis of FH were analysed for the presence 
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off  an LDL-receptor gene mutation. Once a mutation was identified, such a patient was 

referredd to as an 'index case'. The mutations tested in the screening programme had all 

beenn described previously and were known to be functional and pathogenic.I0 Subsequently, 

relativess of the index case were contacted and after obtaining informed consent, genetic 

testingg was performed by DNA analysis for the presence of the mutation known to be 

presentt in the index case. A relative found to have the mutation present in this gene AND 

whoo was not already taking lipid-lowering drugs, henceforth will be referred to as a 'new 

untreatedd case'. However, the identification of new cases already on lipid-lowering drugs 

wouldd also be important because their drug dosage could be suboptimal. 

Analyticall  framework 
Life-tablee analysis was used to estimate for the screening programme: (a) life-years 

gainedd per new untreated case, resulting from diagnosis and subsequent treatment with 

statins;; (b) cost per new untreated case diagnosed; and (c) cost-effectiveness, in terms of 

thee cost per life year gained. The costs considered were the screening costs, including 

thee cost of DNA testing, the cost of drug treatment over the lifetime and the cost-savings 

duee to the reduced incidence of coronary events. 

Actuall  data from the screening programme for the year 2000 were used for total 

expenditure,, numbers screened, carrier status of those screened and their medication 

status.. A survey of FH mutation carriers who were diagnosed by the service between 

19944 and 1998 was used to estimate the proportion of patients treated with statins after 

diagnosis.. The data from the screening programme were supplemented by data from the 

Simonn Broome Register (UK).21' This is a UK cohort of 1185 patients with heterozygous 

FH,, who have been followed prospectively since 1980 and mainly treated with statins 

fromfrom 1992 onwards and with bile acid sequestrants prior to that. To our knowledge this 

iss the only reported cohort of its kind. Data from this cohort were used to calculate the 

lif ee expectancy of FH mutation carriers. The data from this cohort have been used for 

thiss purpose previously.612 

Lifee expectancy and other outcomes were modelled for subpopulations of each gender 

withinn 10-year age bands between the ages 0 and 60 years. Costs were collected in terms of 

20011 euros but are presented here as US dollars (at the time of writing 1 euro = $1.00). Life 

expectancyy and costs were both discounted at 4% to represent conventional estimates of 

timee preference in the Netherlands.13 The discounting conventions of the US panel on 

cost-effectiveness144 and the UK central government15 were also applied. Sensitivity analyses 

weree performed on various parameters to check the robustness of the model. 
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Cost-effectivenesss analysis of the screening programme 

Life-yearss gained 

Lifee expectancy (expected age at death) for each age/sex group was calculated using a life 

tablee for the age mid-point of that group. The death rates in the tables were estimated by 

multiplyingg national age-specific mortality rates with age-specific relative risks that were 

calculatedd for FH patients. The national mortality rates were for the Netherlands in 1997;16 

thee relative risks were estimated from the Simon Broome Register data2 n - see Table 1. 

Tablee 1 - Relative risk of death (all causes) for  FH population compared with general population 

Gender r 

Male e 

Female e 

Agee group 

0 -199 yrs** 
200 - 40 yrs 
400 - 60 yrs 
600 + yrs * 

0 -199 yrs** 
200 - 40 yrs 
400 - 60 yrs 
600 + yrs * 

Relativee risk in 

1980-1991 1 

1 1 
6.6(2.7,, 15.7) 
2.33 (1.2, 4.0) 

1 1 

1 1 
5.7(1.4,22.9) ) 
2.8(1.4,5.6) ) 

1 1 

followingg periods 

1992-1998 8 

1 1 
3.6(1.4,9.7) ) 
1.5(0.9,2.5) ) 

1 1 

1 1 
1** * 

0.88 (0.3, 2.2) 
1 1 

FiguresFigures in parentheses are 95% confidence intervals, calculated using data from the Simon Broome 
RegistryRegistry cohort. 
**  Assumed because of insufficient evidence (above the age of 60 estimated relative risks were less 

thanthan one in both arms) 
**** Assumed because of insufficient evidence (no deaths occurred within cohort). 

Forr the calculation of life expectancy without statin use, relative risks were calculated 

fromfrom the cohort for the years prior to 1992. For life expectancy with statin use, relative 

riskss were calculated from the cohort for the years 1992 onwards. For each age-sex 

group,, the life-years gained attributable to statin use was calculated as the estimated life 

expectancyy with statin treatment minus the estimated life expectancy in the absence of 

treatment.. An overall estimate of life-years gained per person was calculated by weighting 

eachh age-sex group according to the relative frequency of that group within the population 

off  new untreated cases. 

Forr FH patients below the age of 20 and above the age of 60 the relative risks estimated 

usingg the Simon Broome cohort were not significantly different from one, not after 

1992,, nor before. Hence within our model there are no health benefits from treating 

patientss beyond the age of 60. 
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Treatmentt costs 

Ann average annual cost of statin treatment was calculated using the drug regimens 

observedd in a subsample of 500 patients who were taking statins subsequent to screening 

-- see Table 2 and published prices for the Netherlands.17 Treatment was assumed to 

consistt of this annual drug cost plus an annual appointment with the patient's general 

practitionerr - $17 18. On this basis, the annual cost of statin therapy was estimated to be 

$5700 (=553+17). The cost of a myocardial infarction (MI) was taken as $9,01819 inflated 

usingg the price index for expenditure on acute care and, for the most recent years, the 

consumerr prices index (Source: Centraal Bureau voor de Statistiek, The Netherlands). 

Tablee 2 - Dosages and associated cost of patients on statins 1 year after diagnosis 

Medicationn Dose in Frequency Relative $/month 
mg/dd in sample frequency 

35 5 
126 6 

1 1 
61 1 
5 5 

89 9 
106 6 
12 2 
30 0 
14 4 
17 7 
2 2 
2 2 

500 0 

(a) ) 
7.0% % 

25.2% % 
0.2% % 

12.2% % 
1.0% % 

17.8% % 
21.2% % 
2.4% % 
6.0% % 
2.8% % 
3.4% % 
0.4% % 
0.4% % 

100.0% % 

Expectedd cost per  year  = 

(b) ) 
32.08 8 
49.36 6 
78.49 9 
78.49 9 

127.84 4 
26.48 8 
40.78 8 
58.20 0 
58.20 0 
21.64 4 
32.08 8 
53.72 2 
54.73 3 

(a)(b) ) 
2.25 5 

12.44 4 
0.16 6 
9.58 8 
1.28 8 
4.71 1 
8.64 4 
1.40 0 
3.49 9 
0.61 1 
1.09 9 
0.21 1 
0.22 2 

46.07 7 

(46.07x12)== $553 

Thee lifetime cost of drug and event treatment was calculated using the life tables. For 

newlyy diagnosed children it was assumed that statin treatment would be initiated at the age 

off  18. Statin costs were only estimated up to the age of 60 years, as the model shows no 

healthh gain beyond that age. 

Thee incidence oifatal Mis was taken from the Dutch national statistics,16 using the Simon 

Broomee relative risks, as with all-cause mortality (above). It was assumed that there would 

bee 1.4 non-fatal Mis for every fatal one in men and 1.2 in women.20 For the drug costs it 

wass assumed that 82% of those not already on statins would subsequently be prescribed 

themm after diagnosis, as observed in a sample of patients one year after diagnosis.8 

Atorvastatin n 

Simvastatin n 

Pravastatin n 

10 0 
20 0 
30 0 
40 0 
60 0 
10 0 
20 0 
30 0 
40 0 
10 0 
20 0 
30 0 
40 0 

Sum m 
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Cost-effectivenesss analysis of the screening programme 

Screeningg costs 

Thee screening cost per new untreated case diagnosed was calculated as the total annual 

expendituree of the screening programme in the year 2000 divided by the number of new 

untreatedd cases found in that year ($616,000 / 382 = $1,613). However, this did not 

includee the cost of testing the index case. Hence we added to the previous figure, the 

nationallyy fixed price associated with genetic counselling (including testing) of $617,2' 

dividedd by the number of new untreated cases found per index case ($617 /4.0=$155) 

givingg a total screening cost per new untreated case diagnosed of $1,768. 

Costt  per  life-year  gained 

Thee cost per life year gained (C/LYG) was calculated as the screening cost per patient 

diagnosedd (ScreenCost), plus the additional drug costs arising from the new diagnoses 

(StatinCost^^-StatinCost^g^J,, plus the cost savings due to reduced incidence of 

coronaryy events (EventCostScrem-EventCostôScreen), divided by the life-years gained 

^^ Screen NoScreen*̂ 

[ScreenCostt  + (StatinCost^-StatinCos^^) + (EventCost^-EventCost^J 
C/LYGG - — _ _ 

Results s 

Life-yearss gained 

Usingg relative risks from the Simon Broome Register cohort applied to Dutch national 

mortality,, it was estimated that the expected age at death for a 15-year old male with 

heterozygouss FH treated with statins between the ages of 18 and 60 is 72.8 years (Table 

3).. His life expectancy without statin treatment would be 69.4 years. For 15-year old 

femaless the figures are 75.9 years without treatment and 81.2 years with treatment. The 

numberr of years of life gained from treatment varies according to the age at diagnosis, 

butt on average new untreated cases diagnosed by the screening programme would expect 

too gain 3.3 years of life each, or 0.9 years when discounted at 4% (Table 3). 

Incrementall  costs 

Thee incremental cost of the screening programme includes the cost of screening plus the 

costt of drugs that would not have been prescribed in the absence of the programme 
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Tablee 3 

Sex x 

Male e 

Female e 

AU U 

-- Lif e expectancy with and without diagnosis and subsequent statin treatment 

Age e 
(yrs) ) 

0-9 9 
10-19 9 
20-29 9 
30-39 9 
40-49 9 
50-59 9 

0-9 9 
10-19 9 
20-29 9 
30-39 9 
40-49 9 
50-59 9 

(weighted) ) 

Weighting g 
forr  age-sex 

5.0% % 
12.4% % 
9.8% % 

12.0% % 
7.7% % 
2.9% % 

4.3% % 
11.0% % 
9.9% % 

13.9% % 
6.6% % 
4.5% % 

100.0% % 

Lif ee expectancy 
(expectedd age at death) 

Withou tt  statin 
treatment t 

(a) ) 

69.3 3 
69.4 4 
70.5 5 
72.5 5 
74.6 6 
76.7 7 

75.8 8 
75.9 9 
76.4 4 
77.6 6 
79.2 2 
81.5 5 

Wit hh statin 
treatment t 

(b) ) 

72.7 7 
72.8 8 
73.5 5 
74.7 7 
75.9 9 
77.4 4 

81.1 1 
81.2 2 
81.4 4 
81.6 6 
81.8 8 
82.6 6 

Life-yearss gained 

Undiscounted d 

(b)-(a) ) 

3.4 4 
3.4 4 
3.0 0 
2.2 2 
1.4 4 
0.7 7 

5.3 3 
5.3 3 
5.0 0 
4.0 0 
2.6 6 
1.1 1 

3.3 3 

Discounted d 

att  4% 

0.5 5 
0.7 7 
0.8 8 
0.8 8 
0.6 6 
0.4 4 

0.6 6 
0.9 9 
1.2 2 
1.3 3 
1.1 1 
0.6 6 

0.9 9 

Tablee 4 - Incremental cost ($) per  new untreated case diagnosed 

Sex x 

Mate e 

Female e 

Al l l 

Age e 
(yrs) ) 

0-9 9 
10-19 9 
20-29 9 
30-39 9 
40-49 9 
50-59 9 

0-9 9 
10-19 9 
20-29 9 
30-39 9 
40-49 9 
50-59 9 

(weighted) ) 

Screening g 

Weighting g 
for r 

Age-sex x 

5.0% % 
12.4% % 
9.8% % 
12.0% % 
7.7% % 
2.9% % 

4.3% % 
11.0% % 
9.9% % 
13.9% % 
6.6% % 
4.5% % 

100.0% % 

cost t 

(a) ) 

1768 8 
1768 8 
1768 8 
1768 8 
1768 8 
1768 8 

1768 8 
1768 8 
1768 8 
1768 8 
1768 8 
1768 8 

1768 8 

Lifetim e e 
Drug g 
cost* * 

(b) ) 

5418 8 
8034 4 
8325 5 
6963 3 
4976 6 
1958 8 

5601 1 
8300 0 
8622 2 
7194 4 
5091 1 
2030 0 

6790 0 

Costt  of treating 

Without t 
statin n 

Wit h h 
statin n 

treatmentt  treatment 

1795 5 
2660 0 
3489 9 
4013 3 
4615 5 
5437 7 

1186 6 
1756 6 
2429 9 
3039 9 
3670 0 
4206 6 

1185 5 
1755 5 
2376 6 
2942 2 
3692 2 
4811 1 

498 8 
737 7 
1085 5 
1596 6 
2289 9 
3251 1 

CHD* * 

Increment t 
(c) ) 

-610 0 
-905 5 
-1113 3 
-1071 1 
-923 3 
-626 6 

-688 8 
-1020 0 
-1343 3 
-1443 3 
-1380 0 
-955 5 

-1079 9 

Total l 
incremental l 

cost* * 

(a)+(b)+(c) ) 

6576 6 
8897 7 
8980 0 
7660 0 
5821 1 
3100 0 

6681 1 
9048 8 
9047 7 
7519 9 
5478 8 
2843 3 

7479 9 

DiscountedDiscounted at 4% 
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Cost-effectivenesss analysis of the screening programme 

Tablee 5 - Cost-effectiveness, with different discounting conventions 

Discountingg convention Discount rates 

Cost t 

Dutchh convention - base case 4% 
(w/oo discounting life-years) 4% 

USS panel on cost-effectiveness 3% 
(w/oo discounting life-years) 3% 

UKK convention 6% 
(w/oo discounting life-years) 6% 

Alsoo commonly used 5% 
(w/oo discounting life-years) 5% 

Life-yean n ii gained 
perr  new untreated 
case e 

Life-years s 

4% % 
0% % 
3% % 
0% % 
1.5% % 
0% % 
5% % 
0% % 

0.9 0.9 
3.3 3 
1.2 2 
3.3 3 
2.3 3 
3.3 3 
0.6 6 
3.3 3 

Totall  incremental 
costt  per  new 
untreatedd case 
(1,0000 $) 

7.5 5 
7.5 5 
8.4 4 
8.4 4 
6.2 2 
6.2 2 
6.7 7 
6.7 7 

Incremental l 
costt  per  life-
yearr  gained 
(1,0000 $) 

8.8 8 
2.2 2 
7.3 3 
2.5 5 
3.2 2 
1.8 8 

10.4 4 
2.0 0 

minuss the cost-savings associated with having fewer coronary events to treat. The 

screeningg cost per new untreated case diagnosed, $1,768, is small compared with the 

expectedd drug costs of $6,790 (Table 4). It was estimated that 26 Mis would be avoided 

perr 100 persons treated with statins between the ages of 18 and 60. Hence the cost 

savingss per person diagnosed offset much of the cost of the screening programme although 

nott the cost of the drugs. 

Cost-effectiveness s 

Dividingg the total incremental cost by the years of life gained results in a cost of $2,200 

perr life-year gained (lif e expectancy undiscounted) or $8,800 per life-year gained 

(discountingg life expectancy at 4% per year). Cost-effectiveness is presented using a 

numberr of different discounting conventions in Table 5 to allow comparison with other 

studies. . 

Thiss estimate of cost-effectiveness assumes that those persons newly diagnosed with FH 

butt already on medication would not have any health gain as a result of the screening 

programmee (but also that they would not have any additional drug costs). However, 

evidencee from the screening programme suggests that these patients were being under-

treatedd and that they had their drug dosage improved as a result of the screening process. 

Iff  we were to assume that these patients had, say, 50% of the health gain and 50% of the 

incrementall  drug costs, then this would reduce the cost per life-year gained to $2,000 

(lif ee expectancy undiscounted) and $8,000 discounting at 4%. 
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Tablee 6: Sensitivity analysis 

Sensitivityy analysis Description n Incrementall  cost per 
life-yearr  gained (1,000$) 
-- costs and effects 
discountedd at 4% 

00 Baseline 

11 Life-years gained 

22 Persons screened per year 

33 Costs of complex DNA test 

44 Case rate amongst relatives 

55 Relatives per index case 

66 Proportion of patients 
alreadyy on medication 

77 Drug uptake rate 

88 Drug costs 

99 Cost of a coronary event 

100 Best case/Worse case 

Resultss as reported in Table 4 

A=50%% of baseline life-years (0.4 years) 
B=estimatee from Marks etal (1.5 years) 
A=50%% of baseline number (506); B=150% 
off  baseline number; both cases assume that 
annuall  expenditure remains constant (959) 
A=50%% of baseline cost (308.50); 
B=estimatee from Marks et al (1,635) 
A=lowerr confidence limit (35%); 
B=upperr confidence limit (39%) 
A=lowerr confidence limit (11); 
B=upperr confidence limit (34) 
A=lowerr confidence limit (50%); 
B=upperr confidence limit (57%) 
A=lowerr confidence limit (78%); 
B=upperr confidence limit (85%) 
A=20mgg simvastatin (40.78 per month); 
B=40mgg atorvastatin (78.49 per month) 
A=estimatee from Marks et al (2,490); 
BB -150% of baseline cost (16,757) 
Al ll  of the above 

Loww High 
8.8 8 

5.2 2 17.4 4 

8.7 7 
8.7 7 

8.7 7 

8.7 7 

8.6 6 

8.4 4 

7.9 9 

8.1 1 

5.1 1 

8.8 8 
9.1 1 

8.7 7 

8.9 9 

8.9 9 

9.1 1 

14.2 2 

9.7 7 

38.3 3 

Sensitivityy analysis 
Thee main outcome was tested for sensitivity to a number of assumptions (Table 6). The 

resultss were insensitive to everything except for the price of statin treatment used and 

thee number of life-years gained. This is intuitive since drug costs are such a large 

componentt of overall cost. However, even at the higher drug price or the lower estimate 

off  life-years gained the programme still appears to be relatively cost-effective. The worst 

casee scenario suggested a cost-effectiveness of $38,300 per life-year gained. 

Discussion n 
AA cost-effectiveness analysis of the Dutch genetic screening programme for FH revealed 

ann estimated cost of $8,800 per life-year gained. This represents good value for money 

whenn compared to a number of health care interventions. In addition, the results were 

robustt to changes in the model parameters. 
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Cost-effectivenesss analysis of the screening programme 

Too our  knowledge, this is the only empirical study to estimate the cost-effectiveness of 

geneticc screening for  FH. A modelling exercise had included, among a number  of 

alternatives,, the strategy of genetic testing of those relatives with high cholesterol612. In 

thiss instance, the cost per  life-year  gained was slightly higher  than the results presented 

here,, although it was still relatively cost-effective. The differences are mainly due to 

havingg access to accurate data from a real screening programme. In particular , drug 

costss were lower  in this study than previously modelled and the number  of relatives 

screenedd per  index case was considerably higher. The previously published model 

calculatedd cholesterol screening to be more cost-effective than genetic screening because 

geneticc testing is more costly whereas the sensitivity of both methods was assumed to be 

thee same. However, the experience of the Dutch programme suggests that 18% of patients 

couldd be misdiagnosed if screening were conducted using cholesterol measurement alone.7 

Lif ee expectancy was estimated by applying relative risks to mortalit y data from the Dutch 

population.. The relative risks had been previously estimated comparing a cohort of persons 

withh FH in the UK with the general UK population. The UK and Dutch populations have 

veryy similar  health profiles and it is likely that so do their  FH populations, although we 

doo not know to what extent drug prescribing patterns may differ. Many of the patients 

diagnosedd by the Dutch programme were on relatively less potent drug regimens (Table 

2)) but aggressive statin treatment (such as 80mg atorvastatin daily) is required to reduce 

vascularr  wall thickness in FH patients.22 We do not know the drug prescribing patterns 

forr  the UK FH cohort but would expect that they too are suboptimal given that the 

prescriptionn of statins among patients with coronary heart disease appears to be relatively 

loww in the UK.23 

Thee extension to life expectancy (life-years gained) attributabl e to statin treatment, was 

calculatedd using relative risks for  the UK FH cohort for  the periods pre- and post-1992, 

whenn statins became widespread. Over  this time, the mortalit y gap between the FH 

populationn and the general population appeared to narrow substantially. We are 

hypothesisingg that this is due to statin treatment, however, we cannot rule out the possibility 

thatt  this could have been caused in part by other  factors. On the other  hand, the health 

gainn attributabl e to statins might have been underestimated because some patients might 

havee been on statins before 1992 and others not on after  1992. The benefit of statins 

mightt  also have been underestimated because participants will have been exposed to 

thesee drugs for  no more than one decade. Earlier  identification and longer  treatment may 

givee greater  benefit. The overall reduction in mortalit y observed was only of borderline 

statisticall  significance due to the relatively small sample size (p=0.081).2 It is unlikely 
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thatt data will become available that would allow precise comparison of life expectancy 

withh and without statin therapy, as today few patients are left untreated. 

Abovee the age of 60, the evidence of health gain from statin use in the FH population is 

evenn less clear. Both the drug costs and the potential health benefits of this group were 

omittedd from the model. If patients are treated but there is littl e health gain, then the 

screeningg programme will be less cost-effective than suggested by our results. Alternatively, 

iff  the health effect of statin use is present above the age of 60, as the results from studies of 

non-FHH hypercholesterolemics might suggest,24 then treatment of this age group could 

makee the screening programme at least as cost-effective as reported here. 

Inn conclusion, on the basis of the best available evidence, genetic screening of relatives 

off  patients known to have heterozygous FH appears to be highly cost-effective in the 

Netherlandss and should be provided in other settings. However, health gain would be 

optimisedd if, after screening, more patients were prescribed those statin regimens that 

havee been shown to be more effective. 
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