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Abstract

There is a growing body of scientific evidence on the impact of metabolic syndrome (MetS) on the
progression of atherosclerosis, imposing the need for research of the association of MetS with carotid
artery disease (CAD) as a significant risk factor for cerebrovascular insult (CVI) and transient ischemic
attack (TIA). The aim of the study was to determine the prevalence of CAD as a risk factor for CVI and
TIA in subjects with MetS. Material and methods: A cross-sectional study was performed including a
total of 118 subjects, 65 men, 53 women, with MetS according to NCEP ATP I criteria that were analyzed
clinically, biochemically and ultrasonographically in the City General Hospital ,8th September” - Skopje
in the period from January 2017 to January 2018. Waist circumference, blood pressure, glycemia,
triglycerides, and HDL cholesterol were determined according to standard routine protocols. The
evaluation of the extracranial carotid trunk was done with a Color Doppler Duplex sonography with
a linear probe of 75MHz. CAD assessment was performed using Ultrasound Consensus Criteria for
Carotid Stenosis. An objective neurological assessment of the existence of CVI and TIA was performed
by a standard protocol for neurological examination and brain CT results from medical history were
reviewed. Results: The prevalence of CAD in this study was 77 subjects (65.25%), of which 35 subjects
(29.66%) had symptomatic CAD, 17 subjects (48.57%) had CVI, 18 subjects (51.43%) had TIA. Regarding the
degree of carotid artery stenosis (CAS) in the total number of subjects with MetS and CAD, no subjects
with normal findings were registered, 16 subjects had stenosis <50% , 29 subjects had stenosis 50-69% ,
23 subjects had stenosis 70-99% , while 9 subjects had occlusion. Conclusion: The results obtained in this
study have shown that asymptomatic CAD is dominant in patients with MetS, which further imposed the
need for timely extracranial ultrasonographic evaluation of the carotid trunk. This would achieve both
effective prevention and adequate treatment of CVI and TIA, thereby reducing morbidity and mortality
from cerebrovascular events which has a great health and socioeconomic significance.
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V3Bamok

Pacte 6pojoT Ha HayuHI JOKA3H 3a BIMjaHKeTo Ha MeTabomiukioT cuHpom (MetS) Bp3 mporpecijara Ha
aTepoCKIIepo3arta, o ja HaMeTHyBa ToTpedara 3a UCTpaskyBarba Ha roBp3aHocta Ha MetS co Kapotu/iHa
aprepyicka bosect (CAD) kaxo 3HauaeH pusuk-hakrop 3a Lepedpopackynapen uieynr (CVI) v TpaHsutopHa
yicxemuaHa ataxa (TTA). Lenra Ha 0Boj Tpyz bette fia ce yrBp/wu mpeBasieripjara Ha CAD Kako prsnK-(ak-
Top 3a CVI 1 TIA Kaj vcrvranmiyre co MetS. Matepujan n metozi: OBa e CTy/Mja Ha Ipecek Bo Koja Oea
BKTydenn 118 vermranuiy, 65 Masku, 53 kenn, co MetS cormacio NCEP ATP 11l kpurepuymure. [laryentire
Oea aHaM3UPaHK KIMHUIKK, OnoxeMucku 1 yirpacoHorpadeku Bo OB ,8-mu CerrremBpu - Ckorije Bo
neprogioT off janyapu 2017 1o janyapn 2018 ropuHa. CornacHo CTaHIAPIHNTe PYTMHCKY TIPOTOKOMM Oea
OfIpe/TyBAHI BPeIHOCTUTE 32 0OEMOT Ha TMOJIOBUHATA, KPBHUOT MPUTUCOK, ITMKeMHUjaTa, TPUTTIMLIePUITe
1 HDL xonecreporor. EBajyatmjata Ha eKcTpakpaHujajHOTO KapoTuzHo crebiio bette npabeta co Color
Doppler Duplex coHorpacuja co mmHeapHa confia co hpekserimja of 75 MHz. TTporietkara Ha CAD beriie
HarpaBeHa co KOPUCTerbe Ha Y/ITPa3ByUHI KOHCEH3YC KPUTEPUYMI 3a KapoThjiHa creHo3a. ObjeKTiBHaTa
HeBPOJIONIKA MpotieHKa 3a roctoerbe Ha CVI u TIA ce Bpitelie co HEBPOOIIKY MPerver] Mo CTaHapaeH
npoToKo 1 co pesyntarute o KTM of mesuimHcKaTa nctopuja. Pesynraru: BkyriHata ripeBasieHImja Ha
CAD Kaj cure nerranuipTe co MetS Bo oBaa cyjja Oeltie 77 ucrtatuiim (65,25%); 07 HUB CUMITTOMATCKa
CAD umaa 35 nermranniy (29,66%) oz kou 17 nermaranui (48,57%) 6ea co CVI, a 18 ucrmranmm (51,43%) bea
co TIA. Bo offHOC Ha CTeTeHOT Ha KapoTy/iHa apTeprcka creHo3a (CAS) Kaj BRYIMHUOT 6D0j CITMTAHHULIM CO
MetS n CAD He bea perucTpipani HCIMTAHUL CO HOpMasieH Haof, 16 vcrraHni uMaa crerosa < 50% ,
29 ucrranuiy nmaa crexosa 50-69%, 23 ucriranniy uMaa creHosa 70-99% , ofieka, mak, OKIy3uja MMaa
9 vcrmranuiy. 3aknydok: PesyiraTite o] oBaa CTy/ja MoKaxkaa JoMMHaluja Ha acummtomarcka CAD kaj
vicrTaHviiTe co MetS, co 1o J0moHuUTeNTHO ce HamMeTHyBa ToTpebata 3a HaBpeMeHa eKCTpakpaHmjaTHa
yTpacoHorpadcka eBanyaruja Ha KapotiaHoTo crebio. Co Toa Ou ce MocTUrHasa euKacHa rpeBeHIja u
aziekBareH TperMat Ha CVI v TIA, HamanyBarbe Ha MOPOUIMTETOT U MOPTAJIATETOT Off 11ePeOPOBACKY/IAPHU
HACTAHM LUTO MM TOJIeMO 37JpaBCTBEHO 1 COLIMOEKOHOMCKO 3Hauetbe.



Introduction

The influence of the metabolic syndrome
on the progression of atherosclerosis
has been confirmed in the results of nu-
merous studies, which have also shown
a correlation between carotid athero-
sclerosis and generalized atherosclero-
sis. Because of this, subjects with MetS
are at an increased risk of developing
carotid artery disease, cardio and cere-
brovascular disease, diabetes mellitus'.
The underlying pathophysiology of MetS
is obesity and insulin resistance, but it is
more complicated and involves a num-
ber of other factors, including genetic
and environmental factors® Carotid ar-
tery disease (CAD) involves changes in
the arterial wall that cause IMT to thick-
en, narrow or completely obstruct the
carotid artery lumen. Atherosclerosis is
the most common cause of CAD. Other
non-atherosclerotic causes are rare and
include carotid dissection, fibromuscu-
lar dysplasia, arteritis (Takayasu), radia-
tion, glomerular tumors on bifurcation,
and trauma®. That is why atherosclerot-
ic extracranial CAD is included in this
study. Selection sites for CAD are carotid
bifurcation, the ACI ostium, including
the posterior outer wall of the carotid
sinus and the distal part of common ca-
rotid artery. CAD can be asymptomatic
and symptomatic. Asymptomatic CAD is
without clinical manifestation of brain
suffering, whereas symptomatic CAD
may manifest clinically as TIA or CVL
CVI is a medical condition in which poor
blood flow to the brain results in the
death of cells by initiating an ischemic
cascade. TIA is a brief episode of neuro-
logical dysfunction with vascular cause,
with clinical symptoms usually lasting
less than an hour and without imaging
evidence of infarction®. Disorders phe-
nomenology at CVI and TIA depends on
which part of the brain is affected by
ischemic suffering.

The aim of the study was to determine
the prevalence of CAD as a risk factor for
CVI and TIA in subjects with MetS.

Material and methods

This cross-sectional study comprised a
total of 118 subjects with MetS accord-
ing to NCEP ATP III (National Choles-
terol Education Program, Adult Treat-
ment Panel III) criteria, aged = 30 and <
80 years, that were analyzed clinically,
biochemically and ultrasonographi-
cally in the City General Hospital “8th
September” - Skopje in the period from
January 2017 to January 2018.

NCEP ATP III criteria - having any of
the three or more of the following pa-
rameters:

1. Abdominal obesity - increased
waist circumference values > 102
cm (40 in), women > 88 cm (35 in);

2. Increased triglycerides > 150 mg/
dL (1.69 mmol/L), or treatment for
elevated triglycerides (e.g. fibrates
or nicotinic acid);

3. Decreased HDL cholesterol values
for men <40 mg/dL (1.03 mmol/L),
women <50 mg/dL (1.29 mmol/L),
or medication treatment for lower
HDL cholesterol levels (e.g. fibrates
or nicotinic acid);

4. Elevated blood pressure values:
systolic > 130 mmHg and / or dia-
stolic > 85 mmHg; or treatment
with hypertension medications;

5. Elevated fasting blood glucose val-
ues > 100 mg/dL (5.6 mmol/L); or
treatment with antidiabetic drugs.

Inclusion criteria: people with MetS
according to NCEP ATP III criteria, age
> 30 and < 80 years. Exclusion criteria:
individuals without MetS, pregnant
women, nursing mothers, age <30 and
>80. All participants were informed
about the purpose of the research and
an informed consent was obtained
prior to the study.

MetS assessment was performed ac-
cording to NCEP ATP III (National
Cholesterol Education Program, Adult
Treatment Panel III). Waist circumfer-
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ence was measured at the end of the
slow expirium with a soft, elastic band
in the upright position of the subject
at the midpoint between the upper
edge of the iliac bone and the lower
edge of the last rib. A mean of two
blood pressure measurements with
a standard sphygmomanometer was
used after a short rest in the sitting
position. In the main laboratory of
CGH “8th September” - Skopje, venous
blood samples were taken after an
all-night starvation to assess the fol-
lowing parameters: fasting glycemia,
triglycerides and high-density lipopro-
tein cholesterol (HDL-C). An objective
neurological assessment of the exis-
tence of CVI and TIA was performed
by a standard protocol for neurologi-
cal examination and brain CT results
from medical history were reviewed.
CAD evaluation was performed by an
ultrasound scan of the extracranial
carotid arteries with an Esaote MyLab
™ 70 XVG, with a linear probe with a
transmission frequency of 7.5 MHz, us-
ing B-mode, color and Doppler mode.
CAD assessment was performed using
Ultrasound Consensus Criteria for Ca-
rotid Stenosis: I. Absence of Stenosis
(Normal Finding) - No Plaques, Normal
IMT, PSV<125 cm/s, ACI/ACC Ratio of
PSV <2, EDV <40 cm/s; 2. II Stenosis
<50%: present plaque <50%, IMT thick,

100%

80% 36
(30,51%)

60%

40%

20%

0%

B CAD prevalence in women

Figure 1.
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PSV <125 cm/s, ACI/ACC ratio of PSV
<2, EDV <40 cm/s; III Stenosis <50-
69%: IMT thick, visible plaque> 50%,
PSV 125-230 cm/s, ACI/ACC ratio of
PSV 2-4, EDV 40-100 cm/s. IV Stenosis
70% to subocclusive (up to 99%): visi-
ble narrowing > 50%, PSV> 230 cm/s,
ACI/ACC ratio of PSV> 4, EDV> 100
cmy/s; V Subocclusion/near occlusion:
significant visible narrowing; nearly
occluded artery, PSV may be low or no
detectable, ACI/ACC ratio of PSV vari-
able, EDV variable; VI Occlusion: no
flow, lumen visible, PSV no flow, un-
detectable, ACI/ACC ratio of PSV not
applicable, EDV not applicable.

The statistical analysis of data was per-
formed with the statistical program
SPSS for Windows, 23.0. To compare
the groups of subjects, the parameter
tests (t-test for independent samples,
analysis of variance) were used.

Results

The overall prevalence of CAD among
subjects with MetS in this study was
77 subjects (65.25%), The overall prev-
alence of CAD in terms of gender dis-
tribution was 36 women (30.51%) and
41 men (34.75%) (Figure 1). Gender dis-
tribution showed no statistical signif-
icance (p = 0.24).

41
(34,75%)

B CAD prevalence in men

Distribution of CAD by demographics of the study subjects



Archives of Public Health ApxuBu Ha jaBHOTO 31paBje

Of the total number of subjects, 35
subjects (29.66%) were with symptom-
atic CAD of which 17 subjects (48.57%)

42
40
38 35 (29.66%)
36
34

32

30
Symptomatic CAD

had CVI, 18 subjects (51.43%) had
TIA, and the remaining 42 subjects
(35.59%) were asymptomatic.

42 (35.59%)

Asymptomatic CAD

Figure 2. Prevalence of symptomatic and asymptomatic CAD
18 (51.43%)
18
17,8
17,6
- 17 (48.57%)
17,2
17
16,8
16,6
16,4
CVI TIA
Figure 3. Prevalence of CVI and TIA in symptomatic CAD

Regarding the degree of carotid artery
stenosis (CAS) in the total number of
subjects with MetS and CAD, there
were no reported subjects with nor-

mal findings, 16 subjects had stenosis
<50%, 29 subjects had stenosis 50-69%,
23 subjects had stenosis 70-99%, and 9
subjects had occlusion (Tablel).

Degree of carotid artery stenosis (CAS)
in the total number of subjects with (n) Number of patients
MetS and CAD
<50% 16
50-69% 29
70-99% 23
Occlusion 9

Table 1.

Degree of carotid artery stenosis (CAS) in symptomatic CAD




Discussion

Due to the rise in the prevalence of
MetS as a worldwide phenomenon
and the increase in morbidity
and mortality from cardio- and
cerebrovascular disease, numerous
studies have been performed
to  establish the  correlation
between MetS and cardio- and
cerebrovascular events. The results
of these studies showed a clear and
strong association between them.
According to the study by Gorter
et al., the prevalence of MetS was
41% in subjects with coronary heart
disease, 43% with cerebrovascular
diseases, and 58% in patients with
peripheral arterial disease5. Namely,
the results of the study by Ninomiya
JK et al. Has indicated a strong,
consistent association of MetS with
prevalence of myocardial infarction
and stroke6. The association
between generalized atherosclerosis
and carotid atherosclerosis and its
major influence on the occurrence of
cerebrovascular events has also been
confirmed and known. Symptomatic
CAD implies the etiological
association of CAD with TIA and
CVI. This is especially important
since more than 80% of all strokes
are ischemic strokes and only 20%
are intracerebral haemorrhage. Of
all ischemic strokes, three-fourths
occupy the anterior circulation,
while one-quarter of the posterior
cerebral circulation accounts for the
rest of ischemic strokes7. Namely,
about 20 - 25% of stroke patients
have confirmed atherosclerosis of
the large blood vessels in the neck
that feed the brain, of which 85%
are with CAD as a cause. There is a
particularly increased risk of stroke
in atherosclerotic stenotic lesions
in the extracranial internal carotid
artery or carotid bifurcation8.
Similar results were obtained in our
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study; the overall prevalence of CAD
among MetS subjects in this study
was 65.25%, of which 29.66% had
symptomatic CAD of which 48.57%
had CVI, 51.43% were with TIA, and
the rest were asymptomatic.

The prevalence of CAD varies with
age and considerably depends
on race. For all races the most
important factor in the development
of CAD is the increasing age. This
has been confirmed by several
studies, including the Los Angeles
County General Hospital study9 and
the Caron B. Rockman et al. study10.
The results obtained from numerous
CAD prevalence studies depend on
the criteria applied, the research
tools used, and the population
covered. Thus, the prevalence of a
significant carotid artery stenosis
(50% wultrasound-diagnosed carotid
stenosis) in the Framingham study
was 9% in men and 7% in women11.
The highest prevalence was reported
in people with acute stroke (60%),
then 18% in people with heart disease
and 11% in people at increased risk
for atherosclerosisl2. There are
numerous studies on the prevalence
of moderate carotid stenosis that
showheterogeneousdataonadultand
gender distribution. However, most
of them show that the prevalence of
moderate carotid stenosis is higher
in men than in women and that the
prevalence increases with age in
both men and women13-16. In our
study, similar results were found for
the prevalence of CAD according to
gender distribution that was higher
in men than in women (34.75% vs.
30.51%). Regarding the degree of
stenosis in symptomatic CAD, no
subjects with normal findings were
registered, 16 subjects had stenosis
<50%, 29 subjects had stenosis 50-
69% , 23 subjects had stenosis 70-99%
, and 9 subjects had occlusion .



Conclusion

The results obtained in this study
have shown that asymptomatic CAD
is dominant in patients with MetS,
which further imposes the need for
timely extracranial ultrasonographic
evaluation of the carotid trunk.
This would achieve both effective
prevention and adequate treatment
of CVI and TIA, thereby reducing
morbidity and mortality from
cerebrovascular events which has
a great health and socioeconomic
significance.
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