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Abstract

Background: Familial hypercholesterolemia (FH) is related with premature coronary heart disease
(CHD), while controversial data exist regarding non-coronary cardiovascular disease (CVD). Nev-
ertheless, recent data have indicated underdiagnosis and undertreatment of this high risk condition.
Aim: To compare the prevalence of CVD and target attainment of lipid-lowering therapy between FH
and non-FH hyperlipidemic individuals.

Methods: This was a retrospective (from 1999 to 2013) observational study including 1000 consecutive
adults treated for hyperlipidemia and followed up for 23 years. Dutch Clinic Network criteria were
applied for the diagnosis of FH. High-intensity statin therapy was defined according to the expected
low-density lipoprotein cholesterol (LDL-C) reduction 250%. LDL-C targets were those proposed by
the European and Hellenic Atherosclerosis Society guidelines. The following comparisons were per-
formed between FH and non-FH individuals regarding: a) the baseline prevalence of CVD (after ad-
justing for gender, age, smoking, hypertension, diabetes and family history of premature cardiovascu-
lar disease), b) the intensity of statin treatment and the LDL-C target attainment at the most recent visit.
Results: Of 1000 eligible hyperlipidemic adults, 12% were diagnosed with heterozygous FH. A high-
er prevalence of CHD was noticed in FH individuals compared with the non-FH subjects at the base-
line visit (adjusted OR: 2.89, 95% CI: 1.12-7.45, p <0.05), while no differences were found regarding
the prevalence of non-coronary CVD. After a median follow-up of 6 years, a non-significant trend to-
wards a higher risk of incident overall CVD (HR 1.14, 95% CI: 0.51-2.54, p >0.05) was noticed. During
follow-up FH patients were more likely to receive a high-intensity statin or statin/ezetimibe combina-
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tion treatment (64 vs 28%, p <0.05 and 63 vs 25%, p <0.05, respectively). Among those at high cardio-

vascular risk, both groups achieved low rates of LDL-C goal achievement (<100 mg/dL, 37 vs 44%, p

>0.05). Among those at very high cardiovascular risk, patients with FH were less likely to achieve op-
timal LDL-C levels <70 mg/dL compared with the non-FH individuals (15 vs 25%, p <0.05).
Conclusions: FH is associated with a higher prevalence of CHD. Almost one third of FH patients do

not receive intensive lipid-lowering treatment and a high proportion of them do not achieve LDL-C

targets in clinical practice.

Key words: familial hypercholesterolemia; cardiovascular disease; coronary heart disease;
low-density lipoprotein cholesterol; target attainment; statin

1. Introduction
Familial hypercholesterolemia (FH) is a common
metabolic disease related with premature coronary
heart disease (CHD)." 2 FH is caused mostly
by mutations in genes encoding low-density
lipoprotein (LDL) receptor (LDLR), apolipoprotein
B (Apo-B), proprotein convertase subtilisin/kexin
type 9 (PCSK9) and LDL receptor adaptor protein
(LDLRAP1).>® These mutations result in markedly
reduced hepatic capacity to clear LDLs from the
circulation, with consequent accumulation of LDL
cholesterol (LDL-C).? If left untreated, males and
females with heterozygous FH typically develop
CHD before age 55 and 60, respectively, while
homozygotes develop CHD very early in life and
if untreated many will die before age of 20.° Unlike
CHD, there is controversial data regarding FH
and non-coronary cardiovascular disease (CVD).”®
To what extent FH remains underdiagnosed and
undertreated in general clinical practice and the
setting of a lipid clinic remains unknown.>* 10

The aim of the present manuscript was to compare
CHD/CVD prevalence and target attainment of
lipid-lowering therapy between heterozygous FH
patients and non-FH individuals in the setting of a
lipid clinic.

2. Methods
This was a retrospective observational study as
previously described.”'* Briefly, hyperlipidemic

adults attending the Outpatient Lipid Clinic of
the University Hospital of loannina in Greece and
followed-up for at least 3 years were included. The
study protocol was approved by the institutional
Ethics Committee.

All subjects were of Greek origin (Caucasians).
All participants had a complete assessment of
cardiovascular and concomitant diseases. FH was
defined according to the diagnostic criteria of Dutch
Lipid Clinic Network.® Hyperlipidemic individuals
fulfilling the criteria of “definite” or ‘“probable’ FH
were considered as heterozygous FH patients in
the present study. Demographic characteristics
along with clinical data were recorded at baseline
and at the most recent (final) visit. These included:
a) anthropometric indices [body mass index
(BMI), waist], b) age, follow-up duration, gender
and smoking status, c) the presence of metabolic
syndrome (MetS) and diabetes, and d) family
history of diabetes and premature CVD. Laboratory
data were also available, such as: a) blood pressure
(BP) readings, b) lipidemic and metabolic profile,
including all atherogenic indices, fasting glucose and
insulin resistance defined by the homeostatic model
assessment (HOMA-IR: glucose x insulin/405). CVD
comprised of documented CHD, stroke, peripheral
arterial disease (PAD) and carotid stenosis (CS)
>50%.

Concomitant medications were also recorded
with particular emphasis on the lipid-lowering
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Figure 1.

A. Baseline prevalence of CVD

ANCOVA was performed across 2 groups after adjustment for gender, age, smoking, hypertension, diabetes and family history
of premature cardiovascular disease.

*p <0.05 for the comparison with FH individuals

B. Incidence of CVD after a follow-up of 6 years

ANCOVA was performed across 2 groups after adjusting for gender, age, smoking, hypertension, diabetes, family history of
premature cardiovascular disease, previous CVD, follow-up duration and untreated LDL-C levels at the most recent visit

*p >0.05 for all comparisons with FH individuals

Abbreviations: FH = familial hypercholesterolemia, CVD = cardiovascular disease, CHD = coronary heart disease, PAD = peripheral arterial
disease, CS = carotid stenosis, LDL-C = low-density lipoprotein cholesterol
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Figure 2. LDL-C target attainment ¥
Chi-square test was performed across 2 groups

Familial hypercholesterolemia is undertreated in clinical practice

individuals

¥ LDL-C targets were defined according to the Hellenic and the European Atherosclerosis Society guidelines'® !

* p <0.05 for the comparison with FH individuals

Abbreviations: FH = familial hypercholesterolemia, LDL-C = low-density lipoprotein cholesterol, CV = cardiovascular.

therapy, including the name and dose of each statin
and other lipid-lowering drugs (i.e. ezetimibe,
colesevelam, fibrates and omega-3 fatty acids).
In addition, the intensity of statin therapy was
classified as ‘high’, “‘moderate” and ‘low” on the basis
of the average expected LDL-C lowering of >50%,
=30 to <50% and <30%, respectively.”® Atorvastatin
80 mg was not available as a single pill in Greece
and therefore was rarely prescribed. As a result,
‘high-intensity” treatment included atorvastatin 40
mg/day or rosuvastatin 20-40 mg/day. “‘Moderate-
intensity’ treatment included atorvastatin 10-20
mg, rosuvastatin 5-10 mg, simvastatin 20-40 mg,
pravastatin 40 mg and fluvastatin 80 mg daily.
Simvastatin 10 mg daily was considered as ‘low-
intensity” treatment. The targets of lipid-lowering
therapy were defined according to the guidelines
of the Hellenic Atherosclerosis Society (HAS)
and European Society of Cardiology/European
Atherosclerosis Society (ESC/EAS).!¢%

In the present study we performed comparisons
between patients diagnosed with FH and non-

FH individuals regarding: a) their metabolic and
lipidemic profile, b) the baseline prevalence of CVD
and diabetes, c) the incidence of CVD, d) the intensity
of lipid-lowering therapy and e) the LDL-C target
attainment.

2.1 Statistical analysis

Continuous variables were tested for normality
by the Kolmogorov-Smirnov test and logarithmic
transformations were performed if necessary. Data
are presented as mean * standard deviation (SD)
and median [interquartile range (IQR)] for normal
and non-normal distributed data, respectively. Chi-
square tests were performed for categorical values.
The difference of variables between 2 groups was
assessed by independent sample t-test. Analysis of
covariance (ANCOVA) was performed to present
the difference between rates of the variables of
interest, after adjusting for confounding factors. The
odds ratios (ORs) and 95% confidence intervals (CI)
for the prevalence of the variables of interest were
calculated on the basis of binary logistic regression,
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Table 1. Baseline characteristics of study population

HOMA-IR
BMI, kg/m?2
Waist, cm
SBP, mmHg
DBP, mmHg
TCHOL, mg/dL
TG, mg/dL
HDL-C, mg/dL
LDL-C, mg/dL
Apo-Al, mg/dL
Apo-B, mg/dL
Apo-E, mg/dL
Lp(a), mg/dL
Lipid-lowering treatment

Statins, %

FH individuals non-FH individuals
N 120 880
Gender, (male), % 48 45
Age, years 43 (31-54) 57 (50-65) *
Follow-up duration, years 6 (5-11) 6 (4-10)
Smoking, % 15 17
Hypertension, % 13 68*
Diabetes, % 0 12*
Metabolic syndrome, % 10 48*
Fasting Glucose, mg/dL 91 (83-97) 97 (89-108) *
Fasting insulin, pU/mL 6.2 (3.6-9.2) 7.7 (5.0-11.7)

1.26 (0.85-2.26)
24.7 (22.9-26.9)
90 (85-100)
120 (110-135)
80 (70-87)
308 (276-350)
105 (75-149)
55 (47-64)
227 (195-261)
143 (127-164)
144 (128-169)
47 (40-56)
17.7 (10.0-38.3)

19 16
Ezetimibe, % 1 1
Fibrates, % 1 2
Omega-3 fatty acids, % 0 1
Colesevelam, % 1 1

1.88 (1.11-11.70) *
27.5(25.4-30.1) *
99 (92-106) *
140 (130-155) *
88 (80-95) *
247 (212-281) *
135 (99-195) *
51 (44-61)*
164 (132-191) *

146 (129-172)
120 (101-137) *
45 (36-56)
10.5 (4.9-22.2) *

Values are expressed as median (IQR), unless percentages are shown.

Independent sample t-test and chi-square test were performed across treatment groups (Parametric and non-parametric).

*p <0.05 for the comparison with FH individuals.

Abbreviations: FH = familial hypercholesterolemia, HOMA-IR = homeostatic model assessment of insulin resistance, BMI = body mass
index, SBP = systolic blood pressure, DBP = diastolic blood pressure, TCHOL = total cholesterol, TG = triglycerides, HDL-C = high-density
lipoprotein cholesterol, LDL-C = low-density lipoprotein cholesterol, Apo = apolipoprotein, IQR = interquartile range
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Table 2. Lipid-lowering treatment at the most recent visit
FH individuals non-FH individuals
Statins, % 98 90
Specific statin, %
(median dose, mg)
Atorvastatin 26 (40) 40 * (20)
Rosuvastatin 66 (40) 24 *(20)
Simvastatin 6 (40) 22 * (40)
Fluvastatin 0 4*(80)
Intensity of statin treatment a, %
High intensity statin 64 28*
Moderate intensity statin 88 59 *
Low intensity statin 1 3
Ezetimibe 61 18*
Coleveselam 8 0
Fibrates 1 6*
Omega-3 fatty acids 2 5
Statin plus ezetimibe 63 25*

*Intensity of statin treatment was classified according to the average expected LDL-C reduction as proposed by the 2013 American
College of Cardiology/ American Heart Association (ACC/AHA) guidelines."

*p <0.05 for the comparison with FH individuals

Abbreviations: FH = Familial hypercholesterolemia

after adjustment for confounding factors. The hazard
ratios (HRs) and their 95% Cls for the incidence of
the variables of interest were calculated on the basis
of Cox-regression analysis, after adjustment for
confounding factors. Two-tailed significance was
defined as p <0.05. Analyses were performed with
the Statistical Package for Social Sciences (SPSS)
v21.0 software (SPSS IBM Corporation, Armong,
New York, USA).

3. Results

After screening a total of 1000 subjects, 120 fulfilled
the criteria of “probable” or ‘definite” heterozygous
FH according to the criteria of Dutch Lipid Clinic
Network. Median age of participants were 56
years; 45% were males and their median follow-

up duration was 6 years. Baseline and clinical
characteristics of study participants are shown in
Table 1. Briefly, FH individuals had higher levels of
atherogenic lipoproteins [ie. such as LDL-C, Apo-B
and lipoprotein (a) (Lp(a))] in comparison with the
non-FH hyperlipidemic subjects (Table 1). However,
the former group exhibited better profile regarding
the markers of MetS and glucose homeostasis and
exhibited a lower prevalence of diabetes (Table 1).

3. 1Prevalence and incidence of CVD

As shown in Figure 1A, a non-significant trend
towards a higher prevalence of overall CVD was
noticed in FH individuals compared with those not
fulfilling the criteria of FH at the baseline visit (OR
1.45, 95% CI: 0.68-3.05, p >0.05, after adjusting for

© 2016 Hellenic Atherosclerosis Society
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gender, age, smoking, hypertension, diabetes and
family history of premature CVD). Importantly, FH
was associated with a higher prevalence of CHD in
contrast to non-FH individuals (adjusted OR 2.89,
95% CI: 1.12-7.45, p <0.05), while no differences
were noticed regarding the prevalence of stroke,
PAD and CS (Figure 1A).

After a median follow-up of 6 years, a non-
significant trend towards a higher risk of incident
overall CVD (HR 1.14, 95% CI: 0.51-2.54, p
>0.05, after adjusting for gender, age, smoking,
hypertension, diabetes, family history of premature
cardiovascular disease, baseline CVD and untreated
LDL-C levels at the most recent visit) and incident
CHD (adjusted HR 1.59, 95% CI: 0.49-5.08, p >0.05)
was noticed in FH individuals compared with the
non-FH ones (Figure 1B). Similarly increased was
the risk of incident PAD (adjusted HR 2.08, 95%
CI: 0.48-8.97, p >0.05) and CS (adjusted HR 1.98,
95% CI: 0.26-15.03, p >0.05), whereas no noticeable
differences were noticed regarding the risk of stroke
(Figure 1B).

3.2 Lipid-lowering therapy and LDL-C target
attainment

A low proportion (15%) of both FH and non-FH
groups were on statin therapy at the baseline
visit (Table 1). On the other hand, 94% of study
participants were receiving lipid-lowering
treatment at the most recent visit. As shown
in Table 2, FH individuals were more likely to
receive a high intensity statin or a statin/ezetimibe
combination treatment compared with non-FH
ones (64 vs 28%, p <0.05 and 63 vs 25%, p <0.05,
respectively).

Regarding the target attainment of lipid-lowering
therapy, only 1 of 3 study participants had optimal
LDL-C levels as proposed by HAS and ESC/EAS
guidelines. As shown in Figure 2, among those
being at high cardiovascular risk, both FH and non-
FH individuals exhibited similar low rates of LDL-C
target attainment. On the other hand, FH individuals
at very high cardiovascular risk were less likely to
achieve optimal LDL-C levels <70 mg/dL compared
with non-FH subjects (Figure 2).

126 © 2016 Hellenic Atherosclerosis Society
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4. Discussion

The present study confirms previously published
data demonstrating that untreated FH individuals
develop premature CHD, whereas no difference
was noticed regarding the prevalence of non-
coronary CVD. A high proportion of these patients
do not achieve LDL-C targets in clinical practice.

The prevalence of heterozygous FH has been
estimated to 1/500, while recent data have shown
that the prevalence of FH might be much higher
(~1/200-300)."®2 In Greece, it is estimated that
1 in 250 people have FH." Our data showing a
higher prevalence of FH (12%) are explained by
the present study conducted in the setting of a
lipid clinic.

FH is most often caused by mutations in the
LDLR gene, resulting in the absence or dysfunction
of LDLR on the surface of hepatocytes. Defects in
the genes encoding Apo-B and PCSK9 account
for ~5% and <1% of FH cases, respectively.
However, 5-30% of cases of phenotypic FH could
not be attributed to already known mutations.*>
2 Because DNA testing was not performed in all
FH individuals, no data on the FH mutations were
available for the present study. Study participants
fulfilling the criteria of FH had higher levels
of atherogenic indices, such as LDL-C, Apo-B
and Lp(a) compared with the non-FH subjects.>
2l Nevertheless, FH subjects exhibited a better
profile regarding the markers of MetS and glucose
homeostasis. These results along with the lower
prevalence of diabetes noticed in FH subjects are
in agreement with previous studies and could
be attributed to the possible role of LDLR in the
development of type 2 diabetes.?>

If left untreated, FH is undoubtedly related with a
high risk of premature CHD, while controversial data
exist regarding non-coronary CVD.” %2 Indeed, our
results demonstrate an approximately 3-fold higher
prevalence of CHD in FH individuals compared with
non-FH subjects, whereas no difference was noticed
regarding the prevalence of stroke, PAD and CS.
Despite their increased cardiovascular risk, only 1
of 10 FH individuals was on statin therapy at the
time of referral. These rates are in agreement with
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other studies underlying the undertreatment of such
individuals in the general population.’ >

A high proportion of FH individuals, but not all,
was on statin treatment at the most recent visit. In
addition, these patients were more likely to take a high-
intensity statin or a combination treatment of a statin
plus ezetimibe compared with the non-FH individuals.
These results are in agreement with previous reports
of World Health Organization (WHO) and Make
Early Diagnosis to Prevent Early Death (MED PED)
underlining a significant progress on the treatment of
patients with FH during the last 20 years, due to the
development of specialized lipid clinics and the use
of new lipid-lowering drugs.”* As a result of those, a
satisfactory increase in the percentage of these patients
receiving lipid-lowering therapy has been observed.”
% Nevertheless, a high proportion of those remain
undertreated.” * Indeed, a low proportion of both
groups in our study achieved optimal LDL-C levels and
only 15% of FH individuals with established CVD had
optimal LDL-C levels <70 mg/dL. Thus, it seems that
the therapeutic gap in treating hypercholesterolemia
is even greater in FH individuals with CHD.? %
These results are in agreement with other studies
conducted in lipid clinics showing that statin-treated
FH individuals are undertreated and remain at high
cardiovascular risk and mortality.” '*#-° Indeed, in a
previous study we showed that 40% of the individuals
with LDL-C 2190 mg/ dL receiving high intensity statin
monotherapy and 20% of those taking a high intensity
statin plus ezetimibe do not achieve the anticipated
LDL-C reduction 250%, as recently proposed by ESC/
EAS guidelines.”*" In this context, novel therapies,
such as such as the anti-PCSK9 monoclonal antibodies
should be considered in such individuals.*?

5. Study limitations
Study limitations are the design of our study. This

Familial hypercholesterolemia is undertreated in clinical practice

was a retrospective observational study with an
extensive follow-up of 6 years in a real-world
outpatient lipid clinic. Thus, our findings regarding
the incidence of CVD should be interpreted in light
of this limitation. Due to the adjustment for potential
confounding factors, the trend towards a higher risk
of incident CVD in the FH individuals compared
with the non-FH subjects could be considered
insignificant. Under these circumstances, our results
confirm the fact that the cardiovascular risk of statin-
treated FH individuals becomes equal to that of
the general population. Otherwise, after taking
into consideration the low-rates of LDL-C target
attainment noticed in our FH study participants and
their small sample size, along with the retrospective
nature of our study and other potential confounding
factors not included in the present analysis, this no-
significant trend should be underlined. Nevertheless,
our study representing a ““pragmatic study”’
provides the real data of the everyday clinical
practice and replicates previous findings regarding
the undertreatment of patients with FH in Hellenic
population.

6. Conclusions

Despite FH being related with increased risk
of premature CHD, a high proportion of such
individuals do not achieve optimal LDL-C levels.
Because of undertreatment of FH, there is an urgent
worldwide need for early and aggressive treatment
of this high-risk and common condition.*
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[MepiAnwn

H owoyevrig vriepyoAnotepolapia vnobepamedetat
otV KAk mpadn

d. Mmrapkag, E. AvutrepdtmovAog, I'. Aidung, M. ENcag

Iotopuko: H owkoyevrig vrmepxoAnotepolatpia (FH) ocvoyetietat pe mpotpn otepaviaia vooo (EN),
EVG DIIAPYOLV APPIAEYOHEVA OTOLYELA OO0V APOPA 1) OLOXETLON HE TN K1) otepaviaia Kapotayyet-
ax1) vooo (KAN). ITap ‘OAa avtd, mpoogata ototyeia éyoov emonpucavet 6t 1) FH vmodiaytyvwoke-
Tat otV KAWIKn Ipddn).

Xkonog: H obykpion oo enutolaopod g KAN Kat 116 enitendng ToV oTOX®V TG DIONITIOALKIG
ayayrg petady vnepAumdatpikev aobevov pe 1) xopig FH.

M¢eBodot: ITpoxettat yia pa avadpopixi) peétn) napatnpnong (1999-2013) otnv omoia coppeteiyav
1000 evrjhikot aoBeveig moo ehapPavav vrmoAurdatpiky) Oepareia pe Otdpketa mapakolovdnong =3
ét). ['a m) Swayvwon) g FH xpnowpomowOnkav ta Dutch Clinic Network kpttiipta. Qg oynArg armo-
TEAEOPATIKOTITAG OTATIVEG OPLOTNKAV EKEIVEG ITOV AVAPEVOVTAL VA PELOOODV TI| XAUNALG ITOKVOTH-
tag Autonpwteivav xoAnotepoln (LDL-C) 250%. Ot otoxot ooov agopd v LDL-C opiotxav odp-
pava pe Tig katenbovrrpieg 0dnyieg g Evpomnaikng kat g EAAnvikg Etatpeiag ABnpooxAripoong.
Ot akolovbeg ovykpioelg éytvav petadp tov aobevav pe 1) xopig FH ooov agopa: a) to faciko emt-
nolaopo tng KAN (peta ano ) 810pfmorn yia to pvAo, TNy nAikia, To KAIVIOHd, TV DIEPTAOT), TO
dtaprjtn kat 1o okoyevelako 1otopko npapng KAN), B) v embetikdtta tng ayoyrg pe otativn
Kat v enitendn tav otox®v ooov agopd tv LDL-C otnv mo npdogatn emoxeyn).
AnoteAéopata: Ano tovg 1000 vmepAhumdatpikovg acbeveig, éva mooooto 12% eiye drayvwotet pe
etepoloyn FH. Ot aoBeveig pe FH epgdavioav peyalotepo emurolaopod ZN oe 0OYKP101) [€ ToLG aobe-
veig xopig FH otnv apywr) emtokeyn (adjusted OR: 2,89, 95% CI: 1,12 - 7,45, p <0,05), eve dev Bpedn-
Kav d1apopég ooV APopd TOV ENUITOAAOHO TG pn otepaviaiag KAN.

Metd ano pia peon Sidapketa napakoAodOnong 6 eTmV, pid pn OTATIOTIKA CNIAVTLKL| TAOH) DYNAOTE-
pov KvoLvoD yia v eppavion KAN napatnprndnke otoog aobeveig pe FH (HR 1,14, 95% CI: 0,51 -
2,54, p> 0,05) oe ovykpon pe exeivoog xopig FH. Kata ) Stapketa tng mapaxkolovOnong oynlotepa
ooootda acbevav pe FH énatpvav otativi) oynAr|g armoteAeopatikot)Tag 1) CLVOLACHOD DITOAUTL-
daipikng aywyng pe otativn / eCeTipipmmn o 0O0YKPLon pe Tovg boAourovg aobeveig xyopig FH (64
evavt 28%, p <0,05 xat 63 évavti 25%, p <0,05, avtiotorya). Metadd tov aclevav pe oyno xkapdt-
ayyelako Kivoovo, Kat ot H0o opddeg aofevmv ep@avioav XapnAd Io0ooTd eniteving TOV oTOX®V
ooov agopd tv LDL-C (<100 mg / dL, 37 vs 44%, p> 0,05). Metadp t@v aofevmv pe moAd oynAo
kapdiayyetako kivoovo, ot aoBeveig pe FH nrav Atyodtepo mbavo va emttdyoov ta embopntd emte-
da LDL-C <70 mg / dl oe obykpton pe tovg aobeveig xyopig FH (15 evavti 25%, p <0,05).
Topnepaopata: H FH ovoyetietat pe oynAotepo emmrolaopod XN. Zyedov 1o éva tpito tov aobe-
vov pe FH 6ev AapBdavoov emBeTikr) brmoAundaipiky) aymyr) Kat éva oypnAo IooooTto o avtong Oev
EMTLYYAVOLV TOVG 0TOX0VG OooV agpopd tnv LDL-C oty xkAwvikr) mpdén.
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AEEEIC eLPETNPIOL: OIKOYEVAC LTTEPXOANCTELOAQIUIA, KaPSIAyYYEIaKr VOOOG, oTepaviaia
vOOOG, XAUNANG TTOKVOTNTAC AITTOTTOWTEIVGY XOANOTEQOAN, ETTITELEN OTOXWYV, OTATIVN
*Z1owyeia onevfovoo ovyypa@ea: Avpmepdmoviog Evayyehog

Emikovpog Kabnyntnhg MaboAoyiag

Turua NaBoAoyiag
laTpIkA IXOAA MavemoTnuiov loavvivey
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