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Betimi i Hipokratit

Né castin kur po hy né radhét e anétaréve té profesionit mjekésor
premtoj solemnisht se jetén time do ta vé né shérbim té humanitetit.
Ndaj mésuesve do ta ruaj mirénjohjen dhe respektin e duhur.
Profesionin tim do ta ushtroj me ndérgjegje e me dinjitet. Shéndeti i
pacientit tim do té jeté brenga ime mé e madhe. Do t'i respektoj e do
t'i ruaj fshehtésité e atij qé do té mé rréfehet. Do ta ruaj me té gjitha
forcat e mia nderin e tradités fisnike té profesionit té mjekésisé.

Kolegét e mi do t'i konsideroj si véllezér té mi.

Né ushtrimin e profesionit ndaj té sémurit tek uné nuk do té ndikojé
pérkatésia e besimit, e nacionalitetit, e racés, e politikés, apo pérkatésia
klasore. Qé nga fillimi do ta ruaj jetén e njeriut né ményré apsolute. As
né kushtet e kércénimit nuk do té lejoj té keqpérdoren njohurité e mia
mjekésore qé do té ishin né kundérshtim me ligjet e humanitetit. Kété
premtim po e jap né ményré solemne e té liré, duke u mbéshtetur né
nderin tim personal.

The Oath of Hippocrates

Upon having conferred on me the high calling of physician and
entering medical practice, I do solemnly pledge myself to consecrate
my life to the service of humanity. I will give my teachers the respect
and gratitude which is their due. I will practice my profession with
conscience and dignity. The health of my patient will be my first
consideration. I will respect the secrets which are confided in me, even
after the patient has died. I will maintain by all the means in my
power, the honor and the noble traditions of the medical profession..

My colleagues will be my brothers.

[T'will not permit considerations of religion, nationality,
race, party politics or social standing to intervene
between my duty and my patient. I will maintain the
utmost respect for human life from its beginning even
under threat and [ will not use my medical knowledge .
conﬁ;_ iy to the laws of humanity. [ make these
prorm:gés solemnly, freely and upon my honor
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EVALUATION OF CALORIC RESPONSES IN PATIENTS WITH VERTIGO
USING VIDEONYSTAGMOGRAPHY

Lidija Ristovska', Zora Jachova?

ICity General Hospital “8th September”, Department of Otorhinolaryngology, Division of Audiology, Skopje,
North Macedonia

2Ss. Cyril and Methodius University in Skopje, Faculty of Philosophy, Institute of Special Education and
Rehabilitation, Skopje, North Macedonia

Medicus 2022, Vol. 27 (3): 267-272

ABSTRACT

Background: Videonystagmography (VNG) is a complete diagnostic system for recording, analyzing, and reporting
eye movements using video imaging technology. The aim of the study was to analyze the peak slow phase velocity
(SPV) of the provoked nystagmus during caloric test and to determine the frequency of VNG abnormalities in
patients with vertigo.

Methods: This retrospective study included 95 patients with vertigo, 45 males (47.4%) and 50 females (52.6%), aged 11
to 73 years (mean age of 45.2+14.4 years). Bithermal caloric test and pure tone audiometry were performed. Caloric
responses were recorded using videonystagmography. For statistical data analysis we used Chi-square test and
Fisher’s exact test with level of significance p<0.05.

Results: A total of 33 patients (34.7%) had unilateral weakness and 6 patients (6.3%) had bilateral weakness. There
is no statistical difference between the caloric responses and patient’s hearing (p = 0.386). Peak SPV occurred for
less than 60 seconds after the irrigation onset, 60-90 seconds, and for more than 90 seconds in 7.6%, 57.9%, and
34.5%, respectively. There is no statistical difference between the time of occurrence of the maximum SPV and
different thermal irrigation (p = 0.534). The averaged peak SPV was 20.2+19.9 degrees per second in ears with
weaker response and 52.2+34.8 degrees per second in ears with stronger response.

Conclusions: Videonystagmography provides a precise measurement of intensity of the provoked nystagmus
during the caloric test. Unilateral weakness is more common than bilateral weakness. In majority of patients peak
SPV occurs for 60-90 seconds after irrigation onset.

Keywords: videonystagmography, caloric test, vertigo

INTRODUCTION of the middle ear. The thermal variation changes the
density of endolymph within the lateral semicircular
canal, producing convection currents that stimulate the
sensorial cells located in the ampullary crest [2]. Thermal
(caloric) irrigation of both ears stimulates the vestibular
organ elicitating eye nystagmus [3]. An upward change in

Caloric test is the oldest method for functional
assessment of the vestibular system [1]. This test is based
on the principle of generating thermal variation within
the external auditory canal by changing the temperature

267 | Medical Journal - MEDICUS
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the middle ear temperature above the bodily temperature
causes the endolymph to move upwards, generating an
endolymphatic current within the canal towards the
ampula. If the stimulus temperature is lower than the
bodily temperature, there is the opposite movement,
which generates an ampullary current towards the canal,
away from the ampulla [2]. The relationship between
the irrigated ear and the irrigation temperature with
respect to the direction of the nystagmus is summarized
by the acronym COWS (Cold Opposite, Warm Same).
Specifically, a cold stimulus in the left ear produces right-
beating (i.e. opposite) nystagmus, and a warm stimulus in
the left ear produces a left-beating (i.e. same) nystagmus
[4]. Caloric test is performed with the patient lying down
on a couch inclined to enable the head to be at 30 degrees
to horizontal to make the lateral semicircular canal
vertical. A total of 4 irrigations are performed: irrigations
with water at 30°C and 44°C or air at 24°C and 50°C[5]. A5
minutes interval between the four successive irrigations
can be used to avoid residual effects of the previous
irrigation [6]. The caloric test enables us to examine one
labyrinth at a time with a low frequency (0.003-0.006 Hz)
stimulus [7).

Caloric stimulation initiates the vestibulo-ocular reflex
(VOR), a simple reflex arc from the vestibular nucleus to
the oculomotor nuclei, which generates the vestibular
nystagmus [2]. Normal function of the VOR coordinates
eye movement with head movement, in order to provide
clear vision during motion and maintain balance. VOR is
generated within the semicircular canals of the inner ear
to elicit compensatory eye movements, which maintain
stability of images on the fovea during brief, rapid head
motion, otherwise known as gaze stability [8]. One of the
most important considerations when assessing vestibular
disorders is the presence and description of nystagmus.
Nystagmus is defined as involuntary, repetitive eye
movements initiated by a drift of the eye away from the
object of interest or focus [9].

The evoked nystagmus with caloric stimulation is
registered with videonystagmography (VNG) system,
although electronystagmography (ENG) is still in use
[10]. VNG is a computerized vestibular function test that
uses infrared cameras to record eye movements directly.
It is superior to ENG in terms of higher resolution and
greater stability to observe, capture, and record torsional
eye movement [11]. VNG is a complete diagnostic system
for recording, analysisng, and reporting eye movements.
Videonystagmography test battery includes: tests of
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oculomotor function (saccade, tracking, and optokinetic
tests); tests of gaze stabilization (gaze/spontaneous
nystagmus, static position tests); caloric test, tests for
specific etiologies (Dix-Hallpike maneuver, pressure test)
etc. [12]. Slow phase velocity (SPV) is used to quantify the
amplitude of the nystagmus in VNG. When the velocity
of the slow phase of the nystagmus increases beyond 10
degrees per second in a peripheral vestibular pathology,
the patients perceives subjective rotatory vertigo [7].
VNG can record spontaneous, positional, gaze and
optokinetic nystagmus, as well as saccadic movements
[13]. Responses to right ear irrigation are compared to the
left ear irrigation to provide canal paresis comparison.
Responses of left-beating nystagmus (right cold/left
warm) to right-beating nystagmus (right warm/left cold)
are compared to provide a directional preponderance
(DP) calculation [5].

There are several VNG abnormalities. Unilateral weakness
(UW) denotes a peripheral vestibular lesion involving the
lateral (horizontal) canal or its afferent pathways on the
side of the weaker response [12]. UW is calculated using
the Jongkees formula:

_ (RWH+RC) — (LW+LC)
RW + RC+ LW +LC

Uuw

x 100

where RW, RC, LW, and LC refer to the responses from
right ear warm, right ear cool, left ear warm, and left ear
cool irrigations [14]. Bilateral vestibular weakness (BVW)
or hilateral vestibulopathy is reduced or absent vestibular
function on both sides, resulting from deficits in the
labyrinths, or vestibular nerves, or their combination
[15]. An abnormal DP exists when nystagmus responses in
one direction are significantly stronger than nystagmus
responses in the opposite direction. DP is commonly seen
in patients presenting spontaneous nystagmus, occurring
towards the same direction [16]. DP is calculated by the
formula:

_ (RWH+LC) — (LW4RC
RW + LC + LW + RC

DP

A DP value of 30% or greater is generally used to suggest
an abnormal DP [4]. DP has two components. The first
component is baseline shift, which is due to pre-existing
nystagmus. Caloric responses are in fact equally strong in
both directions, but the baseline is shifted by an amount
equal to the slow phase velocity of the pre-existing
nystagmus. The second component is gain asymmetry
(GA), in which the responses really are stronger in one
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direction than in the other direction. Baseline shift is
common and gain asymmetry is rare [17].

The aim of the study was to analyze the peak slow phase
velocity of the provoked nystagmus during bithermal
caloric test as a part of the VNG test battery and to
determine the frequency of VNG abnormalities in patients
with vertigo.

MATERIAL AND METHODS

This retrospective study included a sample of 95
patients, 45 males (474%) and 50 females (52.6%), aged
11 to 73 years (mean age of 45.2+14.4 years), examined at
the Department of Otorhinolaryngology, City General
Hospital “8th September” - Skopje. Bithermal caloric
test was performed with ICS AirCal caloric irrigator and
caloric responses were recorded and analyzed with the
ICS Chartr videonystagmography system (Otometrics,
Denmark). Responses from the four irrigations were
analyzed: right ear cool, left ear cool, right ear warm,
and left ear warm irrigation. Caloric test results were
interpreted as follows:

m Hyperactivity - stimulations are hyperresponsive if
total responses from the right ear > 140 deg/sec or
total responses from the left ear > 140 deg/sec;

m Bilateral weakness (BW) - total responses from the
right < 12 deg/sec and total responses from the left
<12 deg/sec;

m Unilateral weakness (UW) - asymmetry found
between the responses from the right and left ear is
more than 25%;

m Directional preponderance (DP) - the responses
are stronger in one direction than the other and
it is usually caused by pre-existing spontaneous
nystagmus. Criterion for abnormality is DP > 30%;

m Gain asymmetry (GA) - the responses are stronger
in one direction than the other and it cannot be
explained by pre-existing spontaneous nystagmus.
Criterion for abnormality is GA > 25% [17].

Pure tone audiometry was performed with audiometer
MADSEN Astera? (Otometrics, Denmark) and circumaural
headphones HDA 300 (Senheiser electronic, Germany) in
sound proof booth. Hearing threshold was obtained with
modified Hughson-Westlake technique for frequencies
from 125 to 8000 Hz. Normal hearing was defined as
thresholds < 20 dB hearing level (HL). For statistical data
analysis we used Chi-squared test and Fisher’s exact test
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with level of significance p<0.05.

RESULTS

Caloric responses were analyzed in terms of the
presence of caloric weakness and they were compared
to audiometric findings. Hearing loss in the ear with
weaker response was considered and hearing loss in both
ears in cases of bilateral weakness. A total of 33 patients
(34.7%) had unilateral weakness and 6 patients (6.3%)
had bilateral weakness (Table 1). A statistical analysis
with Fisher’s exact test shows that there is no statistical
difference between the caloric responses and patient’s
hearing (p = 0.386).

Table 1. Caloric weakness in terms of the audiometric
findings

Normal 37

hearing 389 |17 (179 |4 |42 |58 |6L1
Hearing

loss 19 20 16 |168 |2 |21 |37 |389
Total 56 589 |33 [347 |6 |63 |95 |100

Fisher’s exact test (p = 0.386).

Cases of unilateral caloric weakness were analyzed in
terms of the degree of hearing loss in the affected side
(Table 2). There was right caloric weakness in 14 patients
(42.4%) and left caloric weakness in 19 patients (57.6). A
total of 17 patients (51.5%) with unilateral weakness
had normal hearing on the side of the weaker caloric
response.

Table 2. Unilateral caloric weakness and degree of hearing
loss in the affected side

Eg;ﬁgé 7 212 (10 303 |17 515
Mild 3 91 8 242 11 333
Moderate |1 3 1 3 6.1
Severe 2 6.1 / 0 2 6.1
Deafness |1 3 / 0 1 3
Total 14 424 19 576 33 100

In Figure 1 we displayed the images from the VNG system.
Infrared cameras capture images of the eyes at least
140 seconds and VNG system records the video for later
inspection.
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Figure 1. Images of the eyes recorded with the VNG
system: a) images from the infrared cameras, b) images
from the recorded video

The time of occurrence of the peak SPV was determined
in all patients for four irrigations (Table 3). In majority
of patients (57.9%) peak SPV occurred 60-90 seconds after
irrigation onset. A statistical analysis with Chi-square
test shows that there is no statistical difference between
the time of occurrence of the maximum SPV and different
thermal irrigation (p = 0.534).

Table 3. Time of occurrence of the peak SPV in all patients

Right cool | 6 16 |55 |145 |34 |89 |95 |25
Leftcool |12 |32 |50 [132 |33 |87 |95 |25
Right

warm 5 13 |5 |15 33 187 |95 |25
Left warm | 6 16 |58 153 |31 |82 |95 |25
Total 29 |76 220 |579 [131 |345 | 380 |100

Chi-square test (p = 0.534).

There was directional preponderance in 26 patients
(274%), 15 patients with unilateral weakness and 11
patients without significant unilateral weakness. Some
patients had pre-existing spontaneous nystagmus before
the irrigations. In Figure 2 we displayed an example of
spontaneous nystagmus registered with the VNG system.
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Figure 2. Left-beating spontaneous nystagmus in patient
with right unilateral caloric weakness

Peak SPV in patients with unilateral weakness was
analyzed separately in ears with weaker response and
ears with stronger response (Table 4). We calculated
mean and median of the determined maximum SPV.

Table 4. Peak SPV (degrees in seconds) in patients with
unilateral weakness

Ear with weaker response | 20.2+19.9 14 (3-89)
52.2+34.8 42 (13-177)

Ear with stronger response

In addition to the asymmetry between the responses
from the right and the left ears, there was a big difference
between the intensity of the provoked nystagmus in all
patients. We displayed an example of provoked nystagmus
in patient with normal caloric responses (Figure 3). Peak
SPV of the right-beating nystagmus provoked by left ear
cool irrigation was 45 degrees per second.

F1 F2 Fa F
bl Event
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Hide Show
W e

Dilabgea: chasts et

Figure 3. Right-beating nystagmus provoked by left ear
cool irrigation

In Figure 4 we displayed VNG results with different
caloric responses. Figure 4a represents a normal caloric
response. Total right was 42 deg/sec, total left was 46
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deg/sec, UW = 5% in the right ear. Figure 4b represents a
unilateral weakness. Total right was 22 deg/sec and total
left was 49 deg/sec. UW = 38% in the right ear. Figure 4c
represents hilateral weakness. Total right was 10 deg/sec
and total left was 3 deg/sec.

g ot sk B9 11 g

Figure 4. VNG results with different caloric responses:
a) normal response, b) unilateral weakness, c) bilateral
weakness

Hyperresponsive stimulation was registered only in one
patient. Total response from the left ear was 177 deg/sec,
with LC peak SPV -72 deg/sec and LW peak SPV 105 deg/
sec.

DISCUSSION

We analyzed the peak slow phase velocity of the provoked
nystagmus during bithermal caloric test as a part of
the VNG test battery and we determined the frequency
of VNG abnormalities in patients with vertigo. The
literature suggests that VNG is more technologically
advanced and advantageous compared to ENG, but ENG is
still considered a valuable test in the clinical setting [18].

In our sample unilateral weakness was more common
than the bilateral weakness. In majority of patients with
vertigo there was no significant asymmetry in responses
between the right and the left ear. A unilateral weakness
(canal paresis) suggests vestibular lesion on the side of
the weakness. A bilateral canal paresis suggests a central
or bilateral peripheral vestibular lesion. A hyperactive
caloric response suggests a central lesion, except for
“acute irritative” stages of peripheral lesions [7]. In our
study, hyperresponsive stimulation was registered only in
one patient. The findings of BVW in patients with bilateral
caloric weakness registered with videonystagmography
might be confirmed by other tests such as sinusoidal
rotary chair testing or video head impulse test [19].

Cases of unilateral caloric weakness were analyzed in
terms of the degree of hearing loss in the affected side.
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Majority of patients with unilateral weakness had normal
hearing on the side of the weaker caloric response. We
did not analyze the results in terms of the etiology of
vertigo. Vertigo or sensation of rotation may be associated
with many clinical conditions ranging from cochlear
condition like Meniere’s disease, vestibular conditions
such as vestibular neuritis, benign paroxysmal positional
vertigo (BPPV), labyrinthitis to retrocochlear pathologies
such as vestibular schwannoma [20]. Park et al. reported
UW in 42.1% of subjects with Meniere’s disease [21]. Molina
et al. found canal paresis at first examination in 25% of
patients with benign paroxysmal positional vertigo [22].
Yetiler and KNnce reported 20.4% hypo-excitability in
patients with BPPV [23].

In majority of patients in our study peak SPV occured for
60-90 seconds after irrigation onset. A fully functional
peripheral vestibular end organ will respond to
stimulation approximately 15-30 seconds after irrigation
onset. The peak/maximum response generally occurs 60-
90 seconds after irrigation onset [4].

CONCLUSION

Videonystagmography provides a precise measurement
of intensity of the provoked nystagmus during the caloric
test. The caloric test as a part of the videonystagmography
test battery is a useful test in assessment of patients with
vertigo because of the possibility to test each labyrinth
separately. Unilateral weakness is more common than
bilateral weakness. In majority of patients peak SPV
occurs from 60 to 90 seconds after irrigation onset.
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REVASKULARIZIMI PERKUTAN PRIMAR NE PACIENTET ME INFARKT
AKUT MIOKARDI: A NDIKOHET ECURIA KLINIKE AFATSHKURTER NGA
MOMENTI I PARAQITJES NE SPITAL?
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PERMBLEDHJE

QELLIMI: Vlerésimi i lidhjes ndérmjet kohés sé paragitjes sé pacientit né reanimacionin e kardiologjisé (orar
zyrtar i punés apo orar jozyrtar) me rezultatet klinike afatshkurtra né pacientét e prezantuar me infarkt akut té
miokardit (STEMI) dhe té trajtuar me angioplastike primare (PPCI).

METODA: 308 pacienté té prezantuar me STEMI né reanimacionin e kardiologjisé (CCU), né periudhén maj-dhjetor
2020. U vlerésua koha nga fillimi i simptomave deri né prezantimin né CCU, koha nga prezantimi né CCU deri
né hyrjen né sallén e hemodinamikés, karakteristikat bazale dhe ecuria klinike afatshkurtér e pacientéve. Orari
zyrtar u pérkufizua si prezantimi né CCU nga e héna né té premte, né fashén orare 8:00 -15:30 dhe orari jozyrtar i
prezantimit u pérkufizua si fasha orare pas orés 15:30 né ditét e javés, né fundjava dhe ditét e pushimeve zyrtare.
U vlerésua ecuria klinike, vdekshmeéria spitalore, 1 dhe 3 mujore nga c¢do shkak.

REZULTATET: U prezantuan gjaté orarit zyrtar té punés 75 pacienté (24.35%), dhe jashté orarit zyrtar té punés
233 pacienté (75.65%). Vlera mesatare e kohés nga fillimi i simptomave deri né prezantimin né CCU dhe nga
prezantimi né CCU deri né hyrjen né sallén e hemodinamikés ndyshonte midis orarit zyrtar dhe jozyrtar (4 oré vs.
6 oré; p 0.1104; dhe 1.5 oré vs. 1 oré; p 0.1428). Nuk kishte ndryshime sinjifikante midis dy grupeve, né lidhje me
vdekshmériné spitalore dhe até afatshkurtér.

KONKLUZIONI: pacientét e paragitur me STEMI dhe té trajtuar me PPCI gjaté orarit zyrtar té punés dhe gjate
orarit jozyrtar kishin rezultate klinike afatshkurtra té ngjashme.

Fjalé kyce: infarkt miokardi, revaskularizim perkutan primar, orar zyrtar i punés, vdekshméri.

HYRJA STEMI-t né spital (orari zyrtar apo orari jozyrtar i punés)
té trajtuar me PPCI dhe rezultateve klinike afatshkurta,
coi né ndérmarrjen e nismés sé realizimit té kétij studimi
né shérbimin e kardiologjisé né QSUT, shérbimi i vetém

Mungesa né Shqipéri e njé studimi vlerésues té lidhjes
ndérmjet kohés sé paragitjes sé pacientit me diagnozén e

273 | Medical Journal - MEDICUS

AN


mailto:elvis.pavli@umed.edu.al

Original scientific paper

publik né Shqipéri me ofrimin e shérbimit té PPCI 24 oré
né 7 dité té javés. Disa studime té ngjashme jané realizuar
né géndra té ndryshme spitalore né boté, té cilat do té
shérbejné pér njé krahasim té rezultateve me studimin
toné. Koha e realizimit té kétij studimi pérkon me kohén
e pandemisé sé COVID-19, e cila ka ndikuar né boté dhe
tek ne né incidencén e STEMI-t, paraqitjen ose jo né spital
té pacientéve me STEMI té mundshém dhe né ményrén
e trajtimit apo menaxhimit té pacientéve me STEMI. Né
njé studim oservacional retrospektiv me 781 pacienté té
realizuar né Shqipéri, QSUT, né kohén e karantinés né
vendin toné, mars-prill 2020, u vu re njé rénie sinjifikante
e hospitalizimeve té pacientéve me sindrom koronar akut
dhe procedurave invazive revaskularizuese, ndérsa u rrit
pérgindja e vdekjeve krahasuar me té njéjtén periudhé
té vitit 2019. Sémundja ishemike e zemrés éshté né boté
shkaku mé i zakonshém i vdekjes. Mortaliteti i sémundjes
ishemike té zemrés ka pasur njé tendencé drejt rénies né
tre dekadat e fundit. SIZ éshté pérgjegjése pér 1.8 milion
vdekje né vit ose 20% té té gjithé vdekjeve né Europé.
Pérgindja e pacientéve me sindrom koronar akut té cilét
jané STEMI varion nga 29 - 47%. Incidenca e STEMI -t né
vendet europiane varion nga 43 ne 144 pér 100.000 banoré
né vit. STEMI mbetet njé problem madhor i shéndetit
publik né botén e industrializuar dhe éshté né rritje né
vendet né zhvillim pavarésisht ecurisé né diagnozé dhe
trajtim.

METODAT
Plani i studimit dhe popullata e pacientéve

Morén pjesé né studim pacientét e paragitur me STEMI
né reanimacionin e kardiologjisé né QSUT nga 28 maji né
15 dhjetor 2020.

STEMI u pércaktua si prania e dhimbjeve té kraharorit
ose simptomave té ishemisé miokardiale, té lidhura me
njé ndyshim té ri né elektrokardiografi té segmentit ST
(ngritje né pikén ] té paktén 0.2mV né V1,V2 dhe V3 dhe té
paktén 0.1mV né té paktén dy lidhje té njépasnjéshme, ose
bllok i ri i degés sé majté), e lidhur me rritjen e enzimave
kardiake.

U grumbulluan té dhénat demografike té pacientéve,
analizat laboratorike dhe ekokardiografike né prezantim
si dhe trajtimi medikamentoz para prezantimit né spital.

U rregjistrua koha nga fillimi i simptomave deri né
prezantimin né CCU dhe koha nga CCU deri né hyrjen né
sallén e hemodinamikés.
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Pas angiografisé u morén rezultatet e shtrirjes sé
sémundjes sé arterieve koronare dhe fluksi TIMI i enés
pérgjegjése pér infarktin.

U realizua ndjekja intraspitalore dhe 1 e 3 mujore e
ecurisé klinike dhe mortalitetit.

Ndjekja post hospitalizimit u bé népérmjet njé pyetésori
me marrjen né telefon me numrat e kontaktit té marra
nga kartela klinike.

Kriteret pér shokun kardiogjen pérfshinin njé presion
arterial sistolik mé té ulét se 90 mmHg ose pérdorimin
e terapisé me katekolamina pér té mbajtur njé presion
sistolik té paktén 90 mmHg.

Qéllimi kryesor: Té krahasoheshin rezultatet klinike
intraspitalore, njé dhe tremujore ndérmjet kohéve té
prezantimit, né orarin zyrtar krahasuar me até jozyrtar
té punés.

Qéllimi i dyté: Krahasimi i vonesave né kohé né
menaxhimin terapeutik ndérmjet dy grupeve té
pacientéve.

Kriteret e pérjashtimit nga studimi:

1. Pacientét e prezantuar me STEMI dhe gjendje febrile.

2. Pacientét té cilét ishin té dyshimte/pozitivé pér infek-
sionin COVID-19.

3. Pacientét e prezantuar si STEMI mbi 48 oré.
4 Pacientét té cilét nuk firmosén konsentin.

5. Pacientét té cilét béné exitus para propozimit té angio-
grafisé.

Pérkufizimi i kohés sé prezantimit dhe vonesave né
trajtim

Koha e prezantimit u konsiderua ardhja e pacientit né
reanimacionin e kardiologjisé (CCU). Pranimi né orarin
zyrtar té punés u pérkufizua si pranimi nga e héna né té
premte, nga ora 8:00 né orén 15:30 dhe né orarin jozyrtar
gjaté shérbimit té rojeve (15:30-8:00), fundjavat dhe ditét
e pushimeve zyrtare. Koha nga fillimi i simtomave deri
né prezantimin ne CCU dhe koha nga prezantimi né CCU
deri né hyrjen né sallén e hemodinamikes u vlerésuan.

Analiza statistikore

Pér variablat e vazhduar u paragitén vlerat mesarare
+ deviacioni standard (SD) ose vlera mediane me
diapazonin interkuartil (25%-75%); pér variablat
kategorike u paraqgitén pérqindjet pérkatése. Krahasimi
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i karakteristikave (variableve) té vazhduar demografike e
klinike midis dy grupeve u realizua me t-testin ose Testin e
Fisherit, ndérsa ata kategorike me testin chi2. Krahasimi
i intervaleve kohore u realizua me testin Eilcoxon
ranksum. Analizat e mbijetesés midis dy grupeve (orari
zyrtar/jozyrtar) u realizuan me metodén KaplanMeier pér
intervalin e analizes 1 dhe 3 mujore. Analiza univariate
dhe multivariate e regresionit té Cox u pérdor pér té
identifikuar prediktorét e pavarur té vdekshmeérisé
spitalore dhe 1 e 3 mujore. Eventet (vdekjet) e lidhura u
menaxhuan duke vlerésuar riskun konsekutiv népérmjet
metodes marginale ekzakte me pérdorimin e peshimit
probabilitar (sipas Efron). Variablat qé treguan nivel
sinjifikance té mjaftueshme (vlera P< 0.1) né analizén
univariate u pérfshiné né modelet e analizés multivariate.
Testimi i konsiderimit te riskut proporcional né
modelin multivariat u vlerésua népérmjet rezidualeve
té Schoenfeld. Vlerésimi i pershtatjes sé pérgjithshme
té modelit (saktésisé) u realizua me ané té rezidualeve
té Cox-Snell. Pér té gjithé testet u konsiderua njé nivel i
gabimit alfa 5%.

REZULTATET
Té dhénat demografike té popullatés sé studimit.

Tabela 1. Té dhénat demografike té popullatés sé studimit
sipas orarit té prezantimit.

Te dhenat

demografike

Mosha, (viteSD) | 63.97(112) | 6337108 | 6417113 | 0.58
((%nia’ meshkuj] | )508117) | 64(8533 | 1867983 | 0289
};gpe‘"temio“iv W77 | 51(68) 170(72.96) | 0406
Diabet, (%) 89(289) | 23(3067) |66(2833) | 0.697
Dislipidemia, (%) | 117(5798) | 29(387) 88 (378) 0.889
Historia

familjare per 32(104) 6(8) 26 (11.16) 0.436
SAK, (%)

Duhanpires, (%) | 113(367) | 31(4133) | 82(3519) | 0.3%7
Semundje

renale kronike, | 13(4.2) 6(8) 7(3) 0.092
(%)

(I% imeparshem, | 55 g 1) 8(10.67) 17(73) 0353
PCI/CABG

Pmtparchem, (g | 00974 | 14en | 100615) 0.098

Né kété studim morén pjesé 308 pacienté té prezantuar
me STEMI né CCU, nga té cilét 75 pacienté u prezantuan
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né orarin zyrtar té punés (24.35%) dhe 233 pacienté
u prezantuan jashté orarit zyrtar té punés (75.65%).
Mosha mesatare e pacientéve né studim ishte 63 vjec,
pa diferenca né moshé ndérmijet dy grupeve té studimit.
Pacientét meshkuj pérbénin 81.17% té pacientéve té
pérfshiré né studim, por pa ndryshime ndérmjet dy
grupeve té studiuara. Hipertensioni ishte patologjia
mbizotéruese, e pranishme né 71.75% té pacientéve,
e ndjekur nga dislipidemia, e pranishme né 3798% té
pacientéve. 28.9% e pacientéve ishin diabetiké dhe 4.2% té
njohur me sémundje renale kronike. 36.7% ishin fumator
dhe 32% kishin hereditet pér SAK. Vetém 8.12% ishin té
njohur pér SAK dhe 9.74% ishin pacienté té trajtuar mé
paré me CABG. Nuk u vuné re ndryshime sinjifikante
ndérmjet grupit té orarit zyrtar té punés krahasuar me
até jozyrtar né té dhénat e mésipérme.

Té dhénat klinike né prezantimin né CCU.

Numri i pacientévé té vlerésuar né prezantim si shok
kardiogjen ishte 6 (1.95%), nga té cilét 5 pacienté (2.15%)
u prezantuan jashté orarit zyrtar dhe 1 pacient (1.34%) né
orarin zyrtar, pa diferencé statistikisht té réndésishme
midis dy grupeve (p 0.6598). Pacientét e prezantuar me
klasén Killip mbi 2 pérbénin 29.5%. Fraksioni i ejeksionit
nuk u pa té kishte diferenca midis dy grupeve.

Vonesa né kohé drejt trajtimit.

Tabela 2. Vonesa né kohé drejt trajtimit me PPCI (dhimbje-
CCU-PPCI/on-off hour).

Vonesa né kohé
drejt trajtimit

PCI primare, (%) 287(93.18) | 66 (88) 221(94.85) 0.041

Koha nga dhimbja
- CCU, oré (median)
(iqr25,75)

Koha nga CCU - PCI,
oré (median) (iqr
25,75)

Pacientét té cilét kryen PPCI pérbénin 93.18% (pjesa tjetér
e pacientéve jané léné trajtim konservativ, me indikacion
CABG ). U vu re diferencé statistikisht e réndésishme
ndérmjet dy grupeve pérsaipérket PPCI. 88% e pacientéve
té paragitur né orarin zyrtar realizuan PPCI krahasuar
me 94.85% né orarin jozyrtar, (p 0.041).

55(3-9) |4(25-8) [6(35-10) 0.1104

1501-2) |15(1-25) |1(1-2) 0.1428

Koha mesatare nga momenti i fillimit té simptomave
deri né prezantimin né CCU ishte 5.5 oré, 4 oré né grupin
e orarit zyrtar dhe 6 oré né grupin e orarit jozyrtar.
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Pacientét vonoheshin mé shumé né prezantimin né CCU
jashté orarit zyrtar té punés, me diference statistikisht jo
té réndésishme midis grupeve.Koha mesatare né oré nga
momenti i prezantimit né CCU deri né hyrjen né sallén
e hemodinamikés ishte 1.5 oré; 1.5 oré né orarin zyrtar
dhe 1 oré jashté orarit zyrtar, me diferencé statistikisht
jo té réndésishme midis grupeve. Si pérfundim pacientét
vonoheshin 0.5 oré mé shumé pér kryerjen e angiografisé
sé urgjencés né orarin zyrtar krahasuar me orarin
jozyrtar.
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Figura 1. Kohanga fillimiisimptomave deriné prezantimin
né CCU dhe nga CCU deri né sallén e hemodinamikés , né
lidhje me vendbanimin, sipas orarit té prezantimit.

Vihet re njé kohé mé e gjaté deri ne prezantimin né CCU
pér pacientét me vendbanime né distancé mé té largét
nga Tirana si: Gjirokastér, Tepelené, Korcé té ardhur
né orarin jozyrtar. Vonesé mé e madhe pér kryerjen e
PPCI né orarin jozyrtar u vu re pér pacientét e ardhur
nga Dibra, Gjirokastra, Tepelena e Skrapari. Pacientét e
ardhur nga Korca e Kukési né orarin zyrtar u vonuan mé
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shumé né kryerjen e PPCL.
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Figura 2. Matrica e Scatterplot, evidentimi i raporteve
midis variablave.

Nga matrica scatterplot e mésiperme evidentohen
raportet midis variablave: largésia (km) prej vendbanimit
té pacienteve dhe kohézgjatjes se ishemisé (vonesa e
pacientit dhe vonesa interspitalore dhe intraspitalore),
vlerés sé troponinés né hospitalizim, fraksionit te
ejeksionit dhe kohés sé vdekjes gjaté intervaleve té
ndjekjes 1 mujor e 3 mujor. Mund te identifikohen
korrelacione pothuajse lineare midis largésisé dhe kohés
nga dhimbja né prezantim, fraksionit té ejeksionit dhe
kohés sé vdekjes brenda 1 muaji.

Shtrirja e sémundjes sé arterieve koronare.

Shtrirja e sémundjes sé arterieve koronare éshté njé
nga faktorét kyc té rezultateve klinike té pacientéve té
prezantuar me SAK. Pjesa mé e madhe e pacientéve kishin
shtrirje dyvazale té sémundjes (37.01%), té pasuar nga
trivazalét (32.47%) dhe njévazalét (28.9%). Pacientét me
pérfshirje té trunkut komun pérbénin 8.77% . 5 pacienté,
1 né orarin zyrtar dhe 4 jashté orarit zyrtar rezultuan
STEMI pa stenoza té arterieve koronare. Nuk u vuné re
diferenca té réndésishme né shtrirjen e sémundjes sé
arterieve koronare midis dy grupeve té studiuara.

Ecuria klinike afatshkurtér.
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Tabela 3. Vlerésimi i ecurisé klinike afatshkurtér té Vlerésimiieventeve madhore.
pacientéve sipas orarit té prezantimit.

Tabela 4. Vlerésimi i eventeve madhore té pacientéve
sipas orarit té prezantimit.

*Eventet madhore pérfshijné IAM dhe/ose trombozé
intrastent dhe/ose AVC.

Insuficiencé kardiake
pas hospitalizimit. (%) | 391266 | 10(1333) | 20(1245) | 0841
Kliniké anginoze
rekurente pas 31(10.06%) | 7(9.33) 24(10.3) 0.809
hospitalizimit, (%)
Konsulta ambulatore 330763 | 590867 | 176550 | 0579 Evente
pas hospitalizimit, (%) - - - : Igla*dhore, 0.564
Komplianca me (%)
terapiné ambulatore, | 299(9708) | 73(97.33) | 226(97) 0.880 Paevente |274(88.96) | 67(89.33) 207 (88.84)
(\2 kiet, (%) 3007) [81067) [220044) |[0756 Levent 26844 5 (667) 211900
Vdek?et’ - ' : ' : Jevente | 2(0.65) 1(1.33) 1(043)
eKje

intraspitalore, (g | 7652 [3@ 1460) | 0771 | [3evente | 6(195) 2(2.67) 4(1.72)
\Ii?f;iiet brenda 24779  |6(8) 18 (773) 0938 | Eventet madhore (IAM dhe/ose trombozé intrastent dhe/

- ose AVC ) té vlerésuara midis grupeve nuk u pa té kishin
Vdekjet brenda 3 30074 |8(067 |22044) |06 | oresuara e siup , PO
muajsh diferenca statistikisht té réndésishme. 8.44% e pacientéve
AVC, (%) 5 (1.62) 1(1.33) 4(172) 1000 | rezultuan té kishin njé event madhor, 0.65% rezultuan
(1;/0r)ombozé intrastent, | ¢ qc) 206 |aan) 0636 | me dyevente madhore dhe 1.95% me tri evente madhore.
TAM, (%) 9(2.92) 3(4) 6(2.58) 0459

Pér vlerésimin e ecurisé klinike té pacientéve u pérdor s
njé pyetésor mbi bazén e té cilit u pyetén pacientét ose

té aférmit e tyre né numrat e kontaktit té marra nga

kartela klinike. Nga té dhénat e grumbulluara rezultoi

se 12.66% té pacientéve kishin shenja té insuficiencés

kardiake pas hospitalizimit, 10.06% referuan pér kliniké 3 e

anginoze dhe 76.3% kishin realizuar konsulta ambulatore ot e 2 = e ar e an e
me kardiologun pas hospitalizimit. Pacientét ishin |
kompliant me mjekimin né 97.08% té rasteve. Mortaliteti i

pacientéve té paragitur me STEMI ishte 9.42%; mortaliteti
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Kaplan-Meier survival estimates

intraspitalor 5.84%; mortaliteti 1 mujor 779% . Nuk u f it <
vuné re diferenca statistikisht té réndésishme ndérmjet -

dy grupeve pérsa i takon mortalitetit dhe ecurisé klinike -y e
afatshkurtér. 9

pac, ne rrezik koha e analizes (890 dite)

Orari = joryrtar 233 217 214 213 213
Orari = zyrtar 75 70 7O 69 &7

[

[==]

Jozyriar zyrtar ]

Figura 3. Vlerésimi i mbijetesés njemujore dhe tremujore
me kurbat e Kaplan Meier-it.

Nuk u vu re diferencé statistikisht e réndésishme midis
grupeve té orarit zyrtar dhe jozyrtar né mortalitetin
njémujor dhe tremujor referuar kurbave té Kaplan Meier-
it, (p 0.45; p 0.38).
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Faktorét parakallzues té vdekshmérisé intraspitalore
dhe tremujor.Né analizén multivariate PCI/CABG i
méparshém, IM i méparshém, pérdorimi i méparshém
i betabllokuesve, antiagregantéve dhe statinave rezultoi
me ndérveprim midis tyre (vlera e p pér ndérveprimin
0.0001). Nga analiza multivariate rezultoi se mosha ishte
njé faktor parakallzues i vdekshmérisé; influenca e saj
relative sipas orarit té prezantimit ndryshon jo njésoj pér
grupmosha té ndryshme né orarin jozyrtar dhe zyrtar
(Figura 4).

Adjusted Predictions (Orari)
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Figura 4. Influenca e ndryshme e moshés né mortalitet
sipas orarit té prezantimit.

Faktorét parakallzues té vdekshmérisé intraspitalor té
cilét kishin sinjifikancé statistikore.

Me rritjen e moshés cdo vit u vu re rritje me 3% e
mortalitetit. Gjithashtu rezultati i pasuksesshém i
revaskularizimit népérmjet PCI rezulton njé faktor i
réndésishém prediktiv i mortalitetit intraspitalor (rritje
15 here e rrezikut). Pér cdo rritje me 10% té fraksionit té
ejeksionit ulej mortaliteti me afersisht 15%. Klasa Killip II
dheIVrrisnin mortalitetin me 18 dhe 23 here pérkateéisht,
ndérsa shoku kardiogjen e rriste mortalitetin 29 heré.
Nga markerét laboratoriké me vleré parakallézuese
té pavarur pér mortalitetin gjaté hospitalizimit ishin
kreatinina dhe troponina e rritur ne shtrim.

Faktorét prediktiv té vdekshmérisé tre mujore me
sinjifikancé statistikore.

Faktoré prediktivé té vdekshmérisé gjaté ndjekjes 3
mujore rezultuan mosha (rritje 3% pér cdo vit), stenoza
e trungut komun (rrit rrezikun 3.9 here), fraksioni i
ejeksionit pér ¢do rritje me 10% ulet rreziku i mortalitetit
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10%, shoku kardiogjen (rrit rrezikun rreth 14 herg),
gjiithashtu kreatinina, troponina e rritur dhe prania e
anemisé.

DISKUTIME

Pacientét e prezantuar me infarkt akut té miokardit
né reanimacionin e kardiologjisé né QSUT gjate orarit
jozyrtar kishin karakteristika té ngjashme demografike,
klinike, vonesé kohore totale né trajtim dhe pa diferenca
né trajtim mjekésor paraspitalor me pacientét e paragitur
me STEMI gjaté orarit zyrtar té punés né CCU, QSUT.

Barazia né trajtim con dhe né ecuri klinike dhe
mortalitet afatshkurtér té ngjashém midis dy grupeve kur
i nénshtrohen angioplastikés primare.

Rezultate té ngjashme jané véné re dhe né studime té
ndryshme té realizuara né vende té tjera:

Né njé studim té ngjashém té realizuar né njé spital
universitar né Paris3, Francé, me 2167 pacienté té
prezantuar me STEMI dhe té trajtuar me PPCI, 48.3% e
pacientéve u paraqitén né orarin zyrtar dhe 51.7% né
orarin jozyrtar. Té dhénat i pérkisnin kohés nga janari
2003 deri né shtator 2013. Me prezencén e njé sistemi té
miréorganizuar netéorku, nuk u vu re lidhje midis kohés
sé prezantimit té pacientéve né orarin zyrtar apo jozyrtar
me mortalitetin intraspitalor apo njévjecar. U vu re lidhje
me pérmirésimin e mortalitetit né pacientét e trajtuar
né dalje me ACEI dhe betabllokues. Né njé studim tjetér,
prospektiv té realizuar né periudhén kohore korrik
2012 deri né mars 2014 né Japonid, u vu re gé paraqitja e
pacientéve me IAM né orarin jozyrtar nuk kishte ndikim
né mortalitetin intraspitalor. Studimi u realizua nga
mbledhja e 3283 pacientéve me IAM nga 28 institucione
mjekésore, ku 52% ishin prezantuar né orarin jozyrtar. Né
studimin toné pérgindja mé e madhe e pacientéve ishin
prezantuar né orarin jozyrtar (75.65%). U vu re se mediana
kohore e prezantimit né spital ishte mé e shkurtér né
pacientét e orarit jozyrtar, né ndryshim nga studimi yné.
Pacientét e paragitur né oraret jozyrtare ishin pacienté
mé tepér té trajtuar me trombolizé, njé mungesé e véné
re né realizimin e studimit toné. Pérqindja e mortalitetit
spitalor pér grupet “on-off” ishte e krahasueshme (6.8 me
6.2% me p 0.39), pra sipas analizés sé regresionit logistik
multivariat, prezantimi “off hour” nuk ishte i lidhur né
ményré sinjifikante me mortalitetin spitalor. Faktorét
prediktiv té mortalitetit spitalor kishin té bénin me
moshén, sémundjen renale kronike, klasén Killip3/4 dhe
me vlerén e larté té CK né prezantim.
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Né njé studim retrospektiv cohort observacional né Kiné6
me 1594 pacienté me STEMI, 56.65% e pacientéve ishin
paragitur “off hour”. Nuk u vu re njé lidhje ndérmjet
kohés sé prezantimit dhe mortalitetit intraspitalor dhe
afatgjaté. Né njé analizé té subgrupeve u vu re njé lidhje
me mortalitetin afatgjaté né néngrupin me risk té larté
sipas pikezimit té riskut TIMIL. Njé mortalitet mé i larté
afatgjaté u vu re né grupin e prezantuar né “off hour” pér
pacientét me risk té larté, por jo pér pacientét me risk
té ulét né té moderuar sipas pikézimit TIMI. Pacientét e
paragitur “off hour” ishin pacienté qé kishin realizuar
mé tepér trombolizé, té cilét nuk u pérfshiné né studim
, pasi fibrinoliza bénte pjesé né kriteret pérjashtuese. Pas
analizés multivariate té regresionit u vu re njé lidhje né
ményré sinjifikante me pérgindjen mé té larté té MACE-
eve né pacientét e paraqitur “off hour”.

KONKLUZIONE

Koha e prezantimit né reanimacionin e kardiologjisé né
QSUT, né orarin zyrtar apo né orarin jozyrtar té punés té
pacientéve me STEMI nuk lidhej me diferenca statistikisht
té réndésishme né ecuriné klinike apo mortalitetin
afatshkurtér té pacientéve.

Mortaliteti i pacientéve me STEMI éshté i lidhur kryesisht
me severitetin e prezantimit klinik né ardhjen né CCU.

Objektivi réndésishém mbetet reduktimi i kohés totale té
ishemisé, si koha e varur nga pacienti dhe ajo e varur nga
sistemi shéndetésor.

REFERENCA

1. BorjaIbanez, Stefan James et al. 2017 ESC Guidelines for
the management of acute myocardial infarction in pa-
tients presenting with ST-segment elevation: The Task
Force for the management of acute myocardial infarc-
tion in patients presenting with ST-segment elevation
of the European Society of Cardiology (ESC), European
Heart Journal, Volume 39, Issue 2, 07 January 2018, Pag-
es 119-177, https:/ /doi.org/10.1093 /eurheartj/ehx393

2. Braunwald’s Heart Disease: A Textbook of Cardiovas-
cular Medicine, 2-Volume Set 12th Edition. Peter Libby,
Robert Bonow Hardcover ISBN: 9780323824675

3. Benoit Lattuca et al. On- Versus Off-Hours Presentation
and Mortality of ST-Segment Elevation Myocardial In-
farction Patients Treated With Primary Percutaneous
Coronary Intervention. JACC Cardiovasc Interv . 2019
Nov 25;12(22):2260-2268. doi: 10.1016/jjcin.2019.07.017.

Original scientific paper

Epub 2019 Oct 30

Manabu Ogita et al. Off-hours presentation does not
affect in-hospital mortality of Japanese patients with
acute myocardial infarction: J-MINUET substudy
(MD)a, J Cardiol. 2017 Dec;70(6):553-558. doi: 10.1016/j.
jicc.2017.05.006. Epub 2017 Jul 3.

Jin Geng et al. Outcomes of off- and on-hours admission
in ST-segment elevation myocardial infarction patients
undergoing primary percutaneous coronary interven-
tion A retrospective observational cohort study Medi-
cine (Baltimore). 2016 Jul; 95(27): e4093

Ruchira Glaser et al. Factors Associated With Poorer
Prognosis for Patients Undergoing Primary Percutane-
ous Coronary Intervention During Off-Hours Biology or
Systems Failure? JACC Cardiovasc Interv. 2008 Dec; 1(6):
681-688

Panayotis K. Vlachakis et al. Concerns for management
of STEMI patients in the COVID-19 era: a paradox phe-
nomenon. ] Thromb Thrombolysis. 2020; 50(4): 809-813

Peter ] McCartney, Colin Berry. Redefining successful
primary PCI Peter J. Eur Heart J Cardiovasc Imaging .
2019 Feb 1;20(2):133-135

279 | Medical Journal - MEDICUS

AN



L Original scientific paper J

K/TMHUYKUA KAPAKTEPUCTHRU 1 THJATHO3A HA ALK MYTALIUN
KAJ TAITMEHTH CO HECHTHOK/IETOUEH BEJTIOJPOBEH KAPLTHOM

Wpdan Ncmanmu', Anrena Jledpermocka!, Cumonusia llpenkoBa?, Marmanena borgaHoBcka-TomopoBcka®,
I'oppana IlerpymeBcka’

1J3Y YuuBep3uTeTCcKa KIMHKKA 3a IyJIMOJIOTHja 1 ajeprojoruja - Ckorje
?J3Y YHuBep3uTeTCKa KIMHMKA 3a pafiioTepamnyja u oHKonmoruja - Ckorje
SUHCTYMTYT 3a maTonoruja- Ckomje

Medicus 2022, Vol. 27 (3): 280-287
ABCTPAKT

KaptmHomot Ha Genute npo6oBHM MpecTaByBa HAjueCTUOT MPUUMHUTEN 3a CMPT TIOBP3aHa CO MajIuTHU OOIecTu BO
cBetoT. Orony 80-85% op cute GenonpobHN KaplMHOMU Ce Off TUTIOT HAa HECUTHOKJIeTOUeH OenofipobeH KapiiHOM
(HCKBK), monmeka okomy 15% oTraraaT Ha CUTHOKJIETOUHUTE KapLMHOMM Ha Oenute gpoboBu. Kaj HeCUTHOK/IETOUHUOT
KaplLMHOM, CKBAMO3HMOT KaplMHOM € 3acTrarieH co oKoiny 25-30%, kpynHokjaetodyHuor co 10-15%, mojeka Ha
afleHoKapLMHOMOT oTraraat okony 40% on HCKBK. I'pyma Ha rmalyeHTH coO HeCUTHOKIIeToUueH 6eopobeH KapLHOM
MMaaT TYMOpP KOj COIpP)KM MHBEpP3MWja BO XPOMO30OM 2 KOja Ce COCTOM Off jyKCTallo3WIMOHMpaH Ha 5 KpajoT off
eXMHOIEePMHUOT MUKpPOTYOY/T acorpaH npoterH 4 (EML4) red co 3’ KpajoT o] aHAI/IACTUYHUOT TMMQOoMa KMHAa3a reH
(ALK), pesyntupajku co HoBomobueH dysroHeH oHkoreH EML4-ALK. ALK mpeypenyBarba Ha reHOT WM TOOMEHUTE
(y3roHu mpoTeMHU MOKe Jla Cce JIeTeKTHpaaT BO TYMOPOCKHU IPUMEPOIM KOpUCTejKu (iiyopeciieHTHA WH CUTY
xubpunusanyja (FISH), umyHoxucroxemuja (IHC), peBep3Ha mommMMepasa TpaHCKPUIITa3a jJaHuaHa peakuyja Ha cDNA
(RT-PCR) wnu cnemHa reHepaiija Ha cekBeHLroHupame (NGS). Lemn: [a ce us3Bpum tectupame 3a ALK myTauuu
Kaj natenTn co nokaykan HCKBK co diyopeciieHTHa in situ xubpumarsaiudja 1 MMyHOXHCTOXeMUja. [la ce ompenat
KJIMHUKO TIaTOJIONIKUTE KapaKkTepucTuku Ha mnaiueHTuTe co HCKBK co u 6e3 nipeypenyBatbe Ha ALK. [la ce ytBpau
cTauyMoT Ha 6orecta ofpenieH co paauononika THM knacudwukaiyja kaj nampeHtTuTe co U 6e3 mpeypesyBame
Ha ALK. Matepujan u metogu: CTyaujaTa npecraByBa IMPOCIEKTUBHA CTy[Mja CIipoBefieHa Ha J3Y YHUBep3UTeTCKa
KJIMHMKA 3a [yJIMOJIOTHja U ajieprojioruja U VHCTUTYTOT 3a rnaTonoruja, MenuumuHcKy dakynTeT - CKollje BO Iepuro]l
on 1 roguHa. 3a onpenyBaibe Ha MyTaldja Ha ALK reHoT, TKUBHUTe ITpyuMepoLn bea obpabortenu co FISH 3a kou ce
Kopuctu ngentnuda JJHK mpoba. Pesynrature og ALK myTauumjata nobuenn co FISH meTtoma 6ea obpaboTeHu U co
MMYHOXHCTOXeMMCKa aHamu3a. Bo ctyaujarta bea 0o6paboTeHN U KITMHUUKY ITOAATOIN 3a TIAIIUeHTOT U Ofipe/lyBame Ha
cTaguyMoT Ha bomecta co paauoromka THM knacudukaumja (ompegerna co KT Ha rpafieH KoLl 1 MeUjacTUHYM CO
KoHTpacT). Pesynratu: Bo oBaa cTyfuja, ja nmpoileHuBMe mipeBasnieHiiata Ha ALK mpeypesyBame Koja ucto taka e 5 %.
OTKpuBMe JleKa ToMJIajiaTa Bo3pacT, IpefloMUHAlIM]ja Ha Hemymaunte u Oosiecta BO MOMOLHEKHUTE CTAIIUYMU Ce
CTATUCTUUKU Pa3/IMUHU MTOMery namueHTuTe co ALK-mipeypenyBame 1 6e3 ALK-TipeypenyBatbe Kajie IITO JOMUHHUpaaT
rocTapy nalueHT U nyuiauu. EneH of BrieyaT/IMBUTE HAOMUM Ha OBaa CTyauja e geka tymopure co ALK-TipeypenyBame
BO cuTe ciiydau 6ea off TUTIOT afjleHOKAPIIMHOM.

Knyunu 36opoBu: HCKEK, ALK, FISH, ITHC
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KapiiuHOMOT Ha OeniTe IpoOOBM MTPecTaByBa HajueCcTHOT
HPUUMHAUTENT 32 CMPT MOBP3aHa CO MaJIMTHU 0OIeCTH BO
cetot (1). MHIuzeHIjaTa Ha 6€IOIPOOHKMOT KapIMHOM
Bapupa 3aBUCHO Off TIONIOT U pacara. [IBojHO e moronema
Kaj Makd, MaKo BO TOC/IEHATE TOMHU ce 3a0efexyBa
3HAuMTeNleH Tajl Ha MHIU/IEHIIMjaTa Kaj MasKUTe, jofieKa
CTalKaTa Kaj >keHH Bo MocjiefiHaTa jielieHuja pacte. OKomy
80-85% op cute OemogpoOHM KapIMHOMHU Ce Off THIOT
Ha HecuUTHOK/IeToueH Oenmoppoben KapuuHom (HCKBK)
(2,3) , momeka okony 15% oTmaraat Ha CUTHOKIETOUHUTE
KapIMHOMH Ha 6euTe 1po0oBu. Kaj HECUTHOKIETOUHHOT
KapIIMHOM, CKBaMO3HMOT KapIIMHOM e 3acTaneH co
okony 25-30%, kpymHoknetouHuoT co 10-15%, momeka
Ha afieHoKapimHoMoT otmaraat okony 40% om HCKBK,
a HeroBaTa MHIWJEHI[ja pacTe BO MOBEKETO pa3BUEHU
semju. IlpubmkHO 85% OfI KapLUMHOMHTE Ha OeuTe
Ipo0oBU e Mpelu3BUKAHO Off MYLIEHETO, a OCTAHATUTE
ce MOBP3aHU cO (paKTOPU KaKo IITO Ce MHUBHU/YaTHATA
reHeTHKa, PajioHOT, a30ecToT ¥  U3JI0KeHOCTa
Ha 3arajiennor Bo3gyx (4). Iloseketo HCKBK ce
IWjarHOCTUIMpaaT BO HampenHa a3a, KIMHUYKU Ce
arpecBHY ¥ MMaaT BUCOK MeTacTaTCKu noTeHijast. Taxka,
HCKBK uma 7oiia mporHosa, HIpy LITO IIOTOJIeMHOT
Iiel ofi HOBOAMjarHOCTHI[MPAHWTe JIUI[A TpeKUBYBaaT
MIOMAJIKy Off eflHa TOiUHA, a TEeTrofIMIIHATA CTalKa Ha
npexuByBame e 16% ( 5 ). [lononHUTeNHO, ceramniHuTe
XeMOTepaIeBTCKY PeKMMHU MMaaT HicKa epukacHocT. Ha
mpuMep, narueHTuTe co HeTpetupad HanpegeH HCKBK
MMaaT IPOCEYHO MPeKUBYBatbe 07 7 Mecelly, 1ofieka OHre
TPeTHPaHH CO TEKOBHU PeKMMHU CO JIBOjHA XeMoTepaIuja
MMaaT TPOCEeYHO MpeKuBYyBame of 8 mo 12 mecenu.

Bo TeKOT Ha U3MUHATHUTE JleCeT TOJUHU, UHTEH3MBHOTO
UCTPa)KyBalbe Ha MeXaHU3MUTe Ha KaHIleporeHesa W
MaJIurHa rporpecuja oTkpu fieka ~ 140 renu ce usmeHetu
Kaj YOBEUKMTE MAJIMTHU 3a007yBama, (DYHKIMOHUPAjKU
Kako ,MyTal[ud Ha [BUraTen” KOM WHUIMpaaT MU
onpyBaaT MayurHutet (6). Jlojeka MoBeKeTO MajMrHU
TYMOPHU Ha Bo3pacHH Hocat 33-66 MyTaluy Ha JBUraTer,
NSCLC Hocat ~ 200 wmyTanmu, BepojaTHO Mopaau
HUBHOTO M0jaByBame BO T033/IMHA Ha W3JIOKEHOCT Ha
MyTareH ofi yaji of uurapu. He e u3HeHajlyBauku IITO
KapIMHOMOT Ha Oe/uTe IPO0OBU Kaj HeMylIaunTe NMaat
10 maty mOMaJIKy MyTalMM off OHKe Kaj myinauuTe (7). Bo
MOMEHTOB, HajMajJKy OCYMHAeceT pa3MuHU MyTaluu
Ha pauraren ce upgentudukyBanu Bo HCKBK (8). Taxka,
KapUUHOMUTE HeKoraml IJieflaHd KaKo BOOOMYaeHH
,TEHEPUUKM XUCTOJIOIIKM TUIIOBU" Ce CO MOJIeKy/lapHa
aHajM3a COCTaBeHW Off MHOTY TOTTUTIOBM CO C/TMYHU
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XUCTOJIOIIKY, HO Ppa3IMdHU MOJIEKYIapHU MeXaHU3MU
Ha KaHIleporeHe3a M MOMXHHM MOJQIUTETH HAa TpeTMaH
(9). Ha mpumep, reHCKUTe MyTallid Ha PEIENTOPOT Ha
ermziepmanied (akrop Ha pact (EGFR) ce Haoraar Bo
15-30% waj HCKBK um ce uHguKaiuja 3a Tepamuja cO
uHxuouTop Ha THposuH KuHasza (TKUO (10). Hekonky
MyTaluy, Kako 1mro ce myTanuute V60OE u G479A BRAF,
ce HaoraaT camo Kaj 1-3% om HCKBK u ce Tectupaar
nmopetko  (11). IloBeKeTo aKTVelHM MONEKYIapHU
TecTHpama ce HacoueH! KoH oTKpuBame Ha EGFR, KRAS
1 ALK myranmu Oupejku BeKe mocTojaT creluuyHu
tepaneBTcku pekumu 3a EGFR, BRAF u ALK myTtaruu (12).
Bp3 ocHoBa Ha Cco3HaHWjaTa 3a CUrHU(UKATHEH
ebekT Ha IleJHaTa Tepamuja BP3 NPEKUBYBAMETO W
KBAJIUTETOT Ha JKMBOT Ha OOMHUTE CO OermogpodeH
KapuuHoM (BK), Komerior Ha amepuKaHCKHUTe MaToNO3M,
WHTepHalMoHa/HaTa acolldjalidja 3a CTyIdja Ha
OenofipobeH KapiHOM, AcolfdjalyjaTa 3a MojeKyaapHa
nartomoruja ¥ KoHlleHsycoT Ha  MakeJOHCKOTO
PecrupaTopHO 37pyKeHue U 37IPYKeHUEeTO Ha MaTo03u
Ha MakefjoHMja TI'M aKypupaa CBOUTE MpeNopaKkud BO
OTHOC Ha UJMKalMKMTe M TIOCTafKaTa 3a MOJIeKypaaHO
TecTHpate Ha bonHuTe co BK (13,14,15).

m EGFR monekynapHo Tectpatbe Tpeba pyTHHCKH Jja ce
M3Bejie Kaj CUTe Tal[UeHTH o JIOKaKaH 0enopobeH
aJileHOKapLHOM. boHuTe He Tpeba fia ce MCKTyJeHH
0T MOKHOCTA 3a TecTUpame Ha 06a3a Ha KIMHUYKU
KapaKTepPUCTUKH.

m ALK moneKynapHO TecTHpame Tpeda /la ce KOPUCTH
3a cefieklyja Ha maiueHTd 3a ALK- Tapretupana TKI
Tepanuja Kaj cuTe C/iyJyad Ha TAIMEeHTH CO I0OKaKaH
OenompobeH afeHoKapIMHOM. bonHuTe He Tpeba fla
ce VCK/Ty4eHH Off MOJKHOCTa 3a TeCTHpatbe Ha 0a3a Ha
KJIMHWYKY KapaKTePUCTUKU.

m EGFR u ALK Ttectupame e mpernopayaHo U Kaj
aJIeHOKapILTHOMM U MeIlIaH! 0e7I0pOOHH KapIITHOMHU
co KomroHeHTa Ha afieHoKapiHoM, HCKBK, HCKBK
HOC.

B Bo nmumutupanu ciydau, EGFR u ALK TectupameTo
MOXKe Jla ce U3Belle ¥ Kaj APYyrd XMCTOMATONOIIKA
TUTIOBM (CKBaMO3eH M CHTHOKJIETOUEH KapI[MHOM),
Kajie aJileHOKApIMHOMCKaTa KOMIIOHEHTa He MOke
KOMIIIETHO []a Ce UCKITYUM, 3aBUCHO O KTMHUUKUTE
KapaKTepUCTUKM Ha OOMHHOT (OJIHOCHO Kora ce
paboTH 3a OOJIHM CO TIOMJTaZla BO3PACT, HEIyIlauMu)

m Kaj OenompobeH ajleHOKAapIMHOM —TECTHPAbEeTO
3a EGFR u ALK Tpeba ma MMa HpPHOPUTET Ipef
OCTaHATUTe MOMIeKy/IapHI OMOMapKepH.
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m MonekynapHo Tectupame 3a BRAF, RET, ERBB2
(HER2), KRAS u MET Bo MOMEHTOB He € UH/UIIUPAHO
Kako PYTMHCKa CaMOCTOjHA aHajM3a HAJ[BOP Off
KOHTEKCTOT Ha KTMHUUKOTO UCTUTYBate. CoofiBeTHO
e Jla ce BKIyYaT OBMEe aHA/IM3U Kako [iell Of
TIOrOJIeMUTE MaHe/ Iy 3a TeCTUPakbe U3BPLIEHU WX Ha
TIOUETOKOT UK Kora pyTHHCKUTe Tectupama EGER,
ALK 1 ROS1 ce HeraTuBHMU.

ALK.T'pynaHanmaiyeHTy coO HeCHTHOK/IETOUEeH 6e/10ipo0eH
KapIlMHOM HMMaaT TYMOD KOj COJPKH WHBep3Mja BO
XpOMO30M 2 KOja ce COCTOM Off jYKCTaro3UIMOHMPaH Ha
5" KpajoT off eXMHOJEePMHUOT MHKPOTYOY/l acolppaH
nporent 4 (EML4) ren co 3’ KpajoT ofj aHaIIaCTHIHHOT
nmuMcboMa KiuHa3a reH (ALK), pesyntupajku co HoBogob1eH
dysuonen onkored EML4-ALK. OBaa oHKoreHa ¢y3uoHa
npepacrpefenba ce TpaHchopMUpa/HacTaHyBa Kako in
Vitro Taka u in Vivo U mpeTcTaByBa 3HauyaeH KIMHUYKO-
natonomrky Man jen of HCKBK. Ce cpekaBa Kaj okomy
5% o HCKBK. (16) AktuBupameto Ha ALK e moBp3aHo co
Pa3sMHOKYBarbe Ha KJIeTKUTe U MHXMOUI[Hja Ha arloITo3a.
Tymopurouro cogpskat EML4-ALK by31oHeH oHROreH uimm
HEeroBH BapHjalliy ce KapaKTepU3MpaaT co CHelu(uyHun
KIMHUYKKA 0COOEHOCTH, BKJIYUMTESTHO U HETaTUBHA WJIH
KpaTKOTpajHa Tyllayka WCTOpMja, TOMJIajla BO3pacT
U aJIeHOKapIIMHOM CO CHHTeT MpPCTeH WIM aljiHapHa
XUCTONOTHja. ApaHKaHOT/Tipepacipe/ienioaTa Ha MyTalun
Ha ALK renot co EGFR u KRAS (17 ) ce Bo ronema Mepa
MHKOMIATHOMTHI. CKPMHHUHT 3a 0BOj (Dy3HOHEH reH Kaj
HCKEK e op ocobeHo 3Haueme oupejku ,ALK-mosuruBHm"
TYMOPU Ce BUCOKO CEH3UTHBHY Ha TapreTMpaHa Teparuja
co ALK wnxuburopu. Ilanmentu co HCKBK - craguym
IV Tpeba ma Ompar mpociefieHu 3a Ipepacipeienda Ha
ALK reH, He3aBUCHO Off CTOpHja Ha IIyIlele IUrapu.
MoneKkynapHu MCIUTYBala ce TIperopadyyBaaT U Kaj
HeTyIIayy co HampefiHaTa OeoipoOHa MamurHa O6onmect
Kako M Kaj cuTe xucronoimnku norTtunoBu Ha HCKBK.
TexuuxusapetexijaHaALKmyTanuu. ALKipeypesryBarma
Ha TeHOT WM JoOueHuTe (Py3UOHM MPOTEMHU MOXKe Jla
ce JeTeKTUpaaT BO TYMOPOCKU TPUMEPOI KOPUCTEjKU
dnyopeciienTHa WH  cuTy  xubpupmsanuja  (FISH),
umyHoxuctoxemuja  (IHC), peBepsHa  mommmepasa
TpaHCKpUIITa3a aHyaHa peakuyja Ha cDNA (RT-PCR) umm
clefiHa TeHepalja Ha cekBeHIoHMpame (NGS) (18,19).
Bo CAJI, FISH, IHC u NGS ce oiobpeH: KOMILIEMEHTapHH
TeXHUKM BO JIMjaTHOCCTHKaTa 3a ujeHTH(UKaluja Ha
ALK- mosutuBen HCKBK, mogexa Bo EBpomna IHC ro 3ema
TIPUMATOT BO ijarHocThKata Ha ALK mpepacrmpenenoara.
OnyopeciieHTHaTa WH  CUTy  XUOpHMAM3aldja e
MoJieKy/lapHa IUTOreHeTcKa MeTofla Koja OBO3MOKYBa
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JeTeKlMja Ha crelu(pHIHA CTPYKTYPHU ¥ HYMEPUUKU
XPOMO30MCKH abeparuu (amrmcpuRanmy,
TPAHC/IOKAIMK, — TIpeypeflyBama, (y3ud, Jeneruu),
BO IMTOJIOIIKA TPUMEPOIM WIM BO HapaduHCKH
TKUBHU TnpuMeponu. [lopagu BucCOKaTa CEH3UTHMBHOCT
u crnenuduunoct Ha FISH-meTopmaTa, momobpeHuTe
IPOTOKONM Ha XMOpUAM3alija, Kako M Op3MHaTa Co
Koja MOKe fa ce u3Bele aHaimm3aTa, FISH-meTtomarta
00e30eM 3HAUWTeNeH HAIpeIOK BO HCTPa)KyBameTo,
JMjarHo3aTa M TpOTHO3aTa Ha  XeMAaTOJOLIKUTE
HeOIUIa3MU UM CONUJJHUTE TYMOPM, MalMpame Ha T'eHd
WM UAeHTU(MKAIMja HA HOBU OHKOTEHW WJIM T€HeTCKH
abepaly IITO ce BKJIYYEHH BO KapIMHOTeHe3aTa
M MOXe [a Oujar Taprer 3a CHelu(UUIHUTEPAITUY.
MmyHoxucTOXeMKMCKaTa TeXHWKa 3a JeTekiuja Ha ALK
(y3MOHEeH MPOTEHMH ce W3BeyBa CO ABTOMATHU3UPAHO
MMYHOXMCTOXeMHCKO Ooeme Ha amapar BENCHMARK
GX KopuCTejKM MOHOKJIOHATHO aHTUTeno0 U Ventana
(DSF3) CDx RMT 3a JeTeKl[Mja - BU3yalu3alidja Ha
Bp3aHoTO aHuTes0.Ventana BanchMark GX mpetcraByBa
MHCTPYMEHT Off HajHOBaTa reHepaljdja 3a aBTOMATCKO
TMO/ITOTBYBabe M 0OOeme Ha TKMBATAa, UMM  IJIABHU
KapaKTepPUCTUKU CeKBaJIUTET, (hnekcubUIHOCT,
CUTYPHOCT W ITPOJIYKTUBHOCT.

['mo6asHo, 60/THUTE €O HAMpegHaT Oe/10IPOOeH KapIMHOM
MMaar JIoNia MPOrHO3a W CPEHO MpeKuByBame 710 1
roguHa. Cenak, oHue O0THY Kaj KoM KapLIHHOMOT € HOCHTEJT
Ha ofipefieHH CHelU(UUHA OHKOreHW abeparuu Co
3rojieMeHa THPO3MH KMHA3HA aKTMBHOCT (KAKO Ha ITpUMep
mytanmute Ha EGFR, ALK u ROS1 renute), ocobeHo Kaj
0eofipoOHUTE aIeHOKAPIIMHOMHY, L[eTHUTe UHXUOUTOPH
Ha THpo3uH KuHasara (TKI) oBo3MoKyBaaT 3HAUMTETHO
TMofI00pYBame Ha MPEKUBYBalbeTO0 M KBAIUTETOT Ha
*uBOT.Bo nuTeparypaTa u coBpeMeHUTe BOJIMYM BeKe ce
eTabnupany eeKTUTe Ha KPU3OTUHKO (IIPBOreHePaICKU
ALK wuHxubutop), aneKTMHMO M IepPUTUHHO (BTOpa
reHepanuuja). Ilo wupenTudukanmjata Ha ¢ysujata
Ha EML4-ALK, 3amouyna morparata Mo ed)eKTHBHU
MHXHOUTOPHU CO KIIMHUYKM aITUKAIUHU. [[pBUOT KITMHUYKH
KopuceH uHXuOMTOp € PF-2341066 (Kpu3oTuHHO), CO
IIMpoKa yroTpeba 3a jekyBame Ha ALK mosutuBHK
nanumentd (20,21). KpusoTuHuO MHAyIMpa KOHTPONIEH
NYHKT Ha KJIETOUHMOT IMKIyc Ha asara GI/S wu
amonrto3a Kaj AJIK-mpeypegyBame MO3WTHBHM, HO He
M HeraTMBHM MUMGOMHU KIeTKH. EmHO om mpBure
rojieMd MCIUTYBama IITO ja MCIUTYBana eMKacHOCTa
Ha KpPU30TUHUO OWIa MYATHIIEHTPUYHO WCIIUTYBAIbe
Ha 82 mosutuBHM Hampemuu HCKBK co mpeypemyBame
Ha ALK. BkynHara cranka Ha onrosop ounma 57% co 46
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MOTBpAieHM TIapliujajHd OfITOBOPH U efieH MOTBpJieH
1iefioceH orosop. JIBaecer u cemym (33%) manyeHTH
uMmasie crabumHa OonmecT. ABTOpWTe —3aKayuWja JieKa
TPETMAHOT CO KPU30TUHUO PEe3yITHpa CO HaMalyBambe
Ha TYMOpOT Kaj moBeKeToALK-no3utuBHunmaiyseTu( 22).
Bo efHa moforHeKHa CTY/IHja, TPETMAHOT CO KpU30THHIO
OMI0 criopefieHo €O XeMoTepamnujaTa oOff BTOpa JIMHHUja
(23). Crankara Ha oproBop Ommaa 65% Bo rpymara co
Kpu3otuHuO U 19,5% Bo rpymara co BTOpa JMHHMja Ha
xeMmoTepanuja. [laieHTUTe KoM IpUMajie KPU3OTHHUO
NpujaBuie TOTONIeMO MOfI00pyBame Ha KBAIUTETOT Ha
JKMBOTOT U HaMaJIyBarbe Ha CUMITTOMKTE BO CIOpefioa co
rpynara co xemoTepanuja. Kpusotunu6 Geme ofobpeHa
ofi FDA Ha 26 aBryct 2011 roguHa - ipBa epcoHaM3upaHa
teparmuja Kaj ALK mosutuBam HCKBK (24). Bupejku
OTIIOPHOCTA Ce jaByBa Kaj MOBEKeTo MallieHTH TPeTUPaHu
CO KPUT30TUHHO, HAIpaBeHH Ce HAIOpH Jla Ce pa3BHjaT
ALK vHX1OMTOPH KOM ja HaJ]MMHYBaaT OBaape3nCTeHIIHja.
Taka, nexkor AnektuHuO (BroporeHepamucku ALK
UHXUOKMTOD) Oemie ofgobpeH Bo Jamonuja Bo jymu 2014
rogvHa 3a TpeTMaH Ha ALK mosuTHBeH, Heu3sBeceH,
Hanpenen umu pekypeHreH HCKBK. bemre opmoOpen
u Bo CAJl om ®JIA Bo mexkemBpu 2015 roguHa 3a
JIeKyBale Ha TanueHTH co HampefieH ALK-mosutyBen
HCKBK Rora umamie BJolIyBame Ha OormecTa M IOMa
oxgroBop co kpusotunu6 (Xalkori). Mcroraka ciepemre
yCrIoBHO ofiobpeHue of EBporickaTa areHiuja 3a 1eKOBU
Bo eBpyapu 2017 romuHa 3a HUCTUTE WMHIUKAIUK
(25). OpobpenujaTa Oea 3a0CHOBaHM TIJIaBHO Ha JIBe
ucrurtyBama: Bo Jamonuwja casa I-II ucrmryBame, mo
npuOmKHO 2 roauHu, 19,6% o1 manueHTHTe IIOCTUTHATIE
11e/10CEH O7Ir0BOP, @ 2-TO/IMIITHATA CTAITKA Ha TPE;KUBYBakbe
0e3 mporpecuja oua 76% (26). Bo dreBpyapu 2016 ropuHa,
crynujata J-Anekc dasa IlI, ciopeayBajku ro aneKTHHHO
CO KpW30TMHMO, OWIa paHO MpeKWHaTa 3aToa IITO
NpUBpeMeHaTa aHa/n3a MOKaKasla JjeKa peKUBYBabeTo
0e3 mporpecuja e mogonr co anekTuHuo (27). Bo HoemBpu
2017 roguna, ®JJA ro omobpuna AneKTHHHO 3a TpeTMaH
BO TMpBa JMHMja Ha maiueHTd co ALK-mosutueH
METacTaTCKU KapIluHOM Ha Oenmute apo6o6oBu, HCKBK.
OBa OmI0 3a0cHOBaHO Ha cTyaujata J-Anekc dasa III,
CTIope/TyBajKu To o Kpu30THHUO (28).

LEJIH

1. Jla ce wu3Bpmm Tectupame 3a AJIK myramum xaj
namuent co gokaxkan HCKBK co dayopecientHa in
situ xubpupusanuja (FISH) 1 umyHoxucToxeMuja

2. [laceoppefaT KIMHUKO NAaTOMOIIKUTE KAPAKTePUCTUKH
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Ha nanuentute co HCKBK co u 6e3 npeypenysame Ha
ALK.

3 Jla ce yTBpaM cTaguyMOT Ha 0Oojecta oOpefeH CO
paguosomka THM knacuduxanuja kaj manupeHTHTe €O
1 0e3 mpeypeyBame Ha ALK.

MATEPHJAJT U METOIH

Crymujata mpecTaByBa IPOCTHeKTHBHA  CTyAuja
cripoBeleHa Ha J3Y VYHuBep3uTeTCKa KIMHMKA 3a
NyIMOJIOTHja W ajeprosiordja ¥ VHCTUTYTOT 3a
naTonoruja, MenguuuHcku daryntet - CKoIlje Bo mepuof,
on 1 roguHa. Bo crynujaTa Oea BKiIyyeHH BKyIHO 80
nanueHTy. Kaj curte manueHTH 3eMeHy ce TIPUMEPOLH O
TKUBO 0] O¥oTICKja Ha OenuTe ApoboBH (OpOHXOOKOIICH]a
WIM TpaHCTOpaKaiHa Ouorcuja) Ha J3Y YHUBep3uTeTCcKa
KIMHMKa  3a  MyIMOJOrMja M aJieprojioruja.
[lujarnosata u Tunm3anujata Ha HCKBK Geme moTBpaeHa
CO XWCTOMATOJONIKA AHAJN3a Ha JO0OMEHOTO TKUBO.
HampaBeHu ce reHeTCKM U XMCTONATOMOIIKY aHAIM3U Ha
MaTepujajioT Bo MHCTUTYTOT 3a maTosnoruja, Jlaboparopuja
3a MOJIeKy/lapHa TaTo/orkja U eKcriepuMeHTanlHa reHcKa
Tepanmuja. Bo crymujaTa Oea BKIyYEHH MPUMEPOLH Off
TKIBO of 80 xucronomku aujarHoctuiupan HCKDBK.
MMKpPOCKOTICKHOT ~ ONMUC  BKAyUyBa  JedUHUpame
Ha XMUCTOJMOIIKMOT TUI HAa TYMOPOT W CTeNeHOT Ha
XMCTONTONIKA udhepeHIujaluja

3a onpenyBame Ha MyTanuja Ha ALK reHoT, TKMBHMTe
npuMepou 6ea obOpaborenn co FISH 3a kom ce
kopuctu upeHtuyHa JIHK mpobGa. KomepuujanHute
,break apart probes“ (Abbott Molecular Probes, Abbott
Park, IL) ce cocrojat of ABe pa3aMUHO 00OEHH MPOOH
(conm). Kaj HeapaHKMpaHU KJIETKM L[pBeHaTa U 3ejieHa
npoba pesylTupaaT co KONT ((py3roHeH) curHad Bo
npepacnpenenbara Ha ALK, oBue mpobu ce oiBoeHH U
0JTBOjYBAbETO Ha I[PBEHUOT U 3eJIeH CUTHAJI € eBUIEHTHO.

Pesynratute o ALK myTanujata goouenu co FISH meToza
0ea 00pabOTEHU M CO MMYHOXMCTOXEMMCKA aHA/IN3a.

JIMyHOXHCTOXEMHUCKA JIeTeKIIMja Oeliie H3Be/ieHa BO ariapar
3a aBTOMATH3MpaHa MMYHOXHcToXeMuja, Benchmark GX
koj Kopuct VENTANA ALK (D5F3) CDx MOHOKIOHaIHO
TIPUMApHO aHTHUTENO Koe ce Bp3yBa 3a AJIK Bo menoBu co
TKUBO BIPajieH! Co TlapaguH.

Bo cryaujata 6ea 0o0paboTeHM M KIMHAYKHM MOJATOLM 3a
TMALUEeHTOT U OfipeNlyBame Ha CTAJUYMOT Ha OoyiecTa co
paguonomka THM knacudukaiuja (ogpemena co KT Ha
TpajieH KOl ¥ MeIHjaCTUHYM CO KOHTPACT)
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PE3Y/ITATH!

Bo poceramHuoT TeK Ha cCTygujaTa BKaydeHu ce 80
MaleHTd, KOM T'M HUCIONHMja CUTe BKJIYYYBAYKU U
HUTY eJieH Of MCK/Ty4yBaukuTe KPUTEPUYMU, HA KOU
ZeTajiHO MM Oelile objacHeTa CTy/MjaTa, HUBHHUTE MPaBa U
00BPCKY 1 KO CBOEBOJTHO T'0 TIOTMHINAa (hopMyapoT 3a
MH(OpMUparbe U COTTaCHOCT.

Opn Brnyuenute 80 maly@eHTH, IOrOIEMUOT OPOj Ce MasKH:
65 (81,25%), momeka OpojoT Ha BKIIVUEHHTe KeHH e 15
(18,75 %). [lamuenTtuTe ce Ha Bo3pacT of 38 o0 82 roguny,
CO CpefiHa BpeIHOCT Ha Bo3pacTa of 62,2 rouxu. Criopef
cpefiHaTa BO3pacT MOMYy/AalMjaTa MOTMara Bo TpynaTa Ha
paborocrocoOoHo HaceneHue. BospacHara mucTpuoOyIMja
e MpeJloMMHaHTHA BO Bo3pacHaTa rpyma of 57 jo 68 rof.
[lomenbaTa criopey; MyNIEUKUOT CTATyC, KAaKO JOKa)KaH
TPUUMHAUTE Ha Oe/T0IPOOHH MalUurHOMH,12 TaleHTy ce
Henymaun (15%), Jomeka moroaeMuoT 6poj 68 ce mymraun
(85%).

Cnopen, TNM knacudukaiyjata, JIOMHHHMpA CTagUyM
IV co 46 ucnuranuim (57,5%), noroa craguym IIIB Bo
Koj Oea 20 mcrmranuny (25%), moroa craguy IIIA co 9
ucruranuny (11,25%) u craguym 1B co 5 ucnutaHuim
(6,25%) (I'pacburoH 1),

TNM knacudmuraumja Ha Bonecra
46
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I'padukon 1. TNM knacudukaiyja Ha Oonecta

Kaj mcnuraHuiuTe AOMHHHpa aJeHOKApLUHOMOT, T.e.
3acTareH e Kaj 47 uciuranuiy (58,75%), motoa cjeyBaar
CKBaMO3eH KapuHoM Kaj 19 wucruranuiy (23,75%)
ageHockamoseH 4 ucrmranunu (5%) u NSCLC kaj 10
ucnutanui (12,5%) (pacdukoH 2)
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MUCToONOWKA KNacKupUKauMja Ha ManUrHoOmMoOT

47

19
_ 10
4 ' .
= ’
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I'padukon 2. Xucromomka KimacuduKaiyja Ha
MaJTATHOMOT
XUCTOMATONOIIKA ~ Kaj ~ BKJIYYeHWTe  MCTIUTAHUIU

nomuHupaaT ALK HeraTWBHMUTe MaqUrHOMU Kaj 75
npumepoiu (93,75%), mogeka ALK nmosutusuu IHC / FISH
ce 4 npumepouu (5%), momeka 1 mpumepok (1,25%) op
MaiMrHoTo TKUBO e ALK nosuruseH IHC / Heratusen FISH
(C'pacduroH 3).

Xuctonatonowka nogenba cnopes ALK

ALK noawtueer IHC / FISH Fil

ALK nozutmeen IHC / weratueen FISH | 1

ALK Heratubed

B 5

I'pachukon 3. Xucromaronomika mogienoa criope ALK

KnvHKMKoNaToONMONIKUTe KapaKTepPUCTUKU Ha Mal[eHTHTe
co HCKBK co ALK mpeypenyBambe 1 0e3 ALK mpeypefyBare
ce wiyctpupann Bo Tabema 1. Cmopenm pesynratute
naiueHtute co ALK mpeypenyBambe ce moMiaziu, moroaem
Opoj ce Hemyliaud ¥ craraaT BO XUCTOJOIIKM THII -
afleHoKapiMHoMu . 3auyayBauku, ALK -mpeypemenute
TYMODH CUTe Ce TpeTcTaBeHu Bo cTafuym IV, Bo ofiHOC Ha
ocranatute HCKBK. Kopucrejku BoobMuaeHo KOPHCTEHO
KOMepLjaHo JocTanHo aHTuTeso 3a ALK u crangapaau
TeXHUKH, oTKpuBMe jeka IHC e cneruduuen, HO He
€ UyBCTBUTEJIeH 3a OTKpUBawme Ha IpeypeyBamba
Ha ALK mery cnyuaute norBpaenu co FISH, nmpeypenenu
co ALK (ce cmeTa 3a ,,31aTeH cTaHzapy” 3a oBaa aHa/In3a),
co IHC - 5 cryuam 6ea ALK +, mopeka co FISH camo 4.
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Bkymes 6poj Ha ciyuan | 5 75
[lon

Mauku 4 61
Kencku 1 14
Bospacr

CpepHa Bo3pact 50 62
[lymeuku cratyc

[ymrauu 2 66
Hemnylauu 3 9
XUCTOMOMIKY TUIT

AJleHOKapI[HOM 5 42
CBamo3eH / 19
AleHOCKBaMO3eH / 4
HCKBK / 10
Crapmuym ( TNM)

1B / 5
1A / 9
1B / 20
v 5 4
Tectupame

FISH 4 86
[HC 5 85

Tabena 1. KIMHMKOMATONOIIKM KapaKTePUCTUKM Ha
HCKBK co ALK - mpeypenyBambe 1 0e3 ALK - mpeypeyBarbe

JUCKYCHJA

®ysujata EML4-ALK HeomamHa Oele upeHTH(pMKYBaHa
KaKo HOBa MOJIeKy/apHa aOHOPMaJHOCT Kaj 5% off
OenoppoOHKUTEe afieHOKapIMHOMUH. Bo oBaa cTymuja,
ja mpomeHuBMe mpeBaneHiata Ha ALK mpeypenmyBame
Koja MCTO Taka e 5 %. OTKpuBMe J[ieKa IIOMJIafiaTa
BO3pACT, MpeJOMUHAIMja HA HeMyIlauuTe U OojecTa
BO MOJIOIHEKHUTE CTAJUYMK C€ CTATUCTUYKU Pa3IndHU
noMmery mamuenTtute co ALK -mpeypemyBame u  06e3
ALK-ipeypenyBame Kaje LITO JOMUHMpPaaT MOCTapu
MalyeHT ¥ Tymavyd. EfeH off BnevyaTMBUTE HAOU Ha
0Baa CTyaMja e fieka Tymopute co ALK-mipeypenyBame Bo
cuTe cydyau Oea off TUIOT afeHoKapiuHoM. Co mojaBaTa
Ha MOJIEKYJIapHO HacOueHW Tepamnuy, pasyMHO e Jla ce
HPETIIOCTaBY JieKa MHOrY, a Mokebu u cute, HCKBK Ke
oupar mperneganu 3a mpeypenyBame Ha ALK. Co ormep
Ha orpoMHuoT Opoj ciydan Ha HCKBK u penatuBHaTa
PETKOCT Ha OBaa reHeTCKa MpOMeHa, CeKoja CKPUHUHT
npolefiypa ke Tpeba ja Oujie MHOTY YYBCTBMTEJIHA,
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crienuyHa, PENpOJYKTMBHA M HUCIUIaTiMBa. Hamieto
MCKYCTBO VKa)KyBa Ha moTpebaTa 3a ToeeKTHBHU
NIMjarHOCTHYKH ITPOLIETYPHU Off OHUe 1ITTO cera mocTojaT. ['n
npersieflaBMe CUTe Halld C/yyaud 3a [peype/yBaibe
Ha ALK op crpana Ha FISH, kopucTejku KomepiujaaHo
JOCTalleH CeT Ha COHJM. 3a MOBEKeTO C/Iy4ya, HUCTO
Taka HampaBuBMe CKpuHUMHT 3a ALK mpeypenyBame of
crpaia Ha IHC. Kopucrejku BooOHMUaeHO KOPHCTEHO
KOMepIIMjaiHO JiocTarHo aHTUTesno 3a ALK u crangapanu
TeXHUKH, OTKpuBMe fieka IHC e cmermduyeH, HO He
€ UyBCTBUTeJIeH 3a OTKpUBalme Ha IpeypeayBamba
Ha ALK mery cnyuauTe norspaenu co FISH, npeypenenu
co ALK (ce cmeTa 3a ,,371aTeH cTaHgapA” 3a 0Baa aHajn3a).
CxkpuHuHTOT 3a 0BOj (py3moHeH reH Kaj HCKBK e op
0co0eHO 3Hauemwe oupejku ,,ALK-mo3utuBHI" TyMOpH ce
BMCOKO CEH3UTHBHM Ha TapreTupaHa Tepamuja co ALK
MHXHOUTOPHU. 3a MaIlMeHTH CO JIOKATHO HAampe/iHa boriecT,
TPETMAHOOT € HACOUEH KOH COOJIBETHO H/IeHTU(HKYBambe
Ha TMAalMeHTH KOM HajMHOTY Ke WMaaT KOPHUCT Off
pecekivja 3ae[JHO CO XeMOTepalnuja U pajuoTepanija..
Bo nureparypaTa M coBpeMeHHUTe BOJMUYM BeKe ce
eTa0mpaHy eheKTHTe Ha KPU30THHUO (TpBOreHepaIiCcKu
ALK wunxuOutop), anmeKTMHHO M IEepUTHHHO (BTOpa
reHepaluyja) KoM  OBO3MOKYBAaT  3HAUMTEJTHO
noyio0pyBame Ha TPEeKUBYBAMETO M KBAIMTETOT Ha
#uBoT. Co oTKpuBameTo Ha ALK mpeypemyBamara BO
HCKDB (29), 6pojor Ha moTeHLja/IHK MALeHTH KoM OU
MOJKeJIe Jla MIMaaT KOPUCT Off TAKBUTE JIEKOBU JJPACTUYHO
ce srofiemu. OBHe TAl[eHTH OOWYHO Ce TIPUCYTHHU BO
morHuTe (hasy KoM He ce TOJIOKHM Ha XMpYpIIKa
peceKliija M 3aToa ce KaHAMAATH 3a arpecuBHU U
HOBU XeMOTepaneBTCKU peXUMU KOM IO TapreTupaar
mytupaHuoT ALK mpoTteun. Taka, BaskHO e [ja ce IIOJUrHe
COMHEK 3a MO;KHOCTA 3a IipeypefiyBatbe Ha ALK Bp3 ocHoBa
Ha YHUKATHUTE KIMHWYKO-TIATOJIOIKY KapaKTePUCTUKY U
ma ce ugentudukyBaar ALK -mpeypenmenure Tymopu co
nBojHo Tectupame co IHC u FISH.

YHUKaTHUTe  KJIMHUKOMATOMONIKA  KapaKTepUCTUKU
Ha MJTa[[UTe MAIMEeHTH CO aJIeHOKApIMHOM Ha OenmuTe
TpoOOBH ja MOJIP;KYBAAT BePOjaTHOCTA JleKa MpHYMHATA
3a aJIeHOKApIIMHOM Ha MJIajla BO3pacT MOKe 7a bupe
MOBp3aHa CO TeHeTCKa MOJIOKHOCT WM W3JI0KEHOCT
Ha KaHI[epOreHd Off OKOJIMHATa, OCBeH aKTUBHOTO
nyniere. IMa HeKOJIKY U3BellTau 3a FeHeTCKUTe IPOMeH!
Kaj M/IaJM TalyeHTH co 0eoapoOeH afieHOKapIMHOM
(30). 3romemyBarme WM 3aCHIYBAaie HAa BHUCOKO HMBO
BO JIONTMOT Kpak Ha Xxpomo3oMoT 20 ce 3abenexkaHu
TI0YECTO U MOKe Jia OMZIaT BasKHH BO TYMOpOreHe3ara Ha
0e/of[pOOHMOT afieHOKApI[MHOM Ha M/IajjaTa BO3pacHa
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rpyma (31).

3AKJIYYOK

ALK mosutuBHUTE 0€0JpOOHM aJileHOKApIMHOMU Kaj
MOMJIaJIUTe TAIMEHTH TIOKAKYBaaT KapaKTepUCTUIHU
KIMHUYKO TATO/MONIKMA KapaKTePUCTUKUA KaKo IITO ce
TOMUHAIMja HAa Maku W HeNyllauyd ¥ MOJoIHekeH
craiuyM Ha Oomecta. IIpeypemyBamero Ha ALK Kaj
aJleHOKapI[MHOM Ha OefuTe IPoOOBM Ha MIajja BO3pacT
Tpeba /la ce eBajyupa MPeKy TojieMH aHA/IW3HU, a JIPyrd
reHeTCKM abHOPMATHOCTH Tpeba Jla ce MCPaKyBaaT IITO
01 OWJT0 MHOTY KOPHCHO 32 TPETMAHOT Ha MJTa/Iv Mal[UeHTH
KOM CTpajjaaT ofi Oeofipo0eH afleHOKApIMHOM.  3a
COMHUTEJTHUTE CJTyJau, Tpeda Jia ce 3eMe MpeJBU/I BOJHO
mMjarHocTuKo Tectupame, co FISH u IHC 3a mperusHo
7a ce uieHTU(UKYBaaT 6e10POOHUTE ajleHOKaPIIHHOMHU
co ALK nipeypenyBambe.
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ECURIA 1-VJECARE E ANGIOPLASTIKES PERKUTANE NE STENOZE
KRITIKE TE TRUNGUT KOMUN NE NJE QENDER TERCIARE.

Armand Gjana', Besa Delishi!, Elvis Pavli!, Artan Kristo', Alban Dibra'

1Sherbimi i Kardiologjise II, QSU “Nene Tereza”, Tirane, Albania

Medicus 2022, Vol. 27 (3): 288-294
ABSTRAKT

Perkundrejt rruges tradicionale te trajtimit te semundjes se trungut komun me by-pass aorto-koronar (CABG), ne
vitet e fundit te dhenat e perfituara nga studime te shume tregojne se trajtimi me angioplastike perkutane eshte
nje alternative e e arsyeshme vecanerisht ne pacientet me kompleksitet anatomik me risk te ulet. Ne ndermorem
nje studim observues prospektiv te angioplastikes perkutane ne pacientet me semundje te trungut komun.

Objektivi: Studimi i ecurise klinike dhe angiografike 1-vjecare ne trajtimin e semundjes se trungut komun me
angioplastike perkutane dhe evidentimi i faktoreve parashikues te ngjarjeve madhore te pafavorshme.

Metoda: Ne studiuam 92 pacienté gé iu nénshtruan PCI te LMCA midis majit 2019-janar 2022. Ne mblodhém té
dhéna klinike né 1, 6 dhe 12 muaj. Pacientét u planifikuan t'i nénshtroheshin njé koronarografie kontrolli né 6
muaj. Endpointi primar ishte shfagja e njé ngjarjeje té padéshiruar madhore - njé pérbérje vdekjeje, aksident
cerebrovaskular (CVA), infarkt miokardi jofatal (MI), rivaskularizimi i lezionit té synuar - né 1 muaj, 6 muaj dhe 12
muaj. Endpoint sekondar ishin: Incidenca e ristenozés angiografike ne LMCA konstatuar me angiografi koronare.

Resultatet: Endpointi primar ndodhi né 2.3% té pacientéve né 6 muaj dhe né 7.7% té pacientéve né 12 muaj. Incidenca
e MI jofatal dhe vdekjes kardiake gjaté 6 muajve ishte pérkatésisht 1.1%. Gjaté 12 muajve, incidenca e vdekjes nga
cdo shkak ishte 5.2%, vdekja kardiake 2.5% dhe rivaskularizimi i lezionit target 2.5%. Asnjé CVA nuk u raportua
gjaté ndjekjes 6- dhe 12-mujore. Faktorét parashikues té pavarur té vdekshmeérisé ishin fraksioni i ejeksionit (EF)
<40%, arteriopatia periferike dhe malinjiteti. EF i ulét ishte gjithashtu njé faktor parashikues i pavarur i ngjarjeve
té padéshiruara madhore. Endpointi sekondar ndodhi né 3.3% té rasteve. Faktori i vetém parashikues i ristenozés
intrastente ishte teknika “mini crush”.

Konkluzioni: Trajtimi i semundjes se trungut komun me angioplastike perkutane eshte njé alternativé efektive e
arsyeshme me njé incidencé té ulét té ngjarjeve madhore té pafavorshme gjaté ndjekjes 1 vjecare.

HYRJE teknologjik, trajtimit farmakologjik dhe perfeksionimit
te vazhdueshem te teknikave te trajtimit dhe rritjes
se ekspertizes, studime te shumta kane treguar se
revaskularizimi me angioplastike perkutane ofron nje
alternative te arsyeshme dhe efektive. Ne ndermorem nje
studim prospektiv observues mbi ecurine 12 mujore ne
trajtimin e semundjes se trungut komun me angioplastike
perkutane ne gendren tone spitalore.

Ne grupin e pacienteve me semundje te arterieve
koronare, stenoza kritike e trungut komun perben
rreth 6% te tyre [1] dhe, per shkak te eventualitetit
potencial per komplikacione madhore paraget nje sfide
te rendesishme persa i perket trajtimit. Tradicionalisht,
rruga standarte ka gene revaskularizimi kirurgjikal me
bypass aorto-koronar. Ne vitet e fundit, fale avancimit
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METODA
Pershkrimi i studimit

Ky éshté njé studim observues, prospektiv, unicentrik
qé pérfshin pacienté me sémundje té trunkut komun
trajtuar me angioplastiké koronare perkutane me stent
né shérbimin e Kardiologjisé II né Qendrén Spitalore
Universitare “Néné Tereza”, Tirané.

Popullata ne studim

Ne studim u perfshine nje total prej 92 pacientesh
konsekutive me semundje te trungut komun te trajtuar
me angioplastike perkutane ne periudhen maj 2019-janar
2022. Vendimi per zgjedhjen e angioplastikes perkutane si
menyre e trajtimit, u mor nga mjeku operator ne vartesi
te te dhenave klinike dhe hemodinamike te pacientit
dhe kompleksitetit anatomik te arterieve koronare. U
perjashtuan nga studimi pacientet qe kane kryer me
pare PCI te trungut ose CABG. Te gjithe te semureve ju
mor konsent i informuar para perfshirjes ne studim. Té
dhénat ne lidhje me prezantimin klinik dhe proceduren
u morén népérmjet anamnezés sé pacientit, kartelés
klinike, dhe koronarografise. Koronarografia u analizua
nga i njéjti operator dhe u llogarit syntax score duke
pérdorur kalkulator online http://syntaxscore.org/. Té
gjithé pacientét u planifikuan per te kryer koronarografi
kontrolli pas te pakten 6 muajsh. Vlerésimi i ecurisé
klinike té pacientéve u realizua népérmjet komunikimit
telefonik me to ose familjarét e tyre.

Endpointet

Endpoiti primar: Ndodhia e njé ngjarje madhore
té  pafavorshme (kompoziti i vdekjes, aksidenti
cerebrovaskular, infarkti i miokardit jo fatal,
revaskularizim i lezionit target) 1 muaj, 6 muaj dhe 1 vit
pas procedurés sé revaskularizimit perkutan té trunkut
komun.

Endpointi sekondar: Incidenca e ristenozés angiografike
né koronarografiné e rikontrollit né regjonin e trunkut
komun.

Perkufizimet

Pekufizimet u kryen sipas “Standardized End Point
Definitions for Coronary Intervention Trials: The
Academic Research Consortium-2 Consensus Document,”
[2]. Infakti akut i miokardit u perkufizua sipas “Fourth
Universal Definition of Myocardial Infarction,” [4].
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Analiza statistikore.

Té dhénat nga kartelat u hodhén né database SPSS.
Né analizén statistikore té té dhénave té pérftuara u
pérfshiné disa variabla té cilét u pérkufizuan si méposhté:

Mosha né analizén e té dhénave u konsiderua si variabél
sasior i vazhdueshém , variablat e vazhdueshém jané
testuar nga Wald [12 test.

Gjinia, né analizén e té dhénave u konsiderua si njé
variabél binar (femér/mashkull)

Diagnoza né analizén e té dhénave u konsiderua si njé
variabél diskret, nominal. Paragitja e té dhénave u
krye mé ané té tabelave dhe figurave té shogéruara me
shpjegimin pérkateés.

U krye analiza deksriptive: Mesatarja, frekuenca, dhe
pérgindja éshté dhéné pér cdo té dhéné. U realizua
korrelacioni pér té paré lidhjen midis variablave. Chi-
Square test dhe Fisher exact test jané pérdorur pér
té krahasuar proporcionin si dhe pér testuar lidhjen
e variablave sociodemografik dhe faktoréve té riskut
dhe diganozén. Krahasimet ndérmjet variablave té
vazhdueshém jané analizuar duke pérdorur testet jo-
parametrike (Mann-Whitney, t-test).

Regresioni logjistik binar u pérdor pér vlerésimin
e lidhjes (shogérimit) mes grupeve té studimit dhe
karakteristikave apo faktoréve té rrezikut. Fillimisht u
llogaritén vlerat bruto (té pa axhustuara) té raportit té
gjasave (OR), intervalet e besimit 95% (95% CI) dhe vlerat
pérkatése té sinjifikancés (pérfillshmérisé) statistikore.

Mé pas, u llogaritén vlerat e axhustuara té raportit té
gjasave sipas modeleve té regresionit logjistik multivariat.
Testi Hosmer-Lemesho u pérdor pér té verifikuar
supozimet e té gjitha modeleve té regresionit logjistik
multivariat.

Vlerat mé té vogla se 0.05 jané konsideruara statistikisht
sinjifikative. Paketa statistikore SPSS version 20.0 u
pérdor pér analizimin e té dhénave té marra.

REZULTATET
Te dhenat demografike.

Te dhenat demografike te pacienteve paragiten ne Table
1

Ne studim u perfshine nje total prej 92 pacientesh. Mosha
mesatare ishte 66.83+9.64. Meshkuj ishin 78 ( 84.8 %)
dhe femra 14 (15.2 %). 27.2% (25/92) e pacientéve kishin
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reduktim sever té fraksionit té ejeksionit té ventrikulit
té majté (EF VM<40%), 29.3% (27/92) e pacientéve kishin
reduktim mesatar té fraksion té ejeksionit me rang té
EF VM 41-49%, ndérsa 43,5 % (40/92) kishin fraksion té
ruajtur té ejeksionit né vlerat EF VM >50.Angina pektoris
e géndrueshme (APQ) u has né 32.6% (30/92) té pacientéve,
angina pektoris e pagéndrueshme (APP) u has né 14.1%
(13/92), infarkti i miokardi me rritje té ST (STEMI) u has
né 27.2% (25/92) té pacientéve dhe infarkti i miokardi pa
rritje té ST (NSTEMI) u has né 26.1% (24/92) té pacientéve

Pérsa i pérket Syntax score, mesatarja rezultoi 28.31
+8.35 me interval 11- 47,5. Pacientét té cilét Syntax score
rezultoi <33 pérbénin numrin mé té larté té rasteve 68.5%
(63/92), ndérsa ata me Syntax >33 rezultuan 31.5% (29/92)
e pacientéve,

Karakteristikat basale (n=92)

Mosha 66.83+9.64
Mashkull 78 (84.8 %)
Femer 14 (15.2 %)
DM 30 (32.6%)
HTA 79 (85.9%)
Fumator aktiv 60 (65.2%)
STROKE i kaluar 5(5.4%)
Arteriopati periferike 7(7.6%)
SPOK 2(2.2%)
SRK 11 (12%)
LVEF (%) 48.63+9
SYNTAX 28.31 £8.35
Semundje malinje 1(1.1%)
Prezantimi klinik (n=92)

APQ 30 (32.6%)
APP 13 (14.1%)
NSTEMI 24 (26.1%)
STEMI 25 (27.2%)

Te dhenat angiografike dhe proceduriale

Te dhenat angiografike dhe proceduriale paragiten ne
Table 2.

Pjesa me e madhe e te semureve prej 50% (46/92) ishin
TK+SAK 3- vazal. TK i izoluar u has vetém né njé rast
(1.1%). PCI multivazale u realizua ne 71 paciente ( 77.2%).
66.3% (61/92) te pacienteve kishin lezion distal kurse 33.7%
(31/92) lezion ostial/trup. Te gjithe pacientet u trajtuan
me DES.

Mesatarja e gjatésisé totale té segmentit té stentuar
rezultoi 56.24+31.4lmm. Diametri mesatar i stentit né
TK rezultoi 3.8+0.54 mm. Strategjia me njé stent, teknika
provisional éshté pérdorur né 83.8% té pacientéve me
lezion distal.

Atakishemik tranzitor, nefropati kontrasti dhe hematomé
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retroperitoneale me rezultoi ne 1.1% té pacientéve pér
secilén prej tyre.

Shtrirja e semundjes
TK i izoluar 1(1.1%)
TK + 1-vazal 10 (10.9 %)
TK +2-vazal_ 31(33.7%)
TK + 3-vazal 46 (50.0%)
Vendi i lezjonit
Ostial/trup 31(33.7%)
Distal 61(66.3%)
MEDINA (nr=61)
1-1-1 27 (44.3%)
1-0-1 6(9.8%)
1-0-0 9(14.8%)
1-1-0 19 (31.1%)
Syntax score 28.31 +8.35
>33 29 (31.5%)
<33 63 (68.5%)
Numuri i stenteve
Tek stent 19 (20.7%)
> 2 stent 73 (79.3%)
Lloji i stentit
SES 61(66.3%)
ZES 28(30.4%)
EES 3(3.3%)
Gjatesia e segmentit te stentuar 56.24 +31.41 mm
Diametri i stentit ne TK 3.8+0.54 mm
Teknika e stentimit ne lezjon distal (nr=61)
Provisional 51 (83.3%)
KBI (nr=51) 8(154)
Strategji me 2 stente 10 (16.7%)
KBI (nr=10) 4(40%)
Komplikacionet proceduriale (nr=92)
Atak ishemik tranzitor 1(1.1%)
Nefropati nga kontrasti 1(1.1%)
Hematoma retroperitoneale 1(1.1%)
Infarkt periprocedurial 0
Perforacion i arteries koronare 0
Disekacion i arteries koronare 0
Vendi i aksesit (nr=92)
Femoral 92 (100%)
Radial 0(0%)
Ecuria klinike

Ndjekja spitalore dhe pas 1 muaji ishte 100% (92/92) té
pacientéve, pas 6 muajsh 91.3% (84/92) té pacientéve dhe
pas 1 viti 84% (77/92) té pacientéve. Ndjekja u ndérpre né
ngjarjen e paré té pafavorshme. Ecuria spitalore dhe ajo 1
mujore rezultoi pa asnje ngjarje madhore te pafavorshme.
Gjaté ndjekjes 6 mujore 2 pacienté u komplikuan me
ngjarje madhore té pafavorshme, perkatesisht 1 vdekje
kardiake dhe 1 infarkt miokardi jo fatal. Nuk u raportua
asnjé aksident cerebrovaskular dhe revaskularizim té
lezionit target gjaté ndjekjes 6 mujore.

Gjaté ndjekjes 1 vjecare incidenca e vdekjes nga cdo shkak



At

ishte 5.2 % qé pérfshin 2 vdekje té papritura té cilat u
cilésuan kardiake dhe 2 vdekje pas infektimit me COVID
19 dhe komplikimit me pneumoni. Gjaté vitit té paré
rezultuan 2 revaskularizime té lezionit target ose 2.5 %
té pacientéve qé u trajtuan pérkatésisht njé me PCI dhe
njé me CABG. Nuk u raporua asnjé event cerebrovaskular.
Incidenca kumulative e ngjarjve madhore té pafavorshme
né 6 muaj dhe 1vit ishte pérkatésisht 2.3% dhe 7.7%.

Infarkt Revaskularizim
MACCE Vdejke nga cdo shkak miokardi AVC i lezjonit
jo-fatal target.
Vdekje jo- Vdekje
kardiovaskulare | kardiovaskulare
MACCE
spitalor 0 0 0 0 0
MACCE1
mujor 0 0 0 0 0
MACCE 6 o 9
mujor 0 1(1.1%) 1(1.1%) 0 0
MACCE 12 o o o
mujor 2(2.5%) 2(2.5%) 0 0 2(2.5%)
Total 5(5.4%) 1(1.1%) 0 2(2.5%)

Parashikimi i mortalitetit.

Parametrat sociodemografik,klinik dhe angiografik u
analizuan me ané té analizés sé regresionit logjistik
né lidhje me vdekjen nga cdo shkak. Asnjé faktorét
sociodemografik nuk rezultoi sinjifikant né parashikimin
e mortalititetit pas angioplastikés koronare perkutane
me stent né trunk komun. Faktorét kliniké sinjifikanté,
por jo té pavarur parashikues té mortalitetit pas
angioplastikés koronare me stent né trunk komun
rezultuan: EF VM<<40%, arteriopatia periferike,
sémundja renale kronike dhe malinjiteti. Faktorét
angiografiké sinjifikanté por jo té pavarur parashikues
té mortalitetit pas angioplastikés koronare perkutane
me stent né trunk komun rezultuan: diametri i stentit
né trunk komun dhe trajtimi me tipin e stentit DES/SES.
Pér faktorét e tjeré nuk u vu re njé lidhje sinjifikante me
parashikimin e mortalitetit pas angioplastikés koronare
me vendosje stenti. Pacientét me Syntax >33 kané njé risk
mortaliteti 3.5 heré mé té larté se pacientét me Syntax
<33 por pa ndryshim sinjifikant midis tyre. Pacientét me
diabet mellitus kané risk njé risk mortaliteti 3.3 heré
mé té larté se ato pa diabet mellitus por pa ndryshim
sinjifikant midis tyre.

EF VM <40% 4.330-18.761 0.002
Arteriapati periferike 1.474-81.118 0.005
SRK 0.849-39.317 0.047
Malinjitet 0.875-3.526 <0.001
DES/SES 0.194-17137 0.003
Diametri i stentit né TK 0.346-2.187 0.015
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Ndersa ne analizen multivariate pasi u kontrollua pér
konfonduesit e mundshém me ndihmén e parametrave
adjusted R dhe Beta faktorét sinjifikanté dhe té pavarur
pér parashikimin e mortalitetit rezultuan: EF<40%,
arteriopatia periferike dhe malinjiteti.

Vlera e EF<40% parashikuan né ményré sinjifikante
mortalitetin me sipérfagen nén kurbé AUC=0.769,
sensitivitet 80.00 % [28.4-99.5] dhe specificitet 75.86%
[65.5-84.4] vlera e p =0.03.

Vlerat e diametrit té stentit né trunk komun parashikuan
né meényré sinjifikante mortalitetin me sipérfagen nén
kurbé AUC=0.871dhe cut-off <3.5mm CI 95%, sensitivitet
99.00% dhe specificitet 74.48% vlera e p < 0.001.

Parashikimi i nagjarjeve madhore te pafavorshme

Né analizén univariate faktorét sinjifikanté por jo
té pavarur parashikues té ngjarjeve madhore te
pafavorshme rezultuan: diametri i stentit né trunk
komun (p=0.0011) gjatésia totale e segmentit té stentuar
(p=0.0155) , EF < 40% (p= 0.0305) dhe malinjitet (p=
0.0358). Nuk u vu re lidhje statistikisht sinjifkante me
ngjarjet madhore té pafavorshme dhe variablave té tjeré.
Né analizén multivariate faktor sinjifikant dhe i pavarur
né parashikimin e ngjarjeve madhore té pafavorshme
rezultoi: EF VM<40%.

HR (95% CI) | P value P value
. . . 0.9851 to
Diametri is tentit ne TK 8.8431 0.0011
Gjatesia totale e 0-5237to 0.0155
segmentit te stentuar 8.4871 ’
0 11701 to
EF VM < 40% 243095 0.0305 0.0305
- 12634 to _
Malinjitet 90.2372 P =0.0358
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Grafike 12 Analiza e mbijetesés pér periudhén 1 viegare sipas Kaplan-Meier
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Mbijetesa e subgrupeve.

Né analizén e mbijetesés sé pacientéve né lidhje me
faktorét syntax<33 dhe >33; diabet mellitus dhe jo diabet
mellitus; tipi i lezionit (lezion distal kundrejt lezion
ostial) dhe strategjia me njé stent kundrejt strategjisé me
dy stente pér periudhén 1 vjecare nuk u vu re ndryshim
sinjifikant, p value rezultoi >0.05.

Ristenoza angiografike.

Té gjithé pacientét u planifikuan per koronarografi
rikontrolli té paktén pas 6 muajsh. Aférsisht 65.2% (60/92)
e pacientéve e realizuan. Mesatarja e kohés sé kryerjes sé
koronarografisé sé rikontroll rezultoi 10.93 +5.27 muaj.
Vetém né njé pacient koronarografia e rikontrollit u
realizua pas 3 muajsh pér shkak té paraqitjes né spital pér
dhimbje gjoksi. Né koronarografiné e rikontrollit rezultoi
qé 96.7% (58/60) té pacientéve kané njé ecuri té miré té
stentit né trung komun, ndérsa ne 3.3% (2/60) te tyre u
konstatua ristenozé intrastent. Gjithashtu, né 15% (9/60)
té pacientéve u realizua PCI né ené té tjera. Ne analizat
univariate dhe multivariate nuk u gjet lidhje statistikisht
e réndésishme midis faktoréve sociodemografiké dhe
kliniké né restenozén intrastent. Pér secilén nga faktorét
p value rezultoi mé e madhe se 0.05. U gjet njé lidhje
sinjifkante ndérmjet teknikés sé stentimit “Mini Crush”
me vleré té p value=0.002. Pér karaketristikat e tjera
angiografike me ngjarjet tére stenozés intrastent nuk u
gjetén lidhje sinjifkante.

DISKUTIME

Ne kete studim ne analizuam ecuriné klinike dhe
angiografike té pacientéve me sémundje té trunkut komun
trajtuar me angioplastiké koronare perkutane me stent.
Analiza u be népérmjet matjes sé endpointeve klinike dhe
angiografike (vdekja nga cdo shkak, infarkti i miokardit jo
fatal, aksidenti cerebrovaskular, revaskularizim i lezionit
target dhe ristenoza angiografike). Vendimarrja per te
zgjedhur PCI si rruge revaksularizimi u la ne dore te
operatorit, bazuar ne te dhenat klinike dhe angiografike
te pacientit si dhe duke marre konsentin e pacientit.
Gjetja kryesore e ketij studimi ishte fakti se trajtimi
me PCI ne stenozat kritike te trungut komun eshte nje
alternative efikase me shkalle te ulet te eventeve madhore
te padeshiruara.

Mosha mesatare e pacienteve te perfshire ne studim
ishte 66.6 viec, me dominance te gjinise mashkulll me
84.8% te pacienteve. Prezantimi klinik me i shpeshte
ishte semundja ishemike kronike me 32.6% ndjekur
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nga STEMI dhe NSTEMI me 27.2% dhe 26% perkatesisht.
Vlera mesatare e fraksionit té ejeksionit té ventrikulit té
majté ishte 48.6% me pjesén mé té madhe té pacientéve
me EF >50 %. Pjesa mé e madhe e pacientéve ishin TK +
SAK 3 vazal (50%) dhe 77.2% té pacientéve realizuan PCI
multivazale. Syntax score mesatar ishte 28.31.

Pjesa mé e madhe e pacientéve kishin syntax score <33
(68.5%) krahasuar me 31.5 % me syntax

score >33. Komplikacionet madhore periproceduriale
ishin te rralla me nje rast te atakut ishemik tranzitor,
nje rast te hematomas retroperitoneale dhe nje rast te
nefropatise nga kontrasti. Gjaté ndjekjes 1 mujore nuk u
konstatua asnjé ngjarje madhore e pafavorshme.

Incidenca e ngjarjeve madhore te pafavorshme gjaté
ndjekjes 6 dhe 12 mujore ishte pérkatésisht 2.3 % dhe
77%. Incidenca e vdekjes nga cdo shkak gjaté 6 muajve
ishte 1.1 % ndérsa gjaté 12 muajve 5.2%. Incidenca e
infarktit té miokardit jo fatal gjaté 6 muajve ishte 1.1%.
Incidenca e revaskularizimit té lezionit target gjaté 12
muajve ishte 2.5%. Incidenca e ristenozés intrastent né
koronarografiné e rikontrollit rezultoi 3.3 %.

Né analizén e regresionit logjistik univariat u pa se
parashikues sinjifikanté por jo té pavarur té mortalitetit
ishin EF VM<40%, sémundja renale kronike, arteriopatia
periferike, diametri i stentit né trunk komun, malinjiteti
dhe tipi i stentit DES/SES. Ndersa faktoré sinjifikanté dhe
té pavarur té mortalitetit ishin EF VM<40%, arteriopatia
periferike dhe malinjiteti.

Né analizén e regresionit logjistik univariat pér
parashikimin e ngjarjeve madhore té pafavorshme (vdekje
nga cdo shkak, infarkt miokardi, revaskularizim i lezionit
target) u vu re gé faktoré sinjifikanté por jo té pavarur
ishin: EF VM<40%, arteriopatia periferike, diametri
i stentit ne trunk komun, gjatésia totale e segmentit
té stentuar, malinjiteti dhe hemoglobina. Faktoré
sinjifikanté dhe té pavarur parashikues té ngjarjeve
madhore té pafavorshme rezultoi vetém EF VM<40%.
Pérsa i pérket ristenozés angiografike faktor sinjifikant
dhe i pavarur né analizén multivariate rezultoi teknika
mini crush.

Rezultate te krahasushme jane pare dhe ne studime
te ndryshme. Né studimin Acute and late outcomes of
unprotected left main stentitng in comparison with
surgical revascularization[6] numri i vedkjeve dhe i
ngjarjeve madhore te pafavorshme ishte me i vogel ne
grupin PCI perkundrejt grupit CABG ne ecurine 1 mujore.
Né studimin Paclitaxel versus Sirolimus Eluting Stents
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for Unprotected Left Main Coronary Artery Disease[7] me
602 pacienté, mortaliteti 1 vjecar ishte 5% né grupin e
paclitaxel dhe 6.6 % né grupin sirolimusi i krahasueshém
me mortalitetin 1 vjecar né studimin toné qé ishte 5.2%.
Ndérsa incidenca e ngjarjeve madhore té pafavorshme
ishte 13.6 % né grupin paclitaxel vs 15.8% né grupin
e sirolimus ndryshe nga studimi joné ku incidence e
ngjarjeve madhore té pafavorshme 1 vjecare ishte mé e
ulét 7.7%. Né studimin Very long term outcomes following
drug eluting stent implantation for unprotected left main
coronary artery stenosis:A single center experience[8],
incidenca e vdekjes nga ¢do shkak ishte 4%, rezultat i
krahasueshém me studimin toné.

Incidenca 1 vjecare e revaskularizimit té lezionit target
né studimin toné rezultoi 2.5 % né

ndryshim nga studimet e tjera. Né njé studim té viti 2016
Angiographic and Clinical Outcomes

after Everolimus Eluting Stenting for Unprotected Left
Main Disease and High Anatomic

Coronary Complexity [9] ku u pérfshiné 393 pacienté,
incidence 1 vjecare e TLR rezultoi nga 1.6 % né 9.3% né
varési té subgrupeve, perkundrejt 2.5 % qe rezultoi
ne studimin tone. Ky ndryshim mund té vijé pasi
revaskularizimi i lezionit target gjaté studimit toné u
krye né

pacienté asimptomatike, gjaté koronarografisé sé
rikontrollit dhe nuk ishte i drejtuar nga ishemia.
Gjithashtu né ndryshim nga studimet e lartpérmenduara
qé pérfshijné njé numér té madh pacientésh dhe mbi
90% té pacientéve iu nénshtruan koronarografisé sé
rikontrollit, né studimin tone vetém 65 % té pacientéve
kryen koronarografi rikontrolli duke reduktuar késhtu
potencialisht nivelin e revaskularizimit té lezionit target.
Rezultate té ngjashme me studimin tone u evidentuan
dhe né kohortin 10 vjecar Long term clinical outcome
of unprotected left main percutaneous coronary
intervention: A large single center experience [10]. Né
analizén multivariate rezultoi qé faktorét e vetém té
pavarur té mortalitetit ishin EF VM<40% dhe mosha.
Pavarésisht se né studimin toné parashikues i ristenozés
intrastent rezultoi teknika mini crush, ky rezultat nuk
mund té pérgjithésohet pér shkak té numrit té vogél té
pacientéve qé béné ristenozé intrastent. Studime té tjera
né té ardhmen duhen zhvilluar mbi ecuriné e teknikave
té stentimit né lezionit e bifurkimit té trunkut komun.

Original scientific paper

LIMITET E STUDIMIT

Ky ishte njé studim observacional, jo i randomizuar.
Numri i pacientéve té pérfshiré né studim ishte shumé
i vogél. Ky studim pérfshiu vetém pacientét e trajtuar
me angioplastiké koronare perkutane me stent né trunk
komun, prandaj ecuria afatgjaté midis PCI dhe bypassit
aorto-koronar nuk mund té vlerésohet. Gjaté kétij
studimi vlerésimi i severitetit té lezionit té arterieve
koronare éshté realizuar népérmjét vlerésimit vizual té
koronarografisé, nuk u pérdor imazheria intrakoronare
si IVUS, FFR.

PERFUNDIMI

Bazuar ne kete studim ne arritem ne konkluzionin se
trajtimi i semundjes se trungut komun me angioplastike
perkutane eshte njé alternativé efektive e arsyeshme me
njé incidencé té ulét té ngjarjeve madhore té pafavorshme
gjaté ndjekjes 1 vjecare.
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ABSTRACT

Circular caries appearance in early childhood (1-1.5 year), immediately after the eruption of primary teeth .

The aim of this research examined the mineral content in primary teeth with circular caries at starting stage-
initial lesion, with and without topical fluoride treatment.

For laboratory trials realisation, the primarry incisors were extracted during their physiological change and are
formed three groups of teeth samples: I group - the testing group of ten teeth, extracted untreated maxillary
incisors with initial lesion, II group - a control group of twenty teeth, extracted healthy mandibular incisors
and group Il - studied group of ten teeth, extracted maxillary incisors with initial lesion treated with local
fluoride treatment. The laboratory examinations were completed within the Institute of Medical Diagnostics
and Research in the Biomedical and Natural Sciences, at the Faculty of Medicine in Nis, Serbia, with Energy
Dispersed Spectrometer (EDS). In this trial we conducted changes of minerals (Ca, P, relationship Ca / P, Na, K, Mg),
in three groups of teeth. EDS- the overall analysis in individual groups of samples, noted a significant effect on
local fluoride treatment by increasing the values of calcium and phosphate in the enamel of the tooth, indicating
significant remineralisation process in the initial lesion.

We concluded that the timely detection the circular caries at the stage of initial lesion and its treatment with a
loical fluoride treatment at that time, can mean completely compensate mineral loss with a complete reparation
of the initial lesion.

Keywords: Early Childhood Caries, enamel, initial lesion, remineralization, fluoride.
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INTRODUCTION

In the latest professional terminology “Early childhood
caries” 16 referred to circular caries is a specific type of
caries found in the primary teeth, which can be detected.
In the everyday dental practice, due to an unbalanced
diet and the lack of oral hygiene in the early childhood,
we are often faced with the problem of diagnosing of the
advanced forms of early childhood caries 1,2.

Early Childhood Caries is a dynamic group of complex
physical and chemical processes in the

primaryteeth. Thealternating periods of demineralization
and remineralization as well as

numerous interreaction processes 3of deciduous teeth
surface lead to imbalance and mineral loss. During this
process, calcium and phosphate ions from hydroxyl
apatite crystal pass into the plaque and saliva. In fact,
the carious lesion occurs in two separate stages: the
early stage (initial lesion) is known as macula alba, or
white spot, which is reversible 4. At this stage the caries
has not completely penetrated the enamel border. At the
moment when caries penetrates, it spreads along border
and then cavitation occurs, i.e. caries, due to cracking
of the enamel surface. Beneath the surface of the initial
carious lesion or white spot 5,6, there is a section of lost
minerals just below the intact surface of the enamel. That
surface with fewer minerals is capable of a reversible
remineralization process. As acknowledge, it is possible
for calcium and phosphate ions to diffuse into the initial
lesion to restore the lost apatite in a process referred to
as remineralization.7 Remineralization is described as a
process of deposition of mineral ions, primarily calcium
and phosphates, in the initial carious lesion,4,7.8 which
during the demineralization process passed from the
surface layers of the enamel to the plaque and saliva.
With remineralization, hydroxyl apatite increase and
if fluoride is present in the medium, fluorapatite will
be formed.9,10 Thus, fluoride is the most common
remineralization agent.11,12 Remineralization treatment
for active initial unvaccinated carious lesion, allows
process reversibility or at least stopping progression to
cavitation.13 How successful remineralization will be
depends on the predominant, protective, or pathogenic
factors 13,14,15.

The initial carious lesion occurs very early in deciduous
teeth, immediately after their eruption in early childhood
(1-2.5 years). It is a specific type of caries that only
affects the deciduous teeth. In the latest professional
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terminology “Early childhood caries” 16 is of interest for
many epidemiological, clinical studies, laboratory tests,
etc., all over the world in order to prevent its occurrence
and reduce high prevalence .7,16,17

In the initial lesion stage, with the removal of caries
and the causative agent (dental plaque) on the one
hand, and taking maximum preventive measures on
the other hand such as: proper nutrition of the young
child, normal pH and saliva composition, adequate
mechanical and chemical control of dental plaque,
maintaining proper oral hygiene and applying local
fluoride preparations in various forms, conditions
are created for the predominance of remineralization
processes in relation to demineralizationl8, which
compensates for the insufficiency of minerals and may
lead to the disappearance of the initial lesion-restitution
ad integrum 14.

Considering the fact that the enamel surface of the newly
erupted enamel is not yet fully mineralized, and the
teeth are most sensitive to cariogenic nicks in the first
few months of eruption, local treatment should begin at
around two years of age,11,12,13 when most of the child’s
primary teeth are already sprouted. Considering the fact
that early detection and treatment the early childhood
caries is a key to its complete elimination, and you are
on completely eliminating its objective of our research to
refine the examination of changes in the mineral content
of the enamel in the initial stadium- initial caries lesion
(macula alba), with and without local application of
fluoride preparate.

- Microanalysis of minerals Ca, P and their ratio (Ca / P),
Na, K and Mg in the enamel of primary teeth with initial
lesion and comparative analysis of healthy primary teeth.

- Microanalysis of minerals Ca, P and their ratio (Ca
/ P), Na, K and Mg in the enamel of primary teeth with
initial lesion treated with a local fluoride treatment and
comparative analysis with untreated.

MATERIALS AND METHODS
Diagnosing of the initial lesion

For this examination, at the Department for Pediatric and
Preventive Dentistry in Skopje, we have made selection
117 children, with a fully formed primary denture, in
which by standard clinical examination and diagnosed
early childhood caries (circulrar caries) in the early stage:
initial lesion-white spot (macula alba).
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The diagnosis of the initial lesion - macula alba, is done
in the following way:

m Professional removal of soft deposits

m Intensive drying of the vestibular surfaces of the
maxillary primary incisions with a 15-second booster

The slight change in the transparency of the enamel in
the form of a white spot, without the present cavitation,
was diagnosed by inspection as an initial lesion (macula
Alba).

Laboratory research

The research is made on the group of children with a
fully formed diciduous tooth, and it is formed two basic
groups:

m 60 children treated with topical fluoride treatment

m 57 children followed, but did not undergo fluoride
treatment

From all of these, 31 children were diagnosed with an
initial lesion of the maxillary diciduous incisors. Out of
the same 57 children, after we ascertained the advanced
physiological resorption in the observed teeth, we
selected 10 of them with initial lesions of circular caries
(ECC), in which we extracted one maxillary incisior
For comparison, in the same children, we extracted
one control, mandibular incisior, in the phase of the
physiological change of the teeth.

Thus, in order to carry out further laboratory tests, we

formed untreated samples:

. Examined group of teeth

m 10 extracted maxillary incisiors with initial lesion-
white spot (macula alba), and

I.  Control group

m 20 extracted healthy mandibular incisiors

The above 60 children, covered with local fluoride

treatment with p-p amino fluoride, were selected with
equal attendance at initial stages of circular caries, i.e.:

m 30 children with initial white spot lesion (macula
alba) of circular caries

Local (topical) fluoride treatment was performed as
follows:

m Professional removal of soft deposits from the tooth
surfaces of the maxillary incisions

m Coating with organic fluoride preparation (p-p of

amino fluoride), for a period of two minutes, with
mandatory use of a dryer so that the liquid is not
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swallowed.
m Excess fluid leakage by the patient (about 30 seconds)

m [t is recommended that the patient not take food or
liquid for the next 30 minutes.

We performed this procedure once a week for a period
of six months. When we ascertain the advanced
physiological resorption in observations teeth, we
selected 10 children with initial lesions of circular caries
in whom we extracted one maxillary incisior. In further
laboratory tests, we included extracted samples, and it is
formed a group of treated samples:

IIl. Examined group of treated samples

m 10 extracted maxillary incisions with initial lesion-
white spot (macula alba), white spot.

The laboratory examinations were completed within
the Institute of Medical Diagnostics and Research in the
BiomedicalandNaturalSciences, at the Facultyof Medicine
in Nis, Serbia, with Energy Dispersed Spectrometer (EDS).
In this trial we conducted microanalysis of macro and
micro minerals changes (Ca, P, (Ca / P), Na, K, Mg) in three
groups of teeth.

The laboratory examination of the primary teeth
were done by energy dispersed spectrometer EDS -
based on the measurement and the determination of
the characteristic X - ray which generates during the
interaction between the primary pencil of electrons and
the given sample. In the EDS System analysis, all the teeth
samples (the untreated one and the one treated with the
topical fluoride treatment) underwent the examination
of the minerals in the composition of the enamel (Ca, P,
in correlation to Ca/P), Na, K and Mg in the following: an
initial lesion (macula alba, white spot) and a healthy part
of the enamel.

After analyzing these minerals in these two studied
levels in all samples with initial lesion teeth, untreated
and treated with a topical fluoride treatment, then we
did a comparative analysis between both groups and the
control group. Their representation is further processed
percentage with minerals microanalysis and the results
were shown in percent (%).

Statistical methods:The obtained data was analyzed with
a computer statistical program with the basic statistical
methods: Student t-test, Analysis of variance (ANOVA),
Tukey HSD-test.
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RESULTS

The results from the overall EDS - analysis and the
statistically processed data are presented in the six tables.

Table 1. The average Ca (%) values in the enamel and

000000000000

Table 4. The average Na (%) values in the enamel and
significance of differences between untreated and treated
teeth

significant differences between untreated and treated %ﬁ:%lrigﬁgond Average | SD Average | SD P
teeth In the part of the
enamel withan | 0617 0,021 0606 | 0038 | 0.4490
initial lesion
Thﬁ healthy pén't
. - the surrounding
Locghzatmn ofthe | pverage | s werage | D | p enamel withan © | 0591 0.027 0579 0054 | 05563
probe initial lesion
In the part of the Healthy
enamel with an 24.020 1.073 26.885 1522 | 0.00012* mandibular 0.577 0.048 *Significant differences
initial lesion incisors (KG)
The healthy part o .
" the surrounding w7 | oo | 300 | 1ses | 003 Table 5. The average K (%) values in the enamel and
enamel with an : : . g . .. .
initial lesion significance of differences between untreated and treated
Healthy {}’{g‘)‘dib“m 3172 | 1410 | “Significant differences teeth

Table 2. The average P (%) values in the enamel and
significant differences between untreated and treated
teeth

Localization of

the probe Average SD P

Average SD

In the part of the
enamel with an
initial lesion

The healthy part
- the surrounding
enamel with an
initial lesion

The healthy
mandibular
incisors (KG)

14.188 0.523 15.573 0.853 | 0.00036*

15.400 0.452 15.916 1052 | 0.1717

16.110 0,936 *Significant differences

Table 3. The average Ca / P values in the enamel and
significance of differences between untreated and
treated teeth

Localization of the

probe Average | SD P

Average SD

In the part of the
enamel with an
initial lesion

1.692 0.025 1726 0.027 | 0.01016*

The healthy part
- the surrounding
enamel with an
initial lesion

1.933 0.040 1.958 0.092 | 045434

Healthy
mandibular
incisors (KG)

1970 0.045 *Significant differences
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Localization of the
probe

In the part of the
enamel with an initial
esion

The healthy part - the
surrounding enamel
with an initial lesion

Average SD Average | SD P

0.098 0.011 0.095 0.009 | 0.6181

0.088 0.009 | 0.087 0.007 | 10

Eli?;gps/ (rfl(?}?dibum 0.082 0.006 | *Significant differences

Table 6. The average Mg (%) values in the enamel and
significance of differences between untreated and treated
teeth

Localization of the

probe Average | SD

Average | SD P

In the part of the
enamel with an
initial lesion

0.211 0.012 | 0.246 0.034 | 0.00735*

The healthy part
- the surrounding
enamel with an
initial lesion

0.302 0.029 | 0321 0.033 | 0.1893

Efgig;g gl(%l)ldibum 0.333 0.030 | *Significant differences

DISCUSION

In the Table 1. the analysis of a variance (ANOVA)
confirmed the statistically important differences of the
average Ca (%) values between the untreated teeth and
the healthy mandibular incisors (F=84,999; p=00001).
The treated teeth and the healthy mandibular incisors
(F=31,054; p=0, 00015). The analysis by Tukey HSD test
confirmed that there was no significant difference only
between the treated teeth with an initial lesion in the
healthy surrounding enamel and the control group of
teeth.
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In the Table 2. the analysis of a variance (ANOVA)
confirmed the statistically important differences of the
average P(%)values between the untreated teeth and the
healthy mandibular incisors (F=14,836; p= 0,000049).
The treated teeth and the healthy mandibular incisors
(F=1,393; p=0, 2567). According to the Tukey HSD Test
there were statistically important differences only at the
untreated samples with an initial lesion between the part
with the lesion and the healthy surrounding enamel, and
the part with the initial lesion and the control group.

In the Table 3. analysis of a variance (ANOVA) confirmed

the statistically important differences of the average
Ca / P (%) values between the untreated teeth and the
healthy mandibular incisors (F= 129,366 p=0, 00001), and
he treated teeth and the healthy mandibular incisors
(F=49,610 p=0, 00019). The Tukey HSD Test confirmed
that there were no statistically important differences
only between the healthy surrounding enamel of the
initial lesion and the control group.

In the Table 4. analysis of variance (ANOVA) showed that
there are statistically significant differences in compared
to the average values of Na (%), only between: untreated
teeth and control group (F = 3,722; p = 0,0459). Analysis
with Tukey HSD-test showed significant statistical
difference only between: untreated teeth with initial
lesion and control group teeth. In the Table 5. analysis
of variance (ANOVA) showed that there are statistically
significant differences in compared to the average values
of K (%) between: untreated teeth and control group (F
= 7927 ; p = 0,000229), treated teeth and control group
(F = 5702; p = 0,00209). According Tukey HSD - test
statistically significant differences between: the initial
lesion and control group;the initial lesion and healthy
surrounding enamel; untreated and treated teeth in the
part with initial lesion.

In the Ttable 6. analysis of variance (ANOVA) and Tukey
HSD - test, showed that there are statistically significant
differences in compared to the average values of Mg (%)
between: untreated teeth and control group (F = 48,727;
p=0,000013 ); treated teeth and control group (F =17,068;
p =0,00062).

Examinations carried out by EDS system, the percentage
presence of certain minerals in the mineral composition
of the control group (healthy mandibular incisors), get
an average following: Ca (31.72%), P (16.11%), Na (0.57%), K
(0.08%), Mg (0.33%).

The results for the mineral content of the enamel of
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healthy primarry teeth, which we also used as a control
group, according to surveys Nina Sabel and associates19
by the method XRMA (x-ray micro analyses), i.e micro
analysis with x - rays, the presence of minerals in healthy
primary teeth have received the following average values:
Ca (33.82%), P (17%), Na (0.83%), K (0.08%) and Mg (0.22%),
given that operating principle for determining the
mineral content in our method is based on microanalysis
with X - rays, the most appropriate afford to make this
comparison of the respective minerals in the same
sample of examined teeth.

Lakomma and Rytomma20 in their study giving mineral
content of the enamel, compared with healthy primarry
and permanent teeth. Moreover received average
percentage values are higher among permanent in terms
of primary teeth. These values for primarry teeth amount:
Ca (34%), P (18.5%), Na (0.63%), Mg (0.31%), K (0.027%).
Compared to our research, these results are consistent,
that the values of Ca and P are somewhat higher, Na and
Mg are roughly the same, and K is lower. In tests mineral
content of the enamel in healthy permanent teeth,
Lakomma and Rytomma 20 received representation of
Ca (35%), P (18.6%), Na (0.69%), Mg (0.28%), K (0.02). They
give a comparison of the mineral content of the enamel
in healthy permanent teeth with studies Derise et al 21,
where values of Ca ranges from (36.2-38%), P (18.2-19.2%),
Na (0.68 -0.71%), Mg (0.27-0.43%), K (0.026-0.046%).

The results of the above studies on the mineral content of
the enamel in permanent teeth, confirmed that primary
teeth are less mineralized than permanent teeth or
mineral values are lower. The same was confirmed by our
study.

In tests with samples of teeth with an initial form of
circular caries (ECC), we noticed a change in the mineral
composition in the control group of teeth (healthy).

Percentage representation of minerals (Ca, P and Ca / P)
in children with initial lesions that are not treated with
a local fluoride treatment, significantly lower than the
proportion of these minerals in healthy teeth than the
control group and are within the following limits:

m Calcium Ca (%) of 24.020% in the part of the enamel of
the initial lesion, to 29,778% in the common section -
surrounding enamel with initial lesion.

m Phosphorus P (%) of 14 188 (%) in terms of enamel
with initial lesion, to 15400 (%) in common share -
surrounding enamel with initial lesion.

m Quotient Ca /P (%) is the lowest in the area of enamel
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with initial lesion, whose average value is 1.692.

The analysis of the mineral composition of the
surrounding healthy enamel of the initial lesion, we
obtained higher values in percentages of the minerals.
This prompts the conclusion that the effect of topical
fluoride treatment in children with initial lesion (macula
alba) is significant, and in some of the samples had a
complete repair or mineral composition approximately
the same as the mineral composition of the control group
of healthy teeth.10

The results we conclude that the presence of minerals (Ca,
P and Ca / P) in subjects with initial lesions that are not
treated with a topical fluoride treatment, significantly
lower than the proportion of these minerals in healthy
teeth.

EDS- the overall analysis of mineral content in individual
groups of samples teeth, noted a significant effect on
topical fluoride treatment on improving the presence of
minerals obtained by EDS- qualitative microanalysis and
increase their percentage values in the tooth enamel,
confirmed by EDS-quantitative microanalysis7. This
indicates a significant process of remineralization in the
initial lesion as one of benefits the application of fluoride
in dentistry. In some cases reached mineral composition
of the enamel, similar to healthy teeth 22,23 ,24.

So, in case of the early childhood caries, its timely
detectionin itsinitial stage known asinitial lesion (macula
alba) and its treatment with a topical fluoride treatment
at that time, mean a complete reparation.13,14,15 It is
crucial for us pedodontics early diagnosis of the initial
stage of the disease, initial lesion (macula alba) and timely
prevention with fluoride treatment, together with the
application of other preventive measures that provide
maximum benefits 2,5,11,12.

CONCLUSION

m Values of Ca, P, Na, K, Mg are significantly lower in
samples with initial lesion teeth of circular caries
(ECC), compared to healthy teeth samples (control
group).

m In samples of teeth with initial lesion treated with
a topical fluoride treatment, the values of Ca, P,
Na, K, Mg, were statistically significantly higher in
comparison to the values in untreated samples of
teeth.

m Early detection (diagnosis) of the circular caries
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(Early Childhood Caries) in the initial phase and
early prevention with topical fluoride treatment,
can result in remineralization of initial lesions and
extinction of white spot, with reparation of mineral
loss i.e restutio ad integrum.
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ABSTRACT

Background: HbAlc (glycated hemoglobin) is often used to monitor blood sugar levels as it is stable and reflects the
average sugar level over the previous 3 months. Many studies have proven the correlation between HbAlc and the
risk of micro and macrovascular complications. This study aims to assess the possible correlations of HbAlc with
the severity of coronary artery disease (CAD) among patients with type 2 diabetes mellitus (T2DM).

Methods: The study included 30 consecutive patients with type T2DM underwent coronary angiography for the
evaluation of suspected coronary disease. The participants were divided into two groups according to the level of
HbAlc: HbAlc < 7% group I and HbAlc > 7% group II.

The CAD severity was quantified by the SYNTAX score algorithm to tertiles: Tertile I, Tertile II and Tertile III
(SYNTAX score < 8, >8 - >16 and > 16, respectively).

Results: The mean of SYNTAX score value was higher in HbAlc >7% group in comparison with HbAlc < 7% group
(19.56 * 5.876 and 13.71 £7.356), (p=0.044). There were no statistically significant differences between two groups
of HbAlc and mean values of total cholesterol (TC), triglycerides (TR), LDL cholesterol (LDL) and HDL cholesterol
(HDL), (p=0.12, 0.44, 0.19 and 0.78 respectively). Also there were no statistically significant differences between
two groups of HbAlc in relation to gender, smoking, and hypertension. Whereas there were significant positive
corelation between HbAlc groups and Syntax score tertiles (p=0.035)

Conclusion: This study showed that the level of HbAlc in patients with T2DM is significantly associated with the
extent and severity of coronary lesions quantified by SYNTAX score.

Keywords: HbAlc, SYNTAX score, CAD.
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INTRODUCTION

It has been proven that the level of sugar is positively
related to the occurrence and progression of
atherosclerotic plaques in the coronary vessels of the
heart([1]. As such, blood sugar level may serve as a method
to assess the spread of atherosclerosis throughout
the coronary arteries and help determine strategies
to improve prognosis, particularly in relation to acute
coronary syndrome. Since blood sugar levels fluctuate
and is affected by many factors, HbAlc (glycosylated
hemoglobin) is often used to monitor blood sugar levels
as it is stable and reflects the average sugar level over the
previous 3 months[2]. The use of HbAlc as a diagnostic
criterion also offers other advantages, namely there is no
need for a fasting period before evaluation and it is not
affected by other factors such as stress or infections of
any kind.

Many studies have proven the correlation between
HbAlc and the risk of micro and macro vascular
complications[3,4]. A study by Hietala et al. confirmed
that HbAlc variability was associated with an increased
risk of retinopathy requiring laser treatment in subjects
with type 1 diabetes[5]. It has also been established that
higher HbAlc is associated with greater atherosclerotic
involvement in the peripheral vessels[6]. When it comes
to coronary vessels, it has been proven that higher
HbAlc is associated with higher coronary atherosclerotic
involvement in non-diabetic patients, and a higher HbAlc
is associated with a greater number of comorbidities in
patients who undergo coronary angiography[7]. However,
few studies have explored the relationship between
HbAlc level and the extent of coronary atherosclerosis
in diabetic patients undergoing coronary angiography for
diagnostic purposes[8].

The aim of this study was to examine the correlation
between the level of HbAlc and the extent and severity
of coronary atherosclerotic lesions in patients with
T2DM undergoing elective coronary angiography at the
clinical hospital in Tetovo, using the SYNTAX A tool for
determining the extent and severity of coronary lesions.

METHODS

In our retrospective study, we included 30 consecutive
patients with type 2 diabetes mellitus who underwent
coronary angiography for the evaluation of suspected
coronary disease in Tetovo Clinical Hospital, during the
period August - September 2022.
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The blood sample was taken before coronary angiography,
after overnight fasting. Laboratory assessment included
values for blood glucose, HbAlc, lipid profile (total
cholesterol, LDL-cholesterol, HDL-cholesterol and serum
triglycerides), creatinine, thyroid hormones and liver
enzymes AST and ALT. Clinical data as well as personal
and family history of cardiovascular disease, diabetes
mellitus, arterial hypertension and related diseases were
obtained by interview and medical examination by a
member of the research team.

Patients with chronic disorders of kidney, liver and
thyroid function were excluded from the study. Finally,
the participants were divided into two groups according
to the level of HbAlc: HbAlc < 7% group I and HbAlc > 7%
group II.

All patients underwent coronary angiography by trans
radial route using standard percutaneous techniques.
The CAD severity was quantified with the SYNTAX score
algorithm. The 16-segment method of the coronary
artery tree was used to score the lesions with a diameter
>1,5mm and a stenosis degree > 50%. The details of score
calculation are described at Syntax Study [9]. Measures
were stratified with calculated SYNTAX score to tertiles:
Tertile I (Syntax score < 8), Tertile II (Syntax score >8 - >16)
and Tertile III (Syntax score > 16).

Statistical analysis

The data were analyzed using the Statistical Software
SPSS version 26.0. Continuous variables were presented
by mean and standard deviation. The categorical variables
were expressed as count or percentage. To assess the
relationship between HbAlc (glycated hemoglobin) group
and the studied variables, means were compared using
the ANOVA test. Pearson’s chi-square test is used to
evaluate a relationship between categorical variables.

RESULTS

Demographic and clinical data of the studied subjects
are presented in Table 1. The average age of the study
participants was 64.6 + 79 years and 50 % of them were
females. Hypertension had 83 %, while smokers were
63% of the total number of patients. Lipid profile analysis
showed that the mean value of TC was 3.69 + 0.91 mmol/L,
TG 1.39 £ 0.76 mmol/L, LDL 1.86 = 0.74 mmol/L and HDL
1.16 = 0.2lmmol/L. The mean value for Syntax score of
all patients was 15.47 + 7.36. As Tertile I SYNTAX score
were classified 5 patients, as Tertile II SYNTAX score 13
patients and 12 patients as Tertile Il SYNTAX score. Mean
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glucose level was 7.44 + 3.5 mmol/L, whereas mean HbAlc
(glycated hemoglobin) was 70 + 1.81. HbAlc < 7% had

21(30%) patients and HbA1c>7% had 9(30%) of patients.

Table 1: Demographic and clinical characteristics of the

study population

000000000000

Pearson Chi-Square Tests for categorical variables shows
that there is no statistically significant association
between HbAlc groups in relation to gender, smoking, and
hypertension. Whereas there were significant association
between HbAlc groups and Syntax score tertiles (p=0.035).
The data are presented in the Table 3.

Table 3. HbAlc association with gender, smoking,

Age (years), (min-may) 646 279, (51-81) hypertension and Syntax score tertiles
Female, n ( %) 15 (50)
Hypertension, n (0 563 I N T
Smoking, n (%) 19 (63) HbAlc<7 HbAlc>7 | p-value
Glucose (mmol/L) 744 £35 Gender Female 1 4 05
Total cholesterol (TC) (mmol/L) 3.693 £ 0.91 Male 10
Low density lipoprotein (LDL) (mmol/L) 1.86 +.74 Smoker 14 5
- - Smoking 042
Triglycerides (TG) (mmol/L) 1.39+ .76 Non Smoker |7 4
High density lipoprotein (HDL) (mmol/L) 116 .21 Hypertensive |17 8
Syntax score 15.47 + 7366 Hypertension [ o . . ) 0.52
Tertile] <8 n(%) 5(16) hypertensive
Tertile II, >8-<16 n (%) 13 (43.3) <8 > 0
Tertile Il >16 n (%) 12 (40.0) SYNTAX score | >8-<16 6 7 0.035*
HbAlc (glycated hemoglobin) (%) 70181 >16 10 2
HbAlc <7 (%) 21(70) Pearson Chi-Square Tests. *p<0.05
HbAlc>7 (%) 9(30) Figure 1 presents Pearson’s correlation test between

One-way analysis of variance (ANOVA), showed that
the mean of Syntax score value was higher in HbAlc
>7% group in comparison with HbAlc < 7% group (19.56
+ 5.876 and 13.71 +7.356). The difference was statistically
significant (p=0.044). The difference between mean
values of TC, TG, LDL, HDL and the two HbAlc groups
were not statistically significant (p=0.12, 0.44, 0.19 and
0.78 respectively). Corresponding mean lipid levels and
Syntax score values classified according HbAlc groups
are presented in Table 2.

Table 2: HbAlc groups values classified according Syntax
score and mean lipide levels

Age (years) 66.38 = 8.303 | 60.33 = 4.770 4133 0.052
gﬁfgg;% (E’:Sggl 1) 618148 1038250 12754 | 0001
Syntaxscore | 137147356 | 19565876 | 4430 | 0.044*
TG (mmol/L) 1464080 | 1230568 058 | 044
TC (mmol/L) 38609718 | 33006727 |247 |02
LDL-C (mmol/l) | 197079 | 158053 177 |01
HDLC (mmol/l) | 1172022 | 1142020 007 |07

One-way analysis of variance (ANOVA), TG: triglyceride; TC: total
cholesterol; LDL-C: low-density lipoprotein cholesterol; HDL-C:
high-density lipoprotein cholesterol. *p<0.05
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HbAlc and SYNTAX score. There is a weak but statistically
significant positive correlation as HbAlc increased and
SYNTAX score increased (P-value <0.05). (Figure 1).

Simple Scatter of HbAlc by SYNTAX score
14,00

12,00 @
10,00

8,00 - —
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6,00

4,00
2,00

0,00
0 5 10 15 20 25 30
SYNTAX score

Figure 1. Correlation test between HbAlc and SYNTAX
score
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DISCUSSION

Glycated hemoglobin (HbAlc)is the product of the binding
of hemoglobin and blood sugar in red blood cells in human
blood. HbAlc depends on the interaction between blood
glucose concentration and erythrocyte lifespan.[10] Since
the average lifespan of erythrocytes is approximately
120 days, HbAlc acts as a surrogate marker of glucose
concentration during the previous 8-12 weeks[11].

HbAlc in diabetics is strongly related to microvascular
complications such as nephropathy and retinopathy as
well as macrovascular complications such as peripheral
blood vessel diseases, brain vascular diseases and
coronary heart disease. [12]. In many studies, the
association of HbAlc levels with vascular complications
and death in patients with diabetes has been proven(13).
The measurement of HbAlc is considered a predictor of
cardiovascular events even in people without diabetes.
Higher HbAlc level is associated with higher coronary
and peripheral atherosclerotic burden in nondiabetic
patients [14,15].

The increased level of HbAlc as a product of hemoglobin
glycosylation damages the endothelium of blood vessels
by stimulating the agglutination of platelets, the
inhibition of fibrinolysis, the increase of plasminogen,
the deposition of the extracellular matrix and a series of
changes that lead to the dysfunction of the endothelium
and acceleration of the atherosclerotic process. [16,17].

In this study, we analyzed the relationship between
HbAlc values and the severity of coronary disease in
patients with type 2 diabetes mellitus. Our results
showed that the level of HbAlc was correlated with the
severity of the coronary lesion in patients with T2DM.
The severity and extent of the coronary lesion in our
study was determined by SYNTAX score, the tool used
during coronary angiography introduced to quantify the
extent and severity of coronary artery lesions[18].

The findings of our work are in agreement with several
works that have reported on the association of the level
of HbAlc and the spread of coronary lesions. Such is the
work of Ravipati et al. in which a positive correlation
was reported between the level of HbAlc and coronary
lesions in diabetic patients who underwent coronary
angiography [19]. The same conclusion has been reached
for patients with acute coronary syndromes [20].
However, the quantification of the lesion in these studies
was done only through the number of arteries involved
and not the extent and the severity of the lesion of the
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arteries including bifurcations, chronic total occlusions,
thrombus, calcification, and small diffuse disease which
the SYNTAX score takes into account. In another study
by Saleem et al. a significant correlation was also found
between HbAlc and the severity of the coronary lesion,
but, quantified according to the Gensini score [21].

In our study, in addition to the correlation between
the SYNTAX score, an association of HbAlc was also
observed with the fasting glucose level, while no
significant association was observed in relation to the
lipid fractions. Also, we did not observe any significant
difference in HbAlc values between hypertensives and
non-hypertensives, smokers and non-smokers, as well as
differences between men and women. Results similar to
our findings were also reported in the study of Ghaffari
et al [22]. In contrast to our study, in the study of Hong
et al. patients with the higher HbAlc levels were more
likely to be older, female, and hypertensive but there was
no difference regarding smoking as well as the level of
total cholesterol, LDL cholesterol and HDL cholesterol
[23]. The different results for these parameters should
be attributed to the criteria for sample selection and
the methodology used, however, even in these studies,
a significant positive correlation was reported between
HbAlc levels and the severity of coronary lesions.

CONCLUSION

In conclusion, our study showed that the level of HbAlc in
CAD patients with T2DM is significantly associated with
the SYNTAX score which present the extent and severity
of coronary lesions. That means that patients with a
higher level of HbAlc had more severe the coronary
atherosclerotic lesion with higher SYNTAX score.

STUDY LIMITATION

Our study has several limitations. It has a relatively small
number of the studied sample and was carried out only
in one center. The lack of some anamnestic data for past
illness, data on the duration of diabetes as well as the
type of medications used were the limitations for the
study. Further studies for a larger number of patients
and research on additional influencing factors are
recommended.

Due to the nature of the retrospective study and
anonymous data, there was no need for consent from the
study participants.
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COLMOMEUITMHCKH ACIIEKT HA THJABETEC MEJTUTYC-COCTOJBA
BO P.CEBEPHA MAKEJIOHHUJA U BO CBETOT, CO [IOCEBEH OCBPT HA
COCTOJbATA CO JUJABET BO PETMOH TETOBO, BO ITIEPHOJIOT 2012-
2020 TOJMHA

Bupoecka Karapuna!, CnacoBcku Mome?, icmaunu bekum’, CaneBa OnuBepa’, Benkosa [laBniuna’

1J3Y IlenTap 3a jaBHO 371paBje-TeToBO
2YKUM-MenunuHcku (akynreT-CKorje
STI3Y np.bekum-U

413Y 3apaBcTBeH nom Bunuila

>J3Y IlenTap 3a jaBHO 3/ipaBje-Benec

Medicus 2022, Vol. 27 (3): 308-316

PE3UME

IujabeTrecoT e efHa Off BOAEUKKUTE IMPUYMHN 38 CMPT BO CBETOT 1 € MHOTY ITOZIMOJIEH (MY/TTUIIMKATOP) Ha 3a00/yBatbha.
[TocebeH mpobyieM ce MalMeHTUTe CO KOMIUIMKALUY Of I1jabeToT KOU ce JIEKyBaaT IOJTOTPajHO, ITO € MHOI'Y CKarlo
U IIpeTcTaByBa (DMHAHCHCKM TOBap Ha [psKaBara. Bo cBeror, 537 MWIMOHM Bo3pacHU (20-79 ronuHM) >KUBEAT Co
nujabetec, a ce MpeABUIyBa IeKa 0BOj Opoj ke ce sroiemu Ha 643 munonu 10 2030 roguHa. Criope HaloHaHUOT
perucTap 3a mekepHa 6osmect Ha PCM Bo 2020r., Bo PC Maxkenonuja ce peructpupanu 103 833 6omHu of nujabeTec,
nIozeKka Bo pernoHoT TetoBo Bo 2020 rogyHa nMa 9131 60mHM.

Llen Ha Tpymot: HampaBeH e yBup Bo cocTtojbaTta co aujabetoT Bo cBeToT u Bo PCM Bo 2020r, co mmocebeH oCcBPT Ha
cocTojouTe Bo perriod TeToBo Bo repuon 2012-2020 ropuHa.

Meton 1 maTtepujanu: PerioBHu usBemtau ofi VMJ3 Ckorje, 11J3 TetoBo u of, MuHucTepcTBO 3a 37ipaBcTBO HA PCM.
[Tomarouu o HFA-Data base-niogaTtoriu og C30; IDF diabetes atlas-romarony on VIHTepHaiMoHaaHaTta geneparyija
Ha IujabeToT U JIpyra CTpydHa TuTepaTtypa. KopucTeH e aHaIUTUUIKO-TIECKPUTITUBEH METO]I.

Pesynratu: VHimupeHuara 3a gujaberec menuryc Bo PCM Bo 2020r. nokaykyBa 7432 HOB03a0OJIEHM WIK CTAIlKa Off
357,88 Ha 100 000 sxkutenn. IIpeBanenijata Bo 2020r e BKymHO 3abonenn 133 803 vnm ctanka on 6433,08 xna 100 000
>kuteni. Criopeq TIOJIOT, TToBeKe 3aboIeHN ce sKeHH, a Criope]] Bo3pacTa HajrosieM 6poj 3abofileHr nMa BO Bo3pacHaTa
rpyra ox 65-69r. 1o pernonu, Hajroem 6poj 3abomeHn uMa Bo CKOIICKUOT PernoH (35 439), motoa ciemu [learoHncku
Peruon (20 586), a HajMasnky 3abonenu uma Bo VcroueH Pernon (10 231). MHImaeHna Bo Pervonot TetoBo Bo 2020r.
-BKYITHO HOBO3abojieHu of nujaber ce 863 wium cranka ox 426,5 Ha 100 000 >xutenu. [1peBaseHLia- BKYITHO 3a001eHN
ce 9131 wnu cranka og 4512,2 na 100 000 >xkutenn. Hajronema WHILMZIEHLIA U [IpeBajieHLa ofl aujabetec Bo Pernon
TetoBo nMa Bo OrmtuHa TetoBo. Bropa mo ronemuna uHIMaeHa nMa Bo Omruia Teapiie, a BTopa o ToieMuHa
npeBajieHla MMa Bo OmiuTuHA JeryHoBIle. Hajmana nHIMAeHIla W IpeBajieHIla BO PErvMoHOT of mujaberec mma
OmurruHa bpBenuna. Crankara Ha AIIM op aujabet Bo Perrion TeToBo rokaskyBa TpeH I Ha 3rojieMyBarbe of] 645,5 (12
786) Bo 2012r., Ha 2232,3 (20 748) Bo 2020r. I'memaHo criopef r1oJ1, MMa ropacT Ha 3abosieHu 1 Kaj fBara 1ona. [memaHo
criopezi BO3pacT, HajrojieM IPOLIEHT Ha 3abojieHy of nujaber ce Bo Bo3pacHara rpymna ofl 35 go 64 roguuu. Crankara
Ha OOJTHUUKY Mopbuaurtet ofl aujadbeT Bo Pervion TeToBO MOKaKyBa HaMastyBambe of] 15,4% unu 298 O0JIHUUKY clydan
(2012 r.) Ha 4,2% wnu 105 ciyuan (2020r.). Bpojot Ha ympenute of avjabet Bo PCM 6eiesku 3roemyBatbe, OGHOCHO
on 850 nuiia Bo 2012 r. ce 3rosemu Ha 1365 Bo 2020r., co 3rosiemyBame Ha MopTanuTeT Ha ctanka Ha 100 000 >kurtenu
on 41.2% Bo 2012r. Ha 65,9% Bo 2020r. Criope[ rmofoBaTa CTPYKTypa, off AvjadeT Bo aHaIM3UPAHUOT IIeproj, YMUpaaT
MOBeKe yKeHU OJ] MakU, M Toa HajMHOI'y TTOUMHATH UMa BO BO3pacHaTa rpyria Haj 75 rofuHHu.
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3aknydyok: Op rmoobeMHaTa aHanm3a Ha cocTtojbara co aujabet Bo PCM u Bo Pernon TeToBo U co mobmeHute
MOJIaTOIIM € YTBP/AEHO JleKa UMa ropacT Ha 3aboeHuTe 1 Ha OpojoT Ha rounHatu. 11ITo ce omHecyBa 710 aMOy/IaHTHO-
MTONTUK/IMHUUKHUOT MopouauTeT Bo Pernon TeToBo, Bo cropemba co 2012 roguHa, Bo 2020 romuHa ce 3abesiesKyBa
ropact of 62,3%. Hacripot Toa, OOJHUYKMOT MOPOMIUTET TOKa)KyBa HaMaJlyBale Ha CTallKaTa Ha JIEKYBaHU O]l
nujabet u Toa: Bo 2012 romuua 6una 15,4 Ha 10 000 >xkutenu, a Bo 2020 roguHa ce Hamanwia Ha 4,5. Cemnax, BO
aHanusupaHuoT nepuog 2012/2020r. Bo PCM mma ropact Ha 6pojoT Ha CMPTHU ciiydaun of aujaber. TlorpebHo e u
CIIPOBeJIyBahe Ha MTporpaMu U IIpeBeHIrja Ha JTOKaJIHO HYBO, TI0 OTIITHHUATE, CO ITOr0jIeMO aKTUBHO BKJTyUyBarbhe Ha
JIeKapuTe off MpUMapHO U Of CeKyHIapHO HMBO Bo bopba MpoTHB aujabeToT 1 rofobpa efyKalija Ha HaceIeHneTo
3a 37IpaB HAUMH Ha >KUBOT.

Knyaum 36opoBu [njabeT, MHLUIEHIa, IpeBajieHla, aMOylTaHTHO-TIOMUKINHUYKA U OOTHWUKU MOPOUAWTET,

MODPTaJINTET

BOBE]]

PacTeuknoT TpeH;; Ha oBa 3aboinyBame BO CBETOT, CO
orjiell Ha BHMCOKATa WHIMIEHIIA W IpeBajieHIla, Kako
U TOC/TEeJUIUTe O] TpPajHUTE OINTeTYBawa, YecToTo
M JIONTOTPAjHO OTCYCTBO Off paboTa, TMojaBaTa Ha
VHBAJIUIUTET M TpepaHaTa CMPT Ce 3arpuKyBauKu.
[lomarorute amapMupaaar feka Tpeba fa ce TIO[UTHE
CBeCTa Kaj HaceJIeHHeTO 3a HaBPEMEHO OTKpUBAHWe U
3a Jleuere Ha oBa 3abonmyBame. [loctojaT 600 MuMMOHM
JIyfe KOM HEMaaT COOJjBeTHA IpUsKa 3apajji HEMOKHOCT
3a MPUCTaI WK JOCTAIHOCT JI0 COO/IBETHA 3/IpaBCTBEHA
samrtuta. OBaa 6071eCT e TeCHO MoBP3aHa CO COLMjaTHUTE
YCIOBH BO KOU JIyI'eTO JKMBeaT ¥ PaboTart, a MHOTY 3eMju
BO CBETOT HeMaaT HallMOHA/IHA 37PaBCTBEHA MOJUTUKA
ycMepeHa Ha paHO OTKPUBambe, MpeBeHIUja U jieuerhe Ha
nujabeTec MeUTYC.

Cnopey, HarmoHamHMOT perucrap 3a meKepHa 007ecT Ha
PCM Bo 2020r, Bo PC Makenonuja ce perucrpupanu 103
833 bomHM of aujadetec, off BKymHO 2 072 531 skutenu.
Co moobeMHaTa aHa/jM3a Ha cocToj0ata co AujabeT BO
Peruon TeToBo u co JobueHKTe TIOfaTOLM Off Pericrapor
3a meKepHa OomecT ce moTtBpAyBa feka Bo 2020r. Ha
oBa nozpadje uma 9 131 oonuu opf mujabetec. Ha 202 361
JKUTEH BO OBOj PETHOH, TpeBajieHIlaTa off [uja0eT BO
2020r. e 4,5% . IllTo ce omHecyBa f10

aMOYZTaHTHO-TIOJIMK/IMHUYKKOT MOPOMIUTET BO PETHOH
TetoBo, Bo cmopepba co 2012 roguua, Bo 2020 roguua ce
3abeie;kyBa opact of 62,3%. HacripoTu Toa 00THHYKHOT
MOpOMIUTET IIOKaKyBa HaMa/lyBalbe Ha CTalKaTa Ha
nekyBanu of iujadet op 15,4 Ha 10 000 sxkurenu Bo 2012r.
Ha 4,5 Bo 2020r.

JlemorpacdckuTe mogaToly IMOKa)KyBaaT JieKa PerdoHOT
TetoBo uma 6 ommrtuHu of Koj Bo 2020r. Hajronema

ommTrHa e OnmruHa TetoBo co 92 918 skuTenu. I'memano
criopeq, TI0/I0BaTa CTPYKTypa, Bo 0Boj perwoH Bo 2020r.
uma 102 373 maxu u 99 988 xeHu.

Bo MHory 3eMju, 1a 1 Kaj Hac, MMa BoBeJleHa HaljuoHaIHa
MOMUTHKA M CTpaTerdja 3a XPOHMYHM He3apasHU
Oorecty, BKIyYyBajku To M aujabetor. Kako Bo MHory
pa3BUMEHU 3eMju, Taka ¥ Kaj HAcC, TIPeKy MHTerpupaHuoT
nH(popManucku cuctem ,Moj TepMuMHY e BoBefeH
perucrap 3a iujadeT Bo Koj ce TIPUOMpaaT CUTe MoaToIu
BO BpCcKa co 3abonenute of aujabet. IlotpeOHO e u
CITPOBe/lyBare Ha MPOrpaMu U MpeBeHIHja HA JIOKATHO
HUBO, 110 OMIITUHUTE, CO MOTOJIEMO AKTUBHO BKITYUyBabhe
Ha JieKapuTe Off TPUMApHO U Off CEKYH/JapHO HUBO.
[TotpebHa e U MocTojaHa efyKallija Ha HACeJIEHHETO 3a
NpeBeHIMja Ha [Mja0eToT M 3a BOJEHE 37IpaB CTHI Ha
JKUBOT.

Criopeq MeryHapoaHaTta defiepanuja Ha gujaderec, BO
CBETOT:

-IpubmkHO 537 MunmoHn Bo3pacHu (20-79 romuHu)
JKUBeaT co iujabeTec.

-BKymHKMOT Opoj Ha /yfe KoM JKUBeaT co jujabeTec ce
npenBuyBa fa ce 3rojeMd Ha 643 mwmionu o 2030
roguHa 1 Ha 783 munmonu o 2045 roguHa.

-3 op1 4 Bo3pacHHM JHIIa co iujabeTec JKUBeaT BO 3eMju CO
HM30K U CO CpefieH MPUXo].

-Ckopo 1 op 2 (240 mMumMoHHM) BO3pacHM JIMIla He ce
IMjarHOCTUL[MPAHU.

-llujabeTecoT mpemu3BUKa 6,/ MUTMOHM CMPTHHU CITy4aH,
WM CEKOU 5 CEKYHJIY YMMpa IO €JJHO JIUIIE Of Aujader.

-lujabeTecoT mnpemu3BUKa HajManky 966 Muujapau
ToNapy 37IpaBCTBEHM TPOIIOLH WITO MpeTcTaByBa 9% off
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BKYIIHHATE TPOLIOLM 3a BO3PaCHH.

-TloBeke op 1,2 munuoHu meua u agonectentu (0-19
rOJIMHM) JKUBeaT co Aujaderec Tu 1.

-1 opr 6 kuBopoaenu fea (21 MUIMOH) ce MOTofeHH Of
IujabeTec 3a Bpeme Ha OpeMeHOCTa.

-541 MUIMOH BO3pacHU JIyI'e ce U3JIOKEHU Ha 3rojieMeH
PU3MK 0] pa3Boj Ha iujabeTec THIT 2.

Bo EBpoma

Bo EBpoma, 1 ox 11 Bo3pacHu (61 MuaMOH) KuBeat co
nujaberec. bpojoT Ha Bo3pacHH co ujabeTec ce 0ueKyBa
Ta gocturae 67 mumuonu fo 2030 roguHa 1 69 MUITHOHK
1o 2045 roguna. Hag 1 ox1 3 (36%) Bo3pacHu KoM JKUBear co
nujaberec He ce gujarHocTunpany. Ilorponrenu ce 189
MuHjapyu 3a gujadetec Bo 2021 roguHa. Bo 2021 roguna
1,1 MU/IOH CMPTHM CJTyyau ce opajiu aujaderec.

IEJT

[lenrTa Ha cTyauMjaTa e 1a ce HAMpaBy YBUJ| BO COCTOj0ATa
co 1reKepHata 6omnect Bo cBetoT M Bo PC MakejoH1ja Bo
2020 roguHa, co mocebeH oCBPT Ha coCTojoMTe BO PerroH
TetoBo Bo mepuop 2012-2020r. Mcto Taka, aHaMM3UPaHK
ce W pU3MK-(DaKTOpUTE KOW JIOBElyBaaT [0 OBHUE
3a00/TyBarba, KAKo M MEPKMTE IITO Tpeda /ia ce mpe3eMar
3a IpeBeHIIMja U 3a KOHTPOJIa Ha JInjabeToT.

METOJ U MATEPUJATIN

MeTozioT 3a paboTa KOPUCTEH BO OBOj TPV € aHATUTUIKO-
IeCKPUIITHBEH MeToJ, cO 00paboTKa M CO aHa/IM3a Ha
JOCTalHUTEe MOJATOIM, a KOPMCTeHa € JIUTeparypa W
MaTepujai HaBefleHM Bo pedepeniurte. KopucreHu
nojatony: PefloBHM W3BelTau Off aMOY/IaHTHO-
TIOMMK/IMHAYKA U OonHMYKa jiejHoct Bo PC Makemonuja;
MopTanuTreTHa CTaTMCTMKA-Of] TOJATOIM J00MEeHH oOff
JIp:kaBeH 3aBof] 3a craticTuka Ha PCM, a obpaboreHu
Bo MJ3-Cromje; HFA-Data base-mogaroru on C30; IDF
diabetes atlas- momatou o MHTepHalMoHaTHATA
denepanmja Ha pujabetor; CTpyuyHa muTepaTypa 3a
U3rOTBYBalhe Ha TIPENopakd €O Mpejior- MepKd 3a
npeBeHIMja, 0laroBpeMeHO OTKpWBame, JIeKyBame WU
pexadMIMTaIja Ha IujabeToT.

PE3YJITATU!

[locrojar Tpu TumOBM Ha pujabec u Toa ce: Tum 1
nujaberec, Tum 2 pujaberec, lecrarucku [ujaber.
[IpemujabeTec e cocTojoa BO Koja JMIlaTa MMaat MoKaueH
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neKep Bo KPBTa, HO Celak He MOKaT 7la ce BOpojaT BO
Kmacata Ha aujabernmuapu. OBHe Nyfe MMaaT 3rojeMeH
PHU3MK 3a T0jaBa Ha WjabeT TN 2, CpLeBU 3a00/TyBamba
¥ Mo30ueH yyap. Bo KomOuHaIuja co HamasieH MpoToK Ha
KpBTa, Mpeu3BUKYBa I0jaBa Ha VY/Ilepd Ha CTaranara;
aucoyHIMja Ha OyOpesure;

IujabeTMYHA pPeTHHOMATHja, Koja e efHa Of BOJICUKUTE
MPUUMHK 33 T0jaBa Ha CJIeTMWsIo; HeypoIaTHja;
TapajioHTONaTHja.

Pusuk-(hakTopH 3a IMojaBa Ha /JUjabETOT ce TeHeTCKUTe
(bakTopu, MHGEKIMH, T0NIaNCXpaHaHAHOBOPO I HUMIbaTa,
TMPeKyMEePHO KOPHUCTeHe JIeKOBU, KOH3YMHUpambe aKOXoT,
Ipora, Tyilemwe, JION COIMOeKOHOMCKHM CTaTyc, Jolia
MCXpaHa, CTpec, caba pu3MuKa aKTUBHOCT U Jle0e/TMHATA.

Ce mporieHyBa JieKa 1jabeToT Bo MHAYCTPHUjaTH3UPaHUTE
3eMju MOKe Jja Oujie TIOBpP3aH co MpeKyMepHaTa TeKUHa
W febenuHa. [loeguHim co gebennHa UMaaT 3rojieMeH
pu3MK off nujabet (83%) Bo cropemba co nMIla co 37apaBa
TeKUHA.

lcTo Taka, 3HaeMe JleKa CeKoja akKyTHa 00/IecT MojKe 71a ja
BJIOIIM pery/aiiyjaTa Ha eKepoT Bo KpBTa. HeraTuBHOTO
BijaHMe Ha pujabetecot Bp3 KOBUJI-19 mokebu He e
(1M He e caMo) OBP3aHO €O XUTIEPITIMKEMMjaTa cama Mo
cebe, TYKY CO KOMOPOMIUTETUTE KO UECTO Ce TOBP3yBaaT
co Hero. KopoHaBMpyCOT Moke Jla Mpeju3BUKa MOTeIKI
CHUMIITOMH ¥ KOMIUTHKAIIMH Kaj JIyFeTo KoM MMaar Jujaber.
Criopeq, McTpakyBameTo Ha OpuTaHcKaTa HaioHamHa
3mpaBcTBeHa cnyxkba (HXC), peurcn emHa TpeTHHa off
cMmpTtHUTe cnydan of KoBuj-19 Bo AHITIHja ce MOBP3aHu CO
nujaderec. [locera, 3a BpeMe Ha MaHeMujaTa Bo AHIIIHja
nourHase 7 466 nuia co aujabetec Tum 2 U 365 nuia co
nujaberec tum 1, a Bo PC MakegoHuja off BKYITHHOT Opoj
Ha jjocera ympenute og KOBUJI-19, 2 427 bune 3aboneHu
of] Iujaderec.

Wumupenna u IlpeBanennma Bo PC Makemonuja 3a
aujadet, 2020r

Cmopen mopaToruTe KoM T obpaboryBa M]3 nHa PC
Makefonnja, cocTojbata co HOB03abONeHH off [AujadeT
(nuIumentra) Bo 2020r e cieiHa: BKYITHO HOBO3a0O0/IEHH ce
7432 unu cranka 357,88 Ha 100 000 ;xutenu. UHIIupmeHa
op mujader Bo 2020r Bo PCM, rnemaHo cropep Imonm u
BO3pAcT, IMOKa)KyBa JIeKa Off BKYIIHO HOBO3aboyeHuTe 7
432 nuia, ManKy moBeke HOBO3aboneHH ce keHHu- 3975
o1 Mayku- 3457. A riefjaHo criopesi Bo3pacT, HajrosieM 0poj
HOB03ab0/IeH! MMa Bo Bo3pacHaTa rpyma o 60-64r. (1190)
wnu cramnka of, 927,2 va 100 000 >xutenn.
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[IpeBanennara Bo 2020r e ciefHa: BKYITHO 3a00/IeHH Ce
133 803 nmm cranka of, 6433,08 Ha 100 000 sxwurenmu. Op
BKYIIHUOT Opoj Oomuu, 132 672 GonmepmyBaat of fujader
op tunotT 2, 1 020 op tun 1, a 111 of ocTaHaTUTe TUTIOBH.
[IpeBanennara op mujader Bo 2020r Bo PCM rnegaHo
criopej; KaTeropdja Mo ¥ BO3PACT IOKa)KyBa feKa Off
BKVIIHO 3a0onenute 133 803 nuila, moBeKe 3aborieHu ce
JeHH, ofHocHO 74 660 of Maxu- 59 143. I'negaHo cropep
BO3pacT, HajroeM Opoj 3a0oneHM MMa BO BO3pacHaTa
rpymna of 65 1o 69 rogunu (12 778) unu cramka oy 22095,0
Ha 100 000 xuTtenu.

I'pachuron 6p.1

WHumAeHLA M MTpesaneHua no pervoxy 8o PCM 20201

Bapaapckn F 1017
Werouen F 13107
F 14593
F 10231
F 20586
F 15984
F 12846
F 35439

Jyrosanagen
JyroucToues
MenaroHucr
Nonowku
(CeBeponcToyeH

CHoncku

HMpesanexua B HHuMgeHya

M3Bop UJ3 Crormje

MHuuaeniara 3a aujaderec memutyc Bo 2020 roguHa mo
PEerHoHy TOKaKyBa JieKa HajrojieM Opoj HOBO3aOo/MeHH
nMa Bo Ckorckuot PernoH (2 233), motoa cienu [Tomomku
Peruos (1440), a HajManKy HOBo3aboneHu MMa Bo ctoueHn
Peruon (344).

IIpeBaneniaTa 3a Jauja0eTec MEIMTYC 10 PErHOHH
MOKa)KyBa [ieKa HajromeM Opoj 3aboneHH WMa BO
Crorckuot Peruon (35 439), moroa ciegu Ilenaroxucku
Peruon (20 586), a Hajmanky 3aboneHu uMa Bo Mcrouen
Pernon (10231).

Op cmukata Op.], ¥ of HampaBeHaTa cropefba e
eBUJIEHTHO JieKa HajrojieMa IpeBajieHlla uMa Bo Yemka
co 9,8%, noroa ciemu XpBaTcka co 7,6%, ma ®uHCcKa co
6,6%. Hajmama npeBanenia uma byrapuja co 1,7%. Bo PC
Maxkenonuja, mpeBaneHiaTa Bo 2020 roguHa e 6,5 %.
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Crmuka 6p.1- IlpeBajneHlla BO % BO HEKONKY €BPOIICKU
3eMju, OC/IeIHH I0JaTOoIH

Prevalence of diabetes mellitus (24), All
Uit 24

Latest data
available

Albania 2.5
Andorra

Armenia 3.1

Austria 5
Azerbaijan 2.5
Belarus -
Belgium 6.3
Bosnia and Herzegovina 3.9
Bulgaria o g
Croatia 7.6
Cyprus

Czechia 2.8
Denmark 4.6
Estonia 4.6
Finland 6.6
France -
Georgia 2.3
Germany 5.6

HFA data-WHO

Unnugenna u IlpeBamenna Bo peruoH TerToBo 3a
nujaber, 2020r

Cropeq;, mopaTonute Kou T obpaboryBa M]3 Ha PC
Makemonuja, a kou ce goouenu of 11J3 TeToBo, cocTojbara
Bo Permon TeroBo co HOBo3aboneHH off Jujader
(nuiupentia) Bo 2020r. e cefHa: BKYITHO HOBO3a00IeHN
ce 863 umu cranka of 426,5 Ha 100 000 xuTenu, of Koj
noBeke Bo rpaf 510 ,a momanky Bo ceio 353. Of BKYITHO
HOBo3abomnenu, 852 ce co Tun 2 rujadet, 7 co tun 1, a 4 ce
3a00JIeHH CO OCTAHATH TUIIOBU.

Cmopen, mopaTonuTe KoM T obpaboryBa M]3 Ha PC
Makeponuja, a kou ce goouenu of 11J3 TeToBo, cocTojbara
Bo Peruon TeToBO cO BKymeH Opoj Ha pervcTpupaHu
of aujabet (mpesaneniia) Bo 2020r. e ciefHa: BKYIIHO
3abonenu ce 9131 unu cranka 4512,2 za 100 000 ;xkuTeny,
071 Koj IoBeKe Bo rpaj, 5156, a momasky Bo cenio 3975.

Nuiypennara op, aujaber Bo 2020r Bo peruoH TeToBo
I7IeflaHo  Criopef, TMOJ TOKaKyBa JleKa Off BKYIIHO
HOB03abojieHu 863 nuila, MajKy IIoBeKe HOB03a0OJIeHH ce
eHu 515 o masku 348.

[IpeBanennara o gujader Bo 2020r Bo peruon TeToBo
T7IeflaHo CTIOpe]] TIOJT M BO3PAcT MOKaKYBa Jieka off BKYITHO
3abonenute 9131 nuia, moBeKe 3adoneHu ce keHun-5445 of
Maku-3668. A riemaHo criopef Bo3pacTa, Hajromem 0poj
3ab071eHM MMa BO Bo3pacHaTa rpyma of 65 o 69r (1142).
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NHuupenna u mpeBaeHiia 3a perioH TetoBo Bo 2020r.,
I71e[IaHO T10 OIMIITHHU

I'pachuron 6p.3
HIIU.H,CI.EH-J_J HNpeganedya B0 ONWTHHKTE BO PeraoM
Tetoso , 2020r
BO0D 5558.3
5000
40B8.5
4000 3749 1505.2 317815
o 27073
2000
1000 458, 5494
357 1304 127.3 203 ?'E'_l ;
0 = =
Borossme  Bpeenmua Henmno eapue Teraso
B MHumMaeHga
N3Bop UJ3 Ckomje

Opn rpacduroH Op.3 ce rIefa jeKka HajroieMa HHIM/IeHIa
U TIpeBasieHIia off nujaberec Bo Pernon TeToBo mMMa Bo
OnmrtiHa TeToBo. BTopa mo ronemuHa MHIMZEHIA KMa
Bo OnmituHa Teapile, a BTopa 110 rojieMdHa IpeBajieHIa
uMa Bo OmmtuHa JeryHoBie. Hajmana uHIupeHIa u
HpeBajieHIla BO PETMOHOT of Aujabetec mMa OmiITvHA
BpBenutia.

AMOYIaHTHO-TIOTMK/TMHIYKY MOPOMIUTET Ha JujadeT
Bo Pernon TetoBo, 2012-2020r

BKYMHHOT ~— aMOY/IaHTHO-TIONIMK/IMHAYKA ~ MOPOMAUTET
Bo 2020r. Bo Pernon TetoBo e 294 973. YuecTBOTO Ha
3aboneHu off mujadetec Menutyc Bo 2020r. Bo BKYITHHOT
aMOy/TaHTHO- ITOJIMK/TMHAYKY MOPOMIUTET BO IIPMapHaTa
37IpaBCTBeHa 3alITHTa € (7%) 20748 .

Jlujarpam 6p.5

TpeHg Ha AMGYASHTHO- NONMKAMHHYEN MOp GHAHTET of AMjabeTec
MENHTYE (CTaNKa Ha 10000 KHTENH), BRYNHO, BO PETHOH
Tetoso,0n 2012r go 20211
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M3Bop 11J3 TeToBo

Op pujarpam Op.5 ce BoouyBa JleKa CTalKaTa Ha
aMOY/TaHTHO-MOJIMK/IMHIMYKY MOPOMAUTET Off ujabeTrec
menmutyc Bo Permon TeToBo moKaKyBa TpeHJ Ha
sronemyBame of 645,5 (12 786) Bo 2012r. Ha 2232,3 (20 748)
B0 2020r.
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Bo cmopenba co 2012 roguua, Bo 2020r. ce 3abenexyBa
nopact ofi, 62,3%.

[Jlujarpam 0p.6

TpeHa Ha iBH¥ere Ha cTanka Ha 3abonexnu of aujabetec
menuTyc,no non , Ha 10000 xurenn, og 2012 po 2020r
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Gpoj Ha 3abonenu

-~ 76812
518 9

2012 2013 2014 2015 2006 2017 2018 2019 2020

roAwHa

P MAWH = HEHHA

W3Bop )3 TetoBo

Opn mujarpamot 0p.6 ce riefia aeka Bo AIIM (cranka Ha 10
000 s;xkurenn) Bo pernoHoT TeToBo, 3a mepuog ox, 2012r 1o
2020 r, regaHo cropeq Moji, MMa IOPacT Ha 3a007eHH
U Kaj /1BaTta mosa. Kaj Majkute uMa mopacT Ha CTamka off
518 (2012r) Ha 889 (Bo 2020r), a Kaj jKeHHTe UMa MOPacT
ox 775,6 (2012r) Ha 1164,8 (Bo 2020r). Ho BooustiBo e fieka
Bo PeruoH TeToBo, Bo cuTe aHaIM3UPaHK OJIMHM, TIOBeKe
JKeHH 3a007yBaie off ujabeTec MeIUTYC Off MasKH.

Bo AIIM Bo Pernon TeToBo, HampaBeHaTa cropezoa
Ha 2012r u 2020r ykakyBa HeKa HajrojeM IpOIIEHT Ha
3a0oj1eHH of IujabeT ce Bo Bo3pacHaTa rpyma of 35 jjo 64
roauHu, 1 Toa Bo 2012r- 44% (6 485) o1 BKYIIHO 3a0071€HUTE,
a Bo 2020r ce 57% (11 714) om BKymHO 3a0o0neHHUTE Of
nujabeTec ce BO oBaa cTapocHa rpyma. Bropa Bo3pacHa
rpyma Mo 3acTaleHOCT BO BKYIHUOT Opoj 3a0omeHn of
oBaa 0orecT e Bo3pacHaTa Ipymna Hajj 65 roIHHM.

Bonuuuku mopouputet of JIujaberec memuryc 2012-
2020r, Bo peruoH TeToBo

Bpoj Ha 3abonenu (cnyyam) of mujabeTec MENTUTYC BO
TetoBo (0omHuukM Mopbupurer) Ha 10 000 kuTenu u
0poj Ha OOMTHUUKY JIeHOBK KIacH(HUIMPAHO CIIOPe] IoM-
MajKH, JKeH! ¥ BKyIHO (og 2012r mo 2021 1).
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[Hujarpam 6p.9 MOPTAJIMTETHA CTATUCTUKA O JUJABETEC
MEJIUTYC

TpeHA, Ha ABKMEeHe DONHWUIKKM MopOMaMTeT,CTanka Ha

10000 #murenn o pernox Tetoeo, og 2012 go 2020r
Cniopen, mogaTolLuTe 3a BKYIHUOT MopTanuteT Bo PCM,

154 nobuenn op, [I3C-Cromje, a obpadorenu ox MJ3- Ckomje,
ce 3abenekyBa 3rojemyBame of 279% Ha OpojoT Ha
ympeHnure, u Toa off, 20 134 ympenu nuia Bo 2012r. Ha 25
75580 2020r u 3ronemyBare Ha MOPTaJMTEeTHA CTallKa Ha
o 100 000 sxkutemu of 976,9 Bo 2012r Ha 1242,7 Bo 2020r.
X Mopa f1a HarioMeHeMe JieKa 3rojieMyBame Ha CMPTHOCTa
20 ' Bo 2020r mpupmoHecyBa maHfgeMmujata co Koup 19, koja

= OJlHece MHOTY KPTBH.
2012 2013 2014 2015 2016 2017 2018 2018 2020

18.0
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MoptamureT Ha 100 000 )KuTenu U MpoOIeHTYaTHO YIECTBO
Cramkata Ha GOTHWUKM MopGMAUTET of mmjaberec Ha O0JTHHM Off Ija0eT Bo BKYIHO yMpenuTe Bo PCM, 2012-

2020.
Mermutyc Bo PernoH TeToBo MOKaKyBa HaMasyBame
of 154% wm 298 Gomumuku ciaydau (2012) wa 4,2% Tabena 6p.17
win 105 cnyuam (2020). Toa ykakyBa fieka cocrojoara | Lomma { 2012 | 2014 | 2016 | 2018 | 2020

. BxynHo
e n0n06peHa T.e MMa IIorojieMa rpuka 1 CBeCHOCT Kaj ympenn o | 20134 19718 | 20421 | 19727 | 25755

HaCeJIeHHeTOo [JeKa OBadad OonecT e omacHa u JeKa MOKe PCM

Jla JioBefle [0 TeIIKM KOMIUIMKAIMH. 3aToa, KUTeUTe 1“350‘(')1

Cé TIOYeCTO MPABaT KOHTPOIU Kaj MATHYHUTE JIEKAPU | Ympenn ox

W3Bop 1IJ3 TetoBo

976,9 | 953,7 | 9853 | 950,1 | 1242,7

U BO CIEIUjalUCTUUKUTe aMOVIaHTH 3a [AujabeT, mpu ”;'i‘f;:ye: 850 825 | 1108 | 921 | 1365
1ITO ce W30erHyBaat BJIONIyBamba Ha Oonecta. MHaKy, off | E10-E14

, : % on
TabeaTa ce I7ieJja ieKa Co OrarameTo Ha OpojoT Ha 00HK sy a2 - sa | 4z 5a

JIeKyBaHU off 1ujabeTec, UMa U 3HAUMTETHO OMAralbe | ympenu
U Ha OONHMYKUTE [IeHOBM. [7leflaHO criope[ IIo/oBaTa 5:;‘;‘;““‘;2
CTPYKTYpa of JujabeTec MEUTYC BO PeruoH TeTOBO |r (Ei0-E14)| 412 | 399 | 535 | 444 | 659
BO CHTE aHAIM3UPAHU TOIMHM Ha OONHHUYKO JIEKYBarbe “;;23320
roBeke Owite eHu of Maku. Ho Boow1inBo e fieka uma

omarame Ha CTanKkaTa Ha OOJHUYKMA MOPOW/IMTET. ¥ TOa
Kaj skenu off 17,6 Bo 2012 ropuna Ha 6,1 Bo 2020 ropuna.
Kaj maxute om 12,5 Bo 2012r. na 4,3 Bo 2020r. Bo bBM u Toa, op 850 nmua o 2012r. na 1365 Bo 2020r, co
B0 pernion TeToBo, Hanpagenara criopenGa Bo 2012r m 3rojleMyBame Ha MopTanuTeTHaTa cTamka Ha 100 000
Bo 2020r, ykaxkyBa jieka Bo 2012r HajrosieM MpoOIeHT Ha xuen of, 41,2% Bo 2012r. 1a 65,9% Bo 2020r.

3a007eHH off AujabeT ce Bo Bo3pacHa rpyma Hap, 651 (381), Tujarpam 6p.12

a Bo 2020r Hajrosem 0poj off OOTHUYKM JIEKYBaHH Ce BO

N3Bop JI3C-Cromje
BpojoT Ha ympeHuTe of AujabeT OeNeKU 3rojeMyBarbe

Tpex Ha AEMXEeHe Ha cTanka Ha mopranuter of E10-F1d wa

BO3pacHaTa rpyma of 35-64r (58). 100000 inrenn oo PC Maregonnja,2012-2020r
70.0 65.9
Bo pernonor TeroBo ¥Ma [OBOJTHO MAaTMUHU JIeKapH, .. o

ma Jypd U Bo pypajHuTe cpemuHud. OCBeH pPeJOBHUTE  soo _ S s S T

Tperey Bo oBUe aMOY/IaHTH PeJlOBHO Ce CIIPOBeyBaaT oo o S st

U TIPeBEHTUBHU 1Ie/IM 32 OTKPUBAKE U 33 Cllefielhe Ha 0

IujabeToT Kaj MaljueHTHTe, KOM PEJIOBHO I'M HA/MOKyBa  **°

u i Koutpomupa ®30M. Illto ce ogHecyBa 3a mpucTan

J0 CeKyH/IapHa 37IpaBCTBeHa 3allTUTa BO KiMHMUKara 2012 202 ame 2015 016 207 2012 2008 2020

oonHuia Bo TeToBo MMa IleHTap 3a AujabeT BO KOj MMa

TpH cyOCTIeljauCTy eH0KpUHOI03M. Bo Toj orne ima  BpojoT Ha ympeHuTe 071 JjabeTec MeJIMTYC Ce 3rofeMuI

JIOBOJIHO CYOCIIeLja/IUCTH BO 0BOj PETHOH. ox 761 uop cranka 41,2% Bo 2012 romuna Ha 1355 ympeHnu,
OJTHOCHO co cTamka o 65,9% Bo 2020r. On mujabetec
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MeJIUTYC, TefiajKu Cropes 1ojl, YMUpaaT MoBeKe ;KeHU
0], MK BO QHAIM3MPAHUOT mepuofn. MopramureTor
o nujabetec memutyc cropegbero 2012/2020r cropen
BO3pacTa e BO Bo3pacHara rpyma Haj 75 roguuu. Bo
Perrion TeToBO MMa MOZIATOL[M CaMoO 1O CYOTOTANH Of
E10-E90, u 6pojot Ha ympenu Bo 2020r e 111. A Hajronem
0poj ympenu uma Bo OmiriHa TetoBo.

CMmpTHOCT off gujaber cmopen HMHTepHaluoHaIHATa
denepaiuja 3a gujadert, mo peruonu, 2011/2021r.

Cnuka 0p.2

Country/Territory 2000 201 b |
Africa NA 144,500 4360
Eurape Ni& 600,000

Middle Easz and Norch Afrsca Nk 276400 Tab, pE
North Amesica and Caribbean NiA 180,800 30642
South and Central Aninta N4 LY HE0. G
South-East Asia Nk 1,156,000 147367
Weszern Pacific Ni& 1708, 300 LuLR

Diabetesatlas.org

Crnopep;, oBaa esiepanuja, Bo 2021 roiHa HajroneM 6poj
CMPTHHM CJTyYad MOBpP3aHM CO JMjabeT MMa Bo 3amajieH
[Mamuduk- 2 281 732, a Ha BTOPO MecTo e EBpOINCKUOT
Peruon co 1111 201 cmpTeH ciyuaj.

3/paBCcTBeHa 3alUTUTA Ha JMIaTa co aujadet Bo PCM-
3/IpaBCTBEHU YCTAHOBH U Kajjap

Bo PC MakefoHuja opraHu3aliijaTa Ha 37paBCTBeHaTa
3aIlTUTA Ha OOJTHUTE Off IjabeT ce ofJBUBA Ha TPY HUBOA:
NpyMapHa, CeKyHJapHa U TeplidjapHa 3/paBCTBEHa
3QlITUTA.

Bnajiata Ha PCM 1 MuHKCTepCTBOTO 3a 3/IpaBCTBO CeKoja
rofjiHa HocaT Tporpama 3a 00e30efyBarbe WHCYIIWH,
IJIVKaroH, MHCYJIMHCKU I, JIEHTH 3a Mepembe Iekep U
eflyKal[yja 3a TPeTMaH | 3a KOHTPO/a Ha ujabetecoT. Bo
nporpamara 3a 2020 roguHa ce ofobpeHn (GPUHAHCHCKU
cpeficTBa KOM ce OTpeOHH 3a 00e30e/1yBatbe Ha MHCY/IHH,
IJIVKaroH, WHCYJIMHCKM WUITIM, JIEHTH 32 Mepeme Ha
IIeKepoT BO KPBTA, TIOTPOLIEH MaTepUjasl 3a MHCYTMHCKU
yMIu Bo u3Hoc of, 749.655.000,00 menapu.

CocrojbaTa co MemuLMHCKA Kazjap (mekapu) Bo PCM Bo
2020 romuHa, Bo ceKyHAapHa U TepliyjapHa 37paBCTBeHa
3aIlITUTA KOj € Ha pacroyarame Ha OONHUTE Off eKepHa
Oonect e ciemHa: of BKymHO 6 258 nekapu, 478 ce
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JleKapy MHTepHUCTH, a caMo 13 ce cyOcmerujamucTy -
eHJIOKPMHOJIO3H, O] KOM 8 MaKH U 5 JKeHH.

Bo pernonor TeroBo Bo 2020 ropuHa, Bo CKJION Ha
TMprMapHaTa 37paBcTBeHa 3amTHTa paborat 131 nekapu
BO Op/IMHALIMUTE KaKo MaTW4YHM JieKapu. bomHurte of
nujabeT ja JoOMBAAT ceKyHlapHAaTa 3[paBCTBeHa 3aIlTHTa
o7 CIIeL[jaIuCTH- MHTEPHUCTH (BKYIIHO 27), Kou paboTat
BO CKJIOTI Ha IPUBATHU CIIEI[WjaTACTUUKK MHTEPHUCTUUKA
opmuHaiyy ¥ Bo J3Y ,Kmuuuuka 6onHuia TeroBo“. Bo
cknon Ha J3Y Kb TetoBo“ uma 1eHTap 3a jgujabeT Bo
KOj paboTat Tpu CYOCHelUjaIuCT! (eHIOKpHHOMOo3M). Bo
Pernon TeToBO, eIMHCTBEHO BO TOj IIeHTap OOMHHUTE Of
nujabeT, KO ce MHCYIMHO3aBUCHM, MOXKAT JIa MOJUTHAT
pelLlenT 3a MHCYIMHCKA Tepanuja.

3AK/IYYOK

JlnjabeTec MeIMTYC MPETCTaByBa CEPHO3EH 3PaBCTBEH U
COLMjaTHO MEeJMIIMHCKM MPo0JIeM co OrJie]i Ha BUCOKaTa
WHIMJeHIla W [peBajieHIla, CKAloTO M JIO/rOTPajHO
JIeKyBaie, HEraTUBHUTE EKOHOMCKU e(eKTH Iopaju
TO/IEMHUTE TPOIIOLH 33 JIEKYBatbe, YeCTOTO U O/ITOTPajHO
OTCYCTBO Ofi paboTra, MojaBaTa HAa MHBAJMAUTET U
npepana cmpT. Co MCTpaKyBamaTa ce MpeJBUAyBa JieKa
643 MUMMOHM BO3pacHHU jyre BO CBETOT Ke >KuBeaT CO
nujaderec o 2030 roguua. Peuricu efiHo [10 iBe BO3pacHU
LA KOM JKMBearT o ujabeTec He ce IMjarHOCTUIMPaHH.

JHumaeHIaTa ¥ MpeBaieHIaTa 3a AujabeTec MEeTUTYC BO
PCM Bo 2020 roguHa mokakyBaat 7 432 HOB03a0onmeHH
uny cranka of 357,88 Ha 100 000 xkutenu. Criopen, o,
MaJIKy oBeKe HOB03a00JIeHH Ce JKeHH, a CIIope]] BO3pacTa,
HajrozieM 6poj HOBO3a0o/IeHH Ma BO BO3pacHaTa rpyma off
60-64r. [Io peruonu, Hajronem OPoj HOBO3a0OIEHU MMa BO
Crorckuot Pernod (2 233), notoa cienu [onomku Pervon
(1440), a HajMaKy HOBO3a0O/IeHN IMa BO ICTOUEH PETHOH,
omHocHo 344. IIpeBaneniata Bo 2020r. e ciefHa: BKYIIHO
3abonenu ce 133 803 wmm cramka 6433,08 xa 100 000
kurenu. Criopey 1071, moBeKe 3a00/IeHHU Ce JKeHH, a CIIoper
BO3pAcT HajromeM Opoj 3abojeHM MMa BO BO3pacHaTa
rpyna ox 65 1o 69 rogunu. Ilo pernonu, Hajromem 6poj
3a0omeny nMa Bo Crorckuot Pernon (35 439), motoa cnenu
Ilenaronucku Pernon (20 586), a HajmanKy 3aboneHr uMa
Bo Ucrouen Peruon (10 231).

CocrojoaTa co MHI[UJEHI[aTa M CO TpeBajieHI[aTa BO
Peruonor TeroBo 3a gujaGerec memutyc Bo 2020
TO/IMHA e CJIe[{Ha:

VHiMpeHIa - BKYIIHO HOBO3abojeHu ce 863 MM cTanka
426,5 Ha 100 000 kutenu. [IpeBaneHIa- BKYITHO 3a007I€HA



At

ce 9 131 unu cranka 4512,2 va 100 000 xurtenu. Hajronema
VHIUJEHIIA M TpeBajieHIla off [ujadetec BO DPErMoH
TeroBo nMa Bo OnmtiHa TertoBo. Bropa mo romemuHa
uHIueHnia umMa Bo OmmnTtuHa Teaprie, a TpeTa 10
rofieMriHa MpeBajieHIla uMa Bo OIIITHHA JeryHoBIle.
HajmMana uHIMiEHIIa ¥ TpeBajieHIla BO PETMOHOT Off
nujaberec uma OmTHa BpBenuia.

AMOY/IaHTHO-TIOIMK/IMHAYKM ~ MOPOMIUTET
nujaberec menutyc Bo Pernon Tetoso , 2012-2020r.

Ha

Cramkara Ha AIIM op gujadet Bo Pernon TetoBo Ha 10
000 >xuTenu MoKaxKyBa TPeHJ, Ha 3rojeMyBame of 645,5
(12 786) Bo 2012 romua, Ha 2232,3 (20748) Bo 2020romuHa.
Bo cropenba co 2012 roguna, Bo 2020r. ce 3abenexyBa
nopact ofi 62,3%. I'mefaHo criopen mojoBaTa CTPYKTYpa,
MMa TIopacT Ha 3a007leHM M Kaj JBaTa mona. [7efaHo
criopej Bo3pacHaTa CTPYKTypa, HarpaBeHaTa criopesioa
Bo 2012r. u Bo 2020 roguHa yKaKyBa JieKa Hajroyiem
TIPOIIEHT Ha 3a0071eHH 07T IujabeT ce BO Bo3pacHaTa rpyma
of, 35 1o 64 roguHu.

Bonmauuku mopouputer off JIujaderec memuryc 2012-
2020r. Bo Perunon TeToBo.

Cramkata Ha OOMHMYKKA MODOMAMTET  off JMjabeTec
menuTyc Bo pervoH Tetoso Ha 100 000 kuTenu mokaxxysa
HamasnyBambe of 15,4% um 298 6onHuury cydau (2012r.)
Ha 4,2% wm 105 cnyuan (2020r.). Toa ykaxKyBa fieka
coctojbata e mopobpena. Criopes mojoBaTa CTPYKTYpa,
Bo PernoH TeToBo, BO cHMTe aHalM3MpaHW TOJMHU Ha
OOMHUUKO JIeKyBame. MoBeKe 3abojeHH Off Jujaberec
menutyc Oune keHu o Maxku. Cramkata Ha BM Bo
Peruon TeToBo, 071 actieKT Ha BO3pacT, YKaKyBa JieKa BO
2012r. HajrojeM HPOLIEHT Ha 3a00NeHu Off [UjabeT ce Bo
Bo3pacHara rpyma Hapg 65r (381), a Bo 2020r. Hajronem
0poj o1 OOTHUYKM JIeKyBaHW Ce BO BO3pacHaTa Ipyma of
35 mo 64 roguuu(58). iMa 3HAUMTeNTHO HaMaJyBaibe M Ha
BPEMETpaemeTo Ha OonmHMUKuTe AeHoBH. Bo 2020r. Bo
Kminunuka Bonuuia TeToBo, off BKyNHO nekyBaHu 8 309
nuLa, off aujabetec, oue nekyBanu camo 105 muia umm
1% op cute nexyBaHu 00HM. Off aHaM3aTa Ha COOJHOCOT
Ha OpojOT Ha JIeKyBaHUTe oI IjadeTec BO OOMHMYKTAA U
BO aMOY/TaHTHO-TIONIMK/TMHIYKATA JIEjHOCT ce 3abefexyBa
ZeKa bpojoT Ha peructpupanu 6omHM Bo AIIM e eKcTpeMHO
TIoTojIeM, IITO 300pyBa 3a MOTpedara o YeCTH MOCETH BO
aMOy/TaHTHO- TIOTMK/IMHAYKA JIeJHOCT 3apajiv Ipo0ieMuTe
¥ JIOJITOTPAjHOCTa Ha CUMIITOMMUTE Of OBHEe OONIeCTH.

MopTanuTeTHa CTaTHCTHKA Off AHjabeTec MeTUTYC

BpojoT Ha yMpeHuTe o7 IjabeT OeeKu 3rojieMyBambe of
850 muta Bo 2012r Ha 1365 Bo 2020r, co 3roneMyBarme Ha
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mopranureTHa cranka Ha 100000 xurenu on 41.2% Bo
2012r Ha 65,9% Bo 2020r. @aKTOT Ha KOjIITO TPeba fa ce
00pHe BHMMaHHUeE e JileKa CMPTHOCTA Off KOMIUIUKAIIUTe
KOM TH NpeJM3BUKYBA [MjabETOT € MHOTY IorojeMa, a
camaTa eBUjieHIIja e HecooJiBeTHA U He ja MPUKaKyBa
peanHara coctojoa. Op Oomectu Ha fAujabeT, riemajku
criopej; TojioBaTa CTPYKTYpa, yYMUpaaT IMoBeKe >KeHU
O]l MK BO aHa/M3MpaHuoT nepuof. Co aHamM3aTa Ha
MOPTaJIMTETOT Off JMjabeTec MENUTYC, CIOpef0eHo 3a
nepuo, 2012-2020r. cmopen Bo3pacTa, MOKaKyBa JeKa
Bo 2012 roguHa 1 Bo 2020 roguHa HajrosieM 0poj yMpeHH
1Ma BO Bo3pacHarTa rpyna Haj 75 roguHu. Bo Permon
TetoBo uMa mogaTony camo 1o cyororamu of E10-E90, u
opojot Ha ympenu Bo 2020r. e 111. Hajronem 6poj ympeHu
uma Bo Omirruna TeToBo.

Bo PC Makeqonuja, opraHu3anyjata Ha 3apaBCcTBeHaTa
3allITUTa Ha OONMHUTE O AMjabeT ce oBMBA Ha 3 HUBOA:
NpUMapHa, CeKyHJapHa M TepiijapHa 37IpaBCTBEHA
3antTuTa. Bo ocHoBa, raBHaTa MpeBeHIuja, KOHTPoOIA U
JIeKyBambe oflaT IpUMMapHO MpeKy MaTuuHuTe nekapu. Illto
ce OJJHECYBa Ha KajlapoT, BO CEKYH[JapHO U TeplijapHO
HMBO MIMa Ha pacrosnarame 478 uHTepHUCTH off Koj camo 13
eHnokprHonosu. Bo Peruon TeToBo, T.e Bo KnuHuukara
Bonauna TeroBo, umMa 1 Kabuner 3a numjabeT, BO Koj
paboTaT Tpojiia eHI0KPHHOMO3H.

ITPEIIOPAKI

Tue BKIyUyBaaT MOMNTHKA M IIPAKTHKM 3a IiejiaTa
Tomy/aiyja ¥ BO OfPeNeH: VCIOBHM (VUMIMILTE, [OM,
pabOTHO MeCTo) KoM NpHOHecyBaaT 3a J00po 37pasje
3a CeKoro, 0e3 pas/nKa jajii MMaat AujabeTec, Kako IITo
ce peloBHO BekDame, 37IpaBa MCXpaHa, M30erHyBaibe
MyIIelhe ¥ KOHTPOJIA Ha KPBHUOT MPUTHUCOK M JIMITHIH.
[ToueTHaTa TouKa 3a 00D KUBeee Co iujabeTec e paHaTa
IujarHo3a. JleceH mpHCTa [j0 OCHOBHATA JMjarHOCTHKA,
KaKo IITO € TeCTOT 3a [JIMKO3a BO KPBTa, Tpeba ja Oupie
JocTalieH BO TpMMapHaTta 37paBcTBeHa 3amturta. Ha
TMalHeHTUTe ke UM Tpeda MepruofiuHa CIelujaTiuCTHIKa
TMpoLieHKa WM TPeTMaH 3a KOMIUIMKAL[MM W PeJloBEH
CKPDMHMHT 3a OINTeTyBarme Ha ouute, OyOpesute u
CTamanara, 3a fia ce OJIeCH! PaHHOT TPEeTMaH.
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OYHRIMOHAJIHA AMB/IMOIHJA M IUTHRO/TNH

T'omescka JJamrescka E'2, Tlerpymescka A2, Tpriescka Illekepuros H!2

1YnuBep3utercka Knunuka 3a ounu 6onectu, Ckormje
2MenuiHcku dakynret, Yauepsutet ,,CB. Kupwn u Metoauj” Ckomje PC Makemonuja

Medicus 2022, Vol. 27 (3): 317-320
AIICTPAKT

BoBen: Ambnuonuja e HajuecTaTa IpMUMHA 3a MIPEBEHTAOMIHO HaMaslyBaikhe Ha BUIOT Kaj [eTCKaTa IIoITy/laluja.
[IpeBanenuara ce nBuku of 1-5%.

Hemn: [a ce npukaxke epeKTOT Ha LIUTUKOJIMH BO TPETMAHOT Ha (DYHKLIMOHAa/IHA aMOIMOIINja 3aeHO CO OKJIy3Hja.

Marepujan u Mmetogu: Ha J3Y YKnuHMKa 3a ouHu 6oect Bo CKoIlje BO epuomoT oa HoeMBpu 2021 roguHa, 110 jyiu
2022 roguHu Oea uciiemyBaHM BKynHO 60 McnuTaHUIM cO (DYHKLMOHA/HA aMOJIMOINIMja, Ha cpefHa BO3pacT of 8,5
roquHu. VMcriutyBaHaTa rpymna ja courMHyBaa 30 WCIUTAHUIM, a UCTO TOJIKY MCIMTAHUIIM MMalle U BO KOHTPOJIHATA
rpyrna. Of BKYITHUOT Opoj UCTIUTAHULIA BO ceKoja rpymna 17 (57%) 6ea co necHa ambiuornuja, a 13 (43%) co cpenHO
Telka aMmbmonyja.

[To HampaBeHWUTe OPTOMNTUUKY UC/Ie[lyBatha, CKUjacKoIrja 1 MperuiliaHa COOfIBETHA KOPeKIUja, Ha UCITUTAaHULIUTE Of]
WCIUTYBaHaTa I'pyria UM € fajieH COBET 3a OKJIy3Uja M OpasiHa aJIMMHUCTpallrja Ha LIUTUKOJIMH, & Ha UCTIUTAaHULIUTE BO
KOHTpPOJIHATA I'PyIla UM € ZlaJleH COBeT caMo 3a OKJIy3HWja Ha [JIOMUHAHTHOTO OKO. KOHTPOJIHU UCIIUTYBamwa ce BPLIEHN
Ha 3, 4 1 6 Mecely.

Pesynratu: Ilocie 6 Mmecenm Kaj 16 (94%) uncrnmraHuiy o MCIIMTYBaHaTa Tpyla CO jiecHa aMmbiuornuja mmaile
nofiobpyBarme Ha BUiHATA OCcTprHA 3a 1, 2 1 3 peqia Ha Snellen-oB orToTw, a Kaj efieH UCITUTAHUK, TI0CTIe UCTIMTYBAHUOT
Tepuo;] BUHATa OCTpUHA Oellle WIeHTUYHA Kako Mpeq] TpeTMaHoT. Kaj 85% on ucnutaHuldTe CO CPeHO TelllKa
aMmOyroTMja UMallle TToI00pyBame Ha BUHATA OCTPUHA 3a 1, 2, 3 1 4 pefa, mofeKa Kaj [ABa ucIimraHuka (15%) BugHara
OCTPUHA OCTaHa UCTa KaKo MpeJ OTIIOYHYBakhe Ha TPeTMaHOoT.

Bo KoHTponHaTa rpyna Kaj 14 (82%) ucrmmraHuLy Co jlecHa aMOJIMOIMja MMalle TofobpyBamke Ha BUIIHATa OCTPUHA
3a 1 1 2 pema Ha Snellen-oB onToTuIl, JoeKa Kaj 3 UCIIUTAHULIM HeMalle IoobpyBamke Ha BUAHATA OCTpUHA. Kaj
69%, OOHOCHO 9 MCIIMTAHMLIM BO KOHTPOJIHATA TPylla CO CPeOHO TellKa aMOIuonuja MMalle II0J00pyBame Ha
BUIHATA OCTPUHA 3a 1, 2 1 3 pepa, IofieKa MaK Kaj 4 UCTIMTaHULIM HeMallle ofobpyBarhe Ha BUIHATA OCTPUHA T10CTIe
CITPOBEIIEHUOT TPeTMaH.

3aKJIy4yoK: [[UTUKOIMHOT 3ae/IHO CO OKJIy3Hja, ce MoKayka roeduKacet v pesyaTupalie co KIIMHUUKU U CTATUCTUUKU
3HAYajHO rofgobpyBare Ha BUIHATA OCTPUHA.

Knyunu 360poBu: aMmb/Moruja, LIUTUKOIMH, OKJIy3Uja, JeTCKa MoIylalyja

BOBE]] [lo pedununmja, QYHKIUOHAMHA aMOMMONMja  Ce
OJIHEeCYBAa Ha EHOCTPAHO MM, TOPETKO, OumaTepaaHo
HaMajlyBare Ha HajIo0po KopermpaHa BHIHa OCTpHHA,
KOja He e [MPeKTHO TMpeliiiaHa Ha CTPYKTypHa
a0HOPMaJTHOCT Ha OKOTO W/IH BUAHUTe maTuinTa. HajuecTu
MPYMApPHI IPUYMHH ce cTpabi3aM, aHH30METPOIIHja i
OmIaTepasHa BUCOKa pehypaKTHBHA rpelika. (1)

AmOnuonujaTa e I7aBHa NPHYMHA 3a IPEBEHTHOMIIHO
HaMajyBame Ha BHUJOT Kaj JeTcKaTa IIoNy/aliyja.
[IpeTcraByBa HamajyBame WIM TyOeme Ha BHJIOT,
Hopajii Hecoof[BeTHAa CTHMY/Iallja BO PAaHO [IeTCTBO.
[IpeBanenuara ce iBixkH of 1-5 %. (1,2)
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AmOmuonujaTa Moe f1a ce JieKyBa JIOKONKY ce
IMjarHoCTUIpa HaBpeMeHOo. KonmKky IopaHo ce jaBar
HapyIIyBamaTa BO Pa3BOjOT HA OWHOKY/IAPHUOT BHI,
a MCTUTe TIOJIOI[HA Ce OTKPMjaT M ce 3aloyHe CO HUBHO
OTCTpaHyBamwe, MOC/IeJUIUTe Ce MOTelIKU. YCIenHoCTa
Ha TPETMAHOT Ce HaMaJTyBa O 3rojieMyBakbe Ha BO3pacTa,
3apagu 1moronemata miactuyHocT Ha IIHC Bo paHoTo
netcTBo. (3,4)

[lenTa Ha TPeTMAHOT e MOCTUTHYBalme HAa HOpMasHa
BHJIHA OCTPUHA HA CEKOe OKO TOeJWHEeYHO, HOpMasieH
OMHOKYy/apeH BUI, oOpa dy3uja U CTEPEOCKOIICKY BHI,

[locTojaT HEKONKY MOJAIUTETH Ha TPETMaH, KOU ce
KOPHCTAT MOeJUHEYHO WM KAaKO KOMOWMHAI[Wja, a T/laBeH
MOJIA/IATET Ha TPETMAHOT CeyliTe € OKIy3ujaTa Ha
BOJIEUKOTO OKO.

[IoHOB MofanuTeT Ha TpPeTMaH e yIoTpebaTa Ha
LUTHKOIMHOT. (5)

[luturomuHoT  (umTHaMH  5-gudochoxomuH) e
MHTepMe/IiepeH HyC-IPOU3BOJ] BKITyUeH BO OMOCHHTe3aTa
Ha ochomunuaute Ha KietouHata MemoOpana. Ilo
CHCTeMCKa aJIMAHKCTpaIHja, ce JeTpajjupa BO HETOBUTE
COCTaBHU [IeIOBM, IMTHAMH M XomuH. OTKako Ke ce
arcop6upa, ja mpeMUHYBa KPBHO-MO304YHAaTa Oapuepa u ce
BrpajiyBa Bo (hoconummnTe Bo KJieTouHaTa MeMOpaHa.
['o sromeMyBa HMBOTO Ha HOpenuWHE(PUH U JIOTAMUH
Bo IJHC, a co Toa mompuHecyBa BO HeBpO3alITHTa MPU
XUTIOKCHYHHU ¥ HCXeMUYHH COCTOjO. (5,6)

LEJT

[la ce mpuKaske epeKTOT Ha IIUTUKOIMH BO TPETMAHOT Ha
(bYHKIIOHATHA aMOJTHOTIHja 3ae]THO CO OKITy3Hja.

MATEPWJAJI U METOIN

HaJ3Y YKnuuuka 3a ounu 6onecti Bo CKorije BO epuofioT
on HoemBpu 2021 romuna, mo jymu 2022 ropunHu Oea
MCIelyBaH| BKYMHO 60 MCTIMTAHUIM co (PyHKIMOHATHA
amOMonMja, Ha cpeJjHa BO3pacT of 8,5 TOJUHH.
WcnuryBaHata rpyna ja counHyBaa 30 HCIOMTAaHWIM, a
MCTO TOJIKY MCTTUTAHUIIM MMallle ¥ BO KOHTPOJIHATA IPyTIa.
On BKYITHUOT OpOj MCIIMTAHUIIM BO ceKoja rpyma 17 (57%)
bea co nmecHa ambOmuonuja, a 13 (43%) co cpemHo Telika
ambmuonuja. (tabesna 1)

[To HampaBeHKTe OPTONTUYKU UCIIelyBamba, CKUjacKomuja
U TIpenuIllaHa COOfIBETHA KOpeKIfja Ha WCIUTAHUIUTe
Ofl MCTIUTYBaHATa T'pyra MM e JajieH COBeT 3a OKIy3uja
M oOpajHa aJMUHMCTpAIMja Ha IMTUKOMMH, a Ha
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MCIUTAHUIUTE BO KOHTPOJTHATA IPYIIa MM € JIaJieH COBET
caMo 3a OK/y3Hja. KoHTpOHY UCTIMTYBakba ce BPIIeHN Ha
3, 4 1 6 Meceny.

PE3Y/ITATH

[Tocne 6 mecenry Kaj 16 (94%) ucniuTaHUIM O MICITMTYBaHATa
Tpyma co jiecHa aMmO/IMONMja MMalle TOof00pyBambe Ha
BUJIHATa ocTpuHa 3a 1, 2 u 3 pega Ha Snellen-oB omTorwm,
a Kaj efleH MCMUTAHWK, TOC/e UCIUTYBAaHUOT TMepPUO
BUJTHATA OCTPKHA Oellle UIeHTUYHA KaKo Mpej] TPETMAaHOT.
(C'pacduron 1) Kaj 85% o MCIUTaHULIKTE CO CPETHO TEIIKA
aMO/IroNMja MMalle MoJo0pyBake Ha BUJHATA OCTPUHA
3al, 2, 3 u4 pena, mofieKka Kaj iBa ucnutaHuka (15%)
BUJIHATA OCTPUHA OCTaHa MCTa, KAaKo MpeJ] OTIIOYHYBabhe
Ha TpeTMaHoT. (['pacdukoH 2)

Bo KoHTponHaTa rpyna Kaj 14 (82%) ucnuraHuiy co necHa
aMOJIMoMNMja ¥Malle Mogo0pyBabe Ha BUJHATA OCTPUHA
sa 1 u 2 pega Ha Snellen-oB omroTtum, mofieka Kaj 3
MCITUTAHULY HeMallle ofjo0pyBarbe Ha BUTHAaTa OCTPHUHA.
(C'paduron 3) Kaj 77%, omHocHo 10 MCHMTaHWIM BO
KOHTPOJTHATA T'PYTIa CO CPeJTHO TellIKa aMOIMOITHja UMallle
107100 pyBarbe Ha BUHATA OCTpHHa 3a 1, 2 M 3 pesia, lofieka
TaK Kaj 3 MCTIMTaHUI[M HeMallle TIojo0pyBarbe Ha BUIHATA
OCTPHHA ITOCTIe CTIPOBeeHNOT TpeTMaH. (I'padukoH 4)

30 (100%) 30 (100%)

JiecHa CPeJHO TellKa | jecHa CpEJIHO TellKa
ambnuonmja | ambnuonuja amOnmuonuja | ambsronuja
17(56,7%) 13 (43,3 %) 17 (56,7%) 13 (43,3 %)

Taberna 1. [Ipuka3 Ha MCIIMTYBaHa M KOHTPOJIHA TPyIa Ha
UCTIUTaHUIUTe

B Nogobpysaibe na
BALHATS OCTprHg - 94%

B He3 NpoMEHa BO
BMOHATa OCTPMUHA - b%

I'pachukon 1. [Ipuka3 Ha pe3y/nTaTi Kaj MCIIMTYBaHa IpyIia
€O JiecHa aMbJHoMHja



At

m MNopofipyraHe HA
BWAHATA OCTPKWHA - B5%

M bez npomeHa Bo
srgtata ucipria - 15%

I'pachukon 2. [IpuKa3 Ha pe3y/iTaTH Kaj UCTIUTYBaHa rpymna
CO CPeJTHO TellKa aMOJromHja

m Mogobpyeakbe Ha
BUHJIHATA OCTRpWHA - 829%

B 6e3 npomeHa BO BUAHATA
OCTpUHa - 18%

I'pachukon 3. [Ipuka3 Ha pe3yaTaTH Kaj KOHTPOIHA IPyma
€O JlecHa aMOJIHoMHja

B Nopobpysaie Ha
BMHATA OCTPMHA - [ /%

m bea NnpomMmeHa 8o
BWOHAaTa OCTPHMHA - 23%

I'pacpuroH 4. [IprKa3s Ha pe3y/ITaTi Kaj UCTIMTYBaHa IpyIa
CO CPeJTHO TellKa aMbyromHja

JIMCKYCHJA

[lutukomuH (UuTHAMH 5-MUbochOXONUH) IO CTUMYIMpa
TIOTIAMUHEPTHYHIOT CUCTEM BO MO30KOT M MPEKHMIIATa,
CO IITO Ce 3rojieMyBa HHUBOTO HAa PETHHATHHOT
HeBpoTpaHcmuTep  (momamuH). Toj ja  akTuBHMpa
OMoCHHTe3aTa Ha CTPYKTYpHUTe hochomumuam Bo
HeBpaJIHUTe KJIETOUHM MeMOpaHH, INTO pPe3yITHpa Co
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ToKaueH HUBOA Ha HEBPOTPAHCMHUTEPH, a CO TOA MMa U
HEeBPOTIPOTEKTUBHO 1€jCTBO. (7)

[IMTUKOMMHOT ja CTHUMYy/IMpa CHHTe3aTa Ha ITYTaTHOH W
ro O/IeCHYBA 3aUyBYBambeTO Ha C(OUHTOMHENTHH, CO IITO
ce MPOMOBHpa TPaHCAVKIMja Ha CUTHAT BO HEPBHUTE
KJIeTKH Ha MpekHuijata. [0 HamajyBa ONITETYBabeTo
Ha CJI0jOT Ha peTHHaIHMTe HepBHM BakHa (RNFL) co
HaMaJlyBafhe Ha HMBOTO Ha a30TeH OKCHJ CHHTa3a U ja
ocma0yBa (yHKIMjaTa Ha a30TeH OKCHJl BO HEBPOHUTE Ha
MPEKHUIIATa 1 <POETHHOT MO3OK. (7)

[loceramHuTe  WCTpa)kyBama  YKaKyBaaT  [ieKa
OnmaromapeHe Ha oBWe (hapMaKOJONIKK MeXaHU3MH,
IIUTUKOMMH ¥Ma  HEBPOMPOTEKTUBHO JI€jCTBO  BO
XUTOKCUYHU U UCXeMUYHH COCTOjOM M T TOfl00pyBa
nepopMaHcUTe Ha yuere ¥ MeMOpHja Kaj JKUBOTMHCKH
MOJIe/ii Ha cTapeee Ha Mo30KOT. Ce TIOKaKasio 1 JieKa ja
MHXMOMPA aTorTo3aTa Kaj HeBpoyiereHepaTUBHU MOJIeIH,
€O IITO ja 3ajaKHYBa HEBPOILIACTHYHOCTA. (8)

Bp3 ocHoBa Ha oBWe HEBPOMOJYIATOPHM CBOjCTBA, Ce
TOKayKaJT KakKo KOPUCEH BO OUHH COCTOjOM, KaKo IITO Ce
aMOJTHOTINja 1 TTIayKOM.

Loebis u cop. Bo cBojaTa CTymja BKJIyUMIe BKYITHO 34
0UH Kaj Jiella Ha 5 1 6 TofuHY CO JiecHa, yMepeHa U Telllka
amO/ionuja, MpHM INTO JlOKa)kaje JeKa LUTUKOMTMHOT
Oun eduKaceH Kaj JlecHa W yMepeHa amOjuonuja BO
BpeMeTpaee o1 3 1 6 Mecen. (9)

YroTpebara Ha IMTUKOMMH Kaj aMOJIMOIMja € 3aroyHaTa
MHOTY OflaMHa, Tla Taka eflHa OTBOPEHa CTyAuja VIITe
or 1991 Ha Campos u cop. Bo Koja Ouma BKiaydeHu 50
TaleHTH co aMOTMOIHja TPeTUpaHH co uTuromiH (1000
mg i.m. JIHEBHO BO TeK Ha 15 JieHa), Kaj Bo3pacHa rpyma
HaZIBOP Off TACTUYHKOT Mepuoy] Ha BU3YEJTHUOT CUCTEM.
On oBaa cTyaMja e 3aK/IyueHo JieKa MOCTOM CTaTUCTUIKU
3HavajHO MOI00PYBakbe Ha BUJHATA OCTPHMHA Ha JIBETE OUK
Kaj 46 op 50 marenTy (92%) 1 IOOOPYBAKHETO OCTAHAIIO
crabwiHo HajManky 4 mecen. (10)

Pawar u cop. Bo cBojaTa CTyAMja ja HCIUTYBaje
eeKTUBHOCTA Ha LUTUKOIKMH Kaj Jieria co aMOIHOIIHja off
4-13 roguHu, Kou OMIe TofeneHu Bo JBe rpymu. ExHaTa
rpylia Ha TPeTMaH camMo CO OK/Iy3Wja, a Jipyrata rpyma
co oknysuja u nutukonuH. Ilocne 5, ogHocHO 12 Meceln
TI0r0/IEMO TI0/I00PYBake Ha BUIHATA OCTPHHA MMAJIO Kaj
TeriaTa KOM OCBEH OKJTy3Hja KOpUcCTesie U UTUKOMMH. (11)

Kako Pawar u cop., Taka u Sabetti u cop. Bo cBoute
CIIPOBEJIeHH CTYAIMM 3aKiIyumwie feka edeKTUTe Ha
1nofi00pyBame Ha BU[HATa OCTPUHA Omjie MOTOJIEMU Kaj
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JeraTa Kou ocBeH bBanreprepoBa Qonmja Kopuctene u
OpaHO LUTUKOMKH. (12)

1 Bo HamIaTa cTy/Ivja Kaj MCIMTYBaHaTa IPyIa U Co jiecHa
M CO CPefHO TellKa aMOMOMMja MMalle 3HAUMTETHO
noflo0pyBame Ha BMJIHAaTa OCTPWHA, 3a pas3MKa oOff
KOHTPOJIHTa IPyIia Kaj Koja 6ea MCIIMTaHUIUTE Ha TPETMaH
camo Co OKJTy3uja 0e3 a/MMHUCTpaIja Ha [UTUKOKH.

WcrpaxkyBama TOKa)KyBaaT [leKa IUTUKOIMHOT T
nofobpyBa BuUAHMTe mepdopMaHCH Kaj aMmOMoInuja,
OJTHOCHO [IOBeyBa [0 3rojieMeHa BHJHA OCTpPHHA,
1o7100pa UYBCTBUTEHOCT Ha KOHTPACT, a edeKTuTe ce
MmaHubectHy 1 Ha BEIL. (13)

EderToT Ha IMTUKONUH Kaj aMO/IMONHMja ce MPUIMLIYBa
Ha Mofu(pMKalija Ha HeBPOHCKUTE MEXaHU3MI BO COIpus
geniculatum laterale u BUIHMOT KOpTeKc, Kajie IITO ce
cydyBaat (PVHKIMOHATHK U MOPQOIONIKA TPOMEHH Kaj
ambmonwuija. (14)

JlonroTpajHUOTTPETMAH COLIUTUKOIMH e [0OPOTONIepUpaH,
0e30eeH U eduKaceH Bo I0J00pyBame Ha €HJOreHH
MeXaHH3MHU Ha HeBporeHesa 1 HeBpopemnaparuja. (15)

3AK/IYYOK

[[MTHKOMMHOT ~3ae[HO CO OKIy3Mja, ce MOKakKa
noe()MKAceH U pe3y/ITHpalle CO KIMHUUKY ¥ CTATHCTHYKA
3HayajHo TO/I00pYBae Ha BUIHaTa ocTpUHA. [JoOueHuTe
pes3ynTaTd BO CTYAMjaTa VKaKyBaaT [ieKa yroTpebaTa
Ha IMTHKOJMHOT BO TPETMAHOT Ha (DYHKIMOHAIHA
aMOTMOTIHja Ce OTpaBJaHu.
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ABSTRACT

Hyrje: Ndérhyrjet kirurgjikale me géllim artroplastikén totale té artikulacionit kokso-femoral dhe artikulacionit
té gjurit (THA ose TKA) jané konsideruar si procedura té suksesshme né praktikén kirurgjikale (1), Ato ndihmojné
pér té rifituar lévizshmériné dhe pér té rivendosur funksionin e artikulacionit kokso-femoral né pacientét gé
vuajné nga patologji té rénda ose trauma té kétyre artikulacioneve (2, 3). Qéllimi kryesor i kétij studimi éshté té
pércaktojé nése gjinia e pacientit dhe lloji i procedurés ndikuan ndjeshém né rezultatet e artroplastikeés.

Metodat: Né kété studim observues, jané pérfshiré té dhéna pér pacientét mbi 50 vjec gé ju nénshtruan artroplastikés
té artikulacionit kokso -femoral (42.4%) ose artroplastikés sé gjurit (n = 57.6%) né Qendrén Spitalore Universitare té
Traumeés nga janari i 2019 deri né maj 2020. Njé vleré p < 0.05 u konsiderua si sinjifikante.

Rezultatet: Nga 158 pacienté té pérfshiré, né pjeswn mé tw madhe tw tyre mosha mbizotéruese ishte mbi 60 vjec.
Nga analiza e té dhénave u vu re se graté kishin mé shumeé gjasa té ishin mé té moshuara dhe té kishin sémundje
bashkéshogéruese si hipertension, anemi dhe sémundje renale né krahasim me burrat (P <0.02). Pavarésisht nga
procedura, femrat kishin gjithashtu gjasa té kishin kohé mé té shkurtér operatore si pér THA ashtu edhe pér TKA
(P <0.01). Artroplastika totale pérmirésoi ndjeshém funksionin dhe cilésiné e jetés dhe reduktoi dhimbjen né 89.2%
té pacientéve.

Pérfundime: Gijetjet e kétij studimi tregojné njé lidhje té réndésishme ndérmjet komponentit gjini, moshave
dhe rezultateve né varési té llojit té procedurés. Artroplastika totale e pérdorur né praktikén toné kirurgjikale,

aplikohet katér heré mé shumw tek femrat sesa tek meshkujt. Ne rekomandojmé studime té métjeshme né té
ardhmen pér té sqaruar shkaget themelore té dallimeve gjinore né artroplastikén e totale.

Fjalé kyce: Artroplastiké, dallim gjinor, proceduré

HYRJE protezé, kané pérmirésuar dukshém rezultatet e shumé
prej ndérhyrjeve kirurgjikale ortopedike kudo né boté.
Numri i démtimeve té artikulacioneve kokso-femoral né
Shtetet e Bashkuara pritet té arrijé né 840 000 indvividw
deri né vitin 2040 (4). Sipas Braithwaite & Wong, rreth
86% e démtimeve té artikulacionit kokso-femoral
ndodhin né individé té moshés 65 vjec e lart (5). Nga ana
tjetér po parashikohet gé popullata e 65 vjecarwve do
té dyfishohet deri né vitin 2050. Eshté pérllogartur gé
numri i té moshuarve nga 39 milioné né vitin 2009, té
arrijé né 89 milioné né 2050 (6). Kjo plakje me ritme té

Artroplastika, quajtur ndryshe protezimiartikulacioneve,
éshté njé ndérhyrje kirurgjikale qé bén zévendésimin e
komponetit té démtuar té artikulacionit me njé protezé
artificiale (metalike, geramike apo plastike) (1). Kirurgét
ortopedé zakonisht béjné zévendésimin e té gjithé
komponentéve (zévendésimi total i artikulacionit), dhe mé
rrallé e zévendésojné pjesérisht pjesén e démtuar (2,3). Né
kéto dy dekadat e fundit, zhvillimet e médha qé jané béré
né fushén e kirurgjisé pérsa i pérket artroplastikws totale
té artikulacionit (Total Joint Arthroplasty TJA) me njé
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shpejta té popullatés ka sjellé dhe njé kérkesé né rritje té
nderhyrjeve kirurgjikale pér zévendésim té artikulacionit
koksofemoral.

Chami dhe bashképunétorét e tij, kané velérsuar se 1
né 3 gra dhe 1 né 12 burra do té pésojné njé démtim té
artikulacioneve gjaté jetés sé tyre (7). Ndérsa Schnell
dhe bashképunétorét e tij kané vlerésuar se péraférsisht
njé e katérta e pacientéve qé pésojné njé démtim té
artikulacioneve kokso-femorale jané meshkuj. Né kété
vlerésim ata shkojné akoma mé larg duke raportuar
se meshkujt kané sémundshméri dhe vdekshméri mé
té larté té lidhur me protezimin e artikulacioneve
krahasuar me graté e té njéjtés moshé (4). Megjithaté, disa
autoré kané raportuar se kur merren parasysh gjendja
shéndetsore para operacionit, meshkujt nuk paragesin
rritje té vdekshmérisé sé parakohshme pas démtimeve
té artikulacioneve kokso-femolare (8). Démtimet
e artikulacioneve shogérohen me sémundshméri,
vdekshméri, humbje té pavarésisé dhe barré financiare
9).

Né shumé studime jané raportuar ndryshime pérsa i
pérket gjinisé dhe nw disa nga rezultatet e artoplastikés
(10-14). Mannion dhe bashképunétorét e saj, pané
se si gjiinia mund té jeté njé faktor i réndésishém né
artoplastiké, sidomos kur shqyrtohen indikacionet
pér kirurgji, p,sh ndryshimet né ndjeshmériné ndaj
dhimbjes tw cilat mund té ndikojné né “pragun e pranuar
pér kirurgji” né lidhje me dhimbjen dhe paaftésiné, si
edhe né interpretimin e rezultateve té vlerésuara nga
pacientét kur gjykohet suksesi i operacionit (15). Shumé
studime kané treguar se graté kané nivele perceptimi tw
dhimbjes mé té larta dhe funksion mé té pwrkeqwsuar
kur paragiten pér trajtim kirurgjikal. Nga ana tjetér nuk
dihet miré se si roli i faktoréve bazé si mosha, statusi
i shéndetit mendor, komorbiditetet, indeksi i masés
trupore (BMI) dhe pritshmérité e pacientit kanw lidhje
me shpjegimin e dallimeve gjinore dhe rezultatet e
pritshme nga artoplastika totale (15-17). Qéllimi kryesor
i kétij studimi éshté té pércaktojé nése gjinia e pacientit
dhe lloji i procedurés ndikuan ndjeshém né rezultatet e
pritshme té artroplastikés.

METODA

Né kété studim observues, ne kemi pérpunuar té
dhénat e pacientéve me moshé mbi 50 vjec, té cilét
jané hospitalizuar né Qendrén Spitalore Universitare
té Traumés nga janari i 2019 deri né maj té 2020, pér té
kryer ndérhyrje kirurgjikale, zévendésim té komponetit

Revisté mjekésore - MEDICUS | 322

IS ISP

000000000000

té artikulacionit té démtuar me njé protezé artificiale.
Né studim jané analizuar té dhénat e 158 pacientéve,
prej té ciléve, (74,68%) i jané nénshtruan artroplastikés té
artikulacionit kokso-femoral dhe (25,32%) artroplastikés
sé gjurit. Né bazén e té dhénave u pérfshiné si té dhénat
sociodemografike (si p.sh, mosha, gjinia, vendbanimin,
sémundjet bashkéshogéruese sipas ASA score (American
Society of Anesthesiologists score), lévizshmeéria,
lloji i démtimit, ashtu edhe té dhénat klinike dhe ato
perioperatore dhe postoperatore (si p.sh, té dhénat
né lidhje me procesin, llojin e protezés sé pérdorur,
rezultatin e pérftuar pas ndérhyrjes, dité géndrimin né
spital, dhe komplikacionet qé jané hasur lévizshmériné
né 120 dité dhe vdekshmériné).

Mbledhja e té dhénave u bé me ané té njé pyetésori té
pérgatitur mé paré. Té dhénat e pérftuara u hodhén né
programin EXEL dhe mé pas u analizuan me programin
statistikor SPSS (Inc, Chicago, Illinois), version 20.0. Té
dhénat u paraqitén né frekuencé, pérqindje, si mesatare
dhe devijim standard. Karakteristikat demografike té
pacientéve si p.sh. variablat e vazhdueshme u analizuan
duke pérdorur statistika pérshkruese té ndjekura nga
testi i pavarur Student’s t-tests, dhe chi-squared (¥2) test
ndérsa testi ekzakt i Fisher u pérdor pér té analizuar
variablat kategorike duke krahasuar ndryshimet e
variablave dhe rezultatet e marra nga ndérhyrja. Pér té
krahasuar té dhénat e pérftuara ku gjinia éshté marré
si variabél i pavarur, kemi pérdorur analizén e thelluar
té regresionit logjistik. Eshté béré vlerésimi i raporteve
té gjasave (OR) dhe intervaleve té besimit 95% (95% ClI),
dhe njé vleré prej p <0.05 u konsiderua statistikisht e
réndésishme.

REZULTATET

Né kété studim, nga 158 pacienté gé ju nénshtruan
protezimit té komponetit té démtuar té artikulacionit,
femrat kishin njé predominancé kundrejt meshkujve me
73.4% dhe 26.6% respektivisht. Pérsa i pérket mesatares
moshore té pacientéve, meshkujt kishin njé mesatare
mé té ulét 65+4.1 St.D kundrejt femrave 68+3.7 St.D. U
vu re njé lidhje e forté sinjifikante ndérmjet mesatares
moshore tw femrave kundrejt meshkujve, pér vleré té
K2=1.8 C195% [0.6-2.7], vlera e p=0.01.

Mosha me numrin mé té larté té rasteve qé i jané
nénshtruar trajtimit kirurgjikal, i pérkisnin grupmoshave
mbi 60 vjec pér té dyja gjinité. Késhtu, né grupmoshén 50-
55 vjec rezultuan 2.4% pér meshkujt dhe 6% pér femrat.
Né grupmoshén 56-60 vjec rezultuan 71% e meshkujve
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dhe 8.6% e femrave. Né grupmoshén 61-65 vjec rezultuan
16.7% e meshkujve dhe 13.8% e femrave. Né grupmoshén
66-70 vje¢ rezultuan 26.2% e meshkujve dhe 25.9% e
femrave. Né grupmoshén 71-75 vje¢ rezultuan 33.3% e
meshkujve dhe 31% e femrave, ndérsa né grupmoshén
mbi 75 vjec rezultuan 14.3% e meshkujve dhe 14.6% e
femrave. Né ndarjen sipas gjinisé dhe grupmoshave u vu
re njé lidhje sinjifikante pér ¥2=1.6 CI 95% [0.4-2.3], vlera
e p=0.01.

Pérsaipérket vendbanimit, pjesa mé e madhe e pacientéve
jetonin né zonat urbane me 572% tek meshkujt dhe
55.2% tek femrat, krahasuar me vendbanimin me zonén
rurale. Njé lidhje e forté sinjifikante u vu re pérsa i pérket
vendbanimit té pacientéve dhe ndarjes gjinore ¥2=1.2 CI
95% [0.7-1.8], vlera e p=0.03.

Né lidhje me statusin martesor, pjesa mé predominuese
e pacientéve si meshkujt ashtu edhe femrat gé ju
nénshtruan protezimit ishin té martuar. Késhtu nga 42
pacienté meshkuj qé kryen ndérhyrjen 71.4% ishin té
martuar ndérsa nga 116 femra 87.1% ishin té martuar.
Edhe né kété rast u vu re njé lidhje e forté sinjifikante
ndérmjet statusit martesor dhe ndarjes sipas gjinisé,
vlera e p=0.02.

Indeksi i masés trupore né kategorité mbipeshé dhe
obezé shihet si njé faktor rrisku pér shumé probleme
shéndetésore. Pacientét i kemi kategorizuar né dy grupe,
né grupin e paré kemi pérfshiré té gjithé pacientét gé
karakterizohen nga njé BMI nén peshé dhe né peshé
normale, dhe né grupin e dyté té gjithé ata pacienté
qé karakterizihen nga njé BMI mbipeshé dhe obezé. Si
pér meshkujt ahstu edhe pér femrat, mbipesha ishte
karakteristiké mbizotéruese. Tek meshkujt rezultuan
40.5% e pacientéve, ndérsa tek femrat 59.5% e pacientéve
me ndryshim statistikor, vleré e p=0.001.

Niveli i arsimimit sipas gjinisé rezultoi me njé numér
shumé té larté si pér femrat ashtu edhe pér meshkujt né
nivelin arsim i mesém me 57.2% tek meshkujt dhe 79.35%
tek femrat. Nivelet e tjera arsimore kané njé numér mé
té vogél té rasteve. Nuk u vuné re ndryshime statistikore
ndérmjet nivelit arsimor dhe ndarjes sipas gjinisé, vlera
e p=0.8.

Né kété studim jané pérfshiré kryesisht moshat
madhore mbi 50 vjec, gjé qé pérkthehet qé njé pjesé e
konsiderueshme e pacientéve tané ishin pensionist ose
té papauné. Pérsa i pérket statusit té punésimit, né té
dyja gjinité, vetém 14.3% e meshkujve ishin né mardhénie
pune, ndérsa tek femrat ishin 9,5%. Té papuné dhe/ose

Profesional paper

pensionistw ishin 69% e meshkujve dhe 83.6% e femrave.
Invalid ishin 16.7% e meshkujve dhe 6.9% e femrave. Edhe
né kété rast nuk u vu re njé lidhje sinjifikante, vlera e p
=0.4.

Tabela 1 paraget karaketristikat e pérgjithshme dhe té
dhénat klinike té popullatés sé marré né studim duke
béré dhe krahasim ndérmjet gjinisé (femra/meshkuj).

Tabela 1. Karakteristikat e pérgjithshme dhe té dhénat
klinike té popullatés té marré né studim

Variablat Meshkuj Femra P value
Nr i pacientéve (N/%) 42 (26.6%) 116 (73.4%)
Mesatarja e moshés (St.D) 6524.1 68+3.7 0.01
Grupmoshat 0.01
50-55 viec 1(2.4%) 7(6%)
56-60 vieg 3(7.1%) 10 (8.6%)
61-65 vjeg 7(16.7%) 16 (13.8%)
66-70 vjec 11(26.2%) 30 (25.9%)
71-75 vieg 14 (33.3%) 36 (31%)
>76 6(14.3%) 17 (14.6%)
Vendbanimi 0.03
Fshat 18 (42.8%) 52 (44.8%)
Qvtet 24 (57.2%) 64 (55.2%)
Statusi martesor 0.02
Beqar, I/E ve, I/E divorcuar 12 (28.6%) 15 (12.9%)
I/E martuar 30 (71.4%) 101 (871%)
Indeksi i masés trupore (BMI) 0.001
Nén peshé dhe/se peshé normale 25(59.5%) 47 (40.5%)
Mbi peshé dhe /ose obezé 17 (40.5%) 69 (59.5%)
Niveli i shkollimit 08
Mé pak ose 9 vite shkollimi 8 (19%) 4(3.4%)
Shkolla e mesme 24 (57.2%) 92 (79.35%)
Universitet 10 (23.8%) 20 (17.25%)
Statusi i punésimit
I punésuar me kohé té ploté/té pjesshme | 6 (14.3%) 11(9.5%) 04
I papuné/Pension 29 (69%) 97 (83.6%)
Invalid 7(16.7%) 8(6.9%)
Pikézimi ASA (ASA score) 0.04
Kategoria I 4(9.5%) 2 (1.7%)
Kategoria IT &III 25(59.5%) 88 (75.9%)
Kategoria IV 13 (31%) 26 (22.4%)
Tipi i procedurés <0.0001
Arthroplastiké total K-F (THA) 16 (38.1%) 51 (44%)
aﬁioplastiké total e gjurit 2(619% | 65 46%)
Artikulacioni kontrolateral K-F 0.023
E pérfshiré por e pa operuar 13 (31%) 33(28.4%)
E pérfshiré dhe e operuar 10 (24%) 34(29.3%)
E pa pérfshiré 19 (45%) 49 (42.2%)

Né lidhje me statusin fizik dhe sémundjet

bashkéshogéruese, té dhénat e pérftuara jané pérshtatur
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sipas sistemit té klasifikimit té statusit fizik ASA. Ky sistem
klasifikimi i Shogatés Amerikane té Anesteziologéve (ASA)
éshté njé mjet qé pérdoret né pérgatitjen e pacientéve né
kirurgji. Ajo ndihmon né parashikimin e rrezigeve pér njé
pacient té caktuar. Sistemi pérdor njé shkallé té bazuar né
historiné mjekésore té pacientit, ashpérsiné e kushteve
té njohura mjekésore dhe gjendjen aktuale fizike pér té
ndihmuar né parashikimin nése ata mund té tolerojné
anesteziné dhe kushtet e operacionit. Ky sistem pérdor
njé shkallé nga I né VI, ku me I klasifikohen pacientét
e shéndetshém dhe/ose me rrezige minimale, dhe arrin
deri né VI gé jané pacientét né gjendje kome cerebrale
(decerebruar).

Bazuar né kété klasifikim, 9.5% e meshkujve dhe 1.7% e
femrave rezultuan né pikézimin ASA I. né pikézimin ASA
I dhe Il rezultuan 59.5% e mshkujve dhe 75.9% e femrave,
ndérsa né pikézimin IV rezultuan 31% e meshkujve dhe
22.4% e femrave. Njé lidhje sinjifikante u vu re ndérmjet
pikézimin ASA dhe ndarjes sipas gjinisé, vlera e p=0.04.

Aférsisht 38.1% e meshkujve dhe 44% e femrave iu
nénshtruan THA, ndérsa 61.9% e meshkujve dhe 46%
e femrave i'u nénshtruan TKA. Edhe né kété raste u vu
re njé lidhje e forté sinjifikante, vlera e p<0.0001. Pér
artikulacionin kontrolateral K-F, 31% e meshkujve dhe
28.4% e femrave e kishin té pérfshiré por nuk u operuan,
24% e meshkujve dhe 29.3% e femrave e kishin té pérfshiré
dhe u operuan, ndérsa 45% e meshkujve dhe 42.2% e
femrave e kishin té pa pérfshiré. Vlera e p né kété rast
rezultoi 0.023.

Né tabelén 2 kemi paragitur regresionin logjistik té té
dhénave post operatore dhe komplikacionet e pacientéve
sipas tipit té procedures bazuar sipas ndarjes gjinore
meshkuj/femra. Né kété analizé meshkujt jané marré
si referencé (meshkujt =1). Pas kontrollit pér té gjitha
dallimet ndérmjet meshkujt dhe femrat, modelimi
i regresionit logjistik me shumé variacione tregon
rezultate té ndryshueshme ndérmjet meshkujve dhe
femrave kur analizohet tipi i procedurés (TKA ose THA).
Gjithashtu, ajo qé bie né sy nga tabela e méposhtme,
éshté gé né tipin e procedurws THA, raporti i gjasave pér
shumé nga variablat e analizuar éshté relativisht mbi 1
duke na dhéné njé vleré té konsiderueshme sinjifikante
me ndarjen gjinore femra.
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Tabela 2. Regresioni logjistik i té dhénave post operatore
dhe komplikacionet né pacientét qé i jané nénshtruar
THA dhe TKA bazuan né ndarjen gjinore

Dité géndrimi né
spital
<5dité 09 0.2-16 0.7 11 (0216 |07
> 5 dité 14 0.97-2.30 | 0.04 16 0.97- 0.04
2.30
Eventet apo
ngjarjet e pa
déshiruara
Rishtrim 11 [ 0519 0.002 15 | 0827 | 0.0001
Ri-operim 12 0.7-2.2 0.002 14 10925 | 0.0007
Komplikacionet
post-operative
. 1.02-
Infeksion 13 [0719 0.007 16 249 0.0001
Embolizém 092 |034180 | 0045 |12 | %% oo
pulmonar 191
Dislokacion 1.0 04-17 0.03 11 ]06-21 | 0.03
Ndryshim né 13 |0622 [0001 |15 [0724 |o0001
gjatési
Dobési té muskujve | 1.7 1.03-242 ] <0.0001 |21 %ﬁ <0.0001
" 0.3-
Hemorragji 08 ] 0.04-161 | 0.74 1.0 202 0.04
DISKUTIME

Né kété studim, ne analizuam ndryshimet gjinore né
protezimin e artikulacioneve, me ané té ndérhyrjeve
kirurgjikale ortopedike, né té cilén éshté béré zévendésim
i komponetit té démtuar té artikulacionit me njé protezé
artificiale. Studimi u bazua né analizén e gjetjeve té
ndryshimit né demografiné, kategorive té moshés,
diagnozén dhe komorbiditetin, sipas gjinisé. Gjithashtu
ne kryem njé analizé mé té thelluar lidhur me tipet e
proceseve té pérdorura né TJA bazuar né ndarjen gjinore,
ku meshkujt jané marré si referencé. Nga 158 pacienté
té cilét i jané nénshtruar TJA, potezimi i THA u vu re né
42.4% té pacientéve né té dy gjinité, ndérsa protezim i
TKA u vu re 57.6% té pacientéve.

Shumé studime kané raportuar ndryshime gjinore
né shumé nga ndérhyrjet e artroplastikés totale té
artikulacioneve ose ndérhyrjet né kokso-femoral apo
té gjurit. Sipas kétyre studimive, faktoré gé ndikojné né
ndryshimet gjinore mund té jeté njé pérgindje mé e larté
e osteoporozés tek femrat, niveli hormonal, ose shtyrja né
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kohé e ndérhyrjes nga ana e femrave, duke u paraqgitur né
njé stad mé té avancuar té démtimit (18-22). Né studimin
toné, u vu re numri mé i larté i pacientéve gé kané bhéré
njé protezim té artikulacioneve i pérkasin gjinisé femér
73.4% me njé lidhje statistikore kundrejt meshkujve. Kjo
gjetje éshté e njéjé me studimet e pérmendura mé sipér
(18-22).

Shumé studime, referojné se ndérhyrjet me zévendésim
té komponentéve té démtuar té artikulacioneve ndodh
kryesisht né moshat mbi 50 vjec, dhe mé sé shumti né
moshén e treté. Sic tregohet né studimet e fundit té NIS
(23) né SHBA, kjo grupmoshé éshté gjithashtu grupi me
rritje mé té shpejté pér t'iu nénshtruar ndérhyrjes TKA
me kalimin e kohés midis té gjitha grupmoshave té tjera
(21, 23,24).

Lidhur me mesataren e moshés sé pacientéve tané bazuar
né gjininé e tyre, u vu re qé mesatare mé té larté moshore
e kishin femrat 68+3.7 St.D kundrejt mesatares moshore
té meshkujve 65+4.1 St.D. Pjesa mé e madhe e pacientéve
té cilét i jané nénshtruar si THA ashtu dhe TKA i pérkasin
moshés mbi 60 vjec pér té dyja gjinité duke arritur
pérgindje mé té larté né grupmoshén >71 vjec. Kjo gjetje
nuk ishte e njéjté me njé studim té kryer nga Novicoff
dhe bashképunétorét e tij. Ata kané refruar se té paktén
1/3 e té gjitha TJA jané kryher tek pacientét mé té rinj se
65 vijec (25), ndérkohé gé né studimin toné vetém 6.9% e
pacientéve i pérkisnin grupmoshés nén 65 vijec.

Sipas Martinez-Cano pacientét me BMI mé té madh se 30
kérkonin artroplastiké primare té gjurit né njé moshé mé
té re (mesatarisht: 3.5 vjec), krahasuar me pacientét me
BMI mé té ulét. Rreth 54.4% e pacientéve (meshkuj dhe
femra) tané té cilét kané kryer portezim té TKA ose THA
kané gené obez. Pér mé tepér, obeziteti né kété studim
rezultoi me lidhje sinjifikante me TJA duke u shfaqur si
njé rrezik i pavarur pér kirurgjiné né afat té shkurtér dhe
afatmesém (26).

Incidenca e artroplastikés totale té artikulacioneve
(THA/TKA) po rritet ¢do vit. Edhe pse kéto procedura
jané efektive né pérmirésimin e dhimbjes dhe funksionit,
ekziston rreziku i komplikimeve (27).

Tashmé dihet qé gjaté ndérhyrje kirurgjikale mund té
hasim né komplikime apo dhe ngjarje e pa déshiruara
si pér protezim té THA ashtu dhe TKA. TE gjitha kéto
ngjarje mund té komprometojné rezultatet e pritshme té
ndérhyrijeve, qé nga ana tjetér do té rrisin ripranimet né
spital, ulin pritshmérité apo ndjesité positive té pacientit
dhe té rrisin koston e kujdesit shéndetésor (28-30). Nga
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ana tjetér raportimi i komplikimeve dhe ngjarjeve té
pa déshiruara pér TJA nuk éshté e standardizuar. Né
shumé studime raportuar komplikime té ndryshme
me pérkufizime té ndryshme. Pér mé tepér, té gjitha
komplikimet e TJA nuk jané té barabarta (31-33). Nisur
nga kéto raportime, ne kemi kryer analizén e thelluar me
ané té regresionit logjistik pér ngajrjet e padéshiruara té
hasuar né pacientét tané duke nisur me ditégéndrimin,
ri hospitalizimin dhe mé pas me komplikimet. Né
kété analizé té té dhénave post operative dhe té
komplikacioneve té artroplastikés né 158 pacienté, kemi
gietur norma té ulta té komplikacioneve minore dhe
madhore postoperatore me 2.4% pér THA dhe 5.5% pér
TKA. Né ditét e para ndérlikimet qé pérjetuan pacientét
ishin minore. Infeksionet, dislokacioni, ndryshimet
né gjatési té gjymtyrés dhe dobésia muskulare ishin
komplikacionet mé té hasura né mesin e pacientéve tané.

PERFUNDIME

Gjetjet e kétij studimi tregojné njé lidhje té réndésishme
ndérmjet efektit gjinor, moshave dhe rezultateve né varési
té llojit té procedurés. Artroplastika totale e pérdorur né
praktikén toné kirurgjikale, éshté katér heré mé e madhe
tek femrat sesa tek meshkujt. Artroplastika totale e
artikulacioneve ka pérmirésuar ndjeshém cilésiné e jetés
né terma afatshkurtér dhe afatmesém, té pacientéve
tané. Pavarésisht suksesit klinik té TJA, komplikimet
gofté dhe ato minore mund té priten pavarésisht kujdesit
dhe sigurisé qé stafi mjekésor ofron. Ne rekomandojmé
studime té métjeshme né té ardhmen pér té sqaruar
shkaget themelore té dallimeve gjinore dhe ngjarjet e
padéshiruara né artroplastikén totale té artikulacioneve.
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ABSTRACT

Aim. This study aims to identify possible risk factors and concurrently investigates how macrosomic impacts
mothers and neonates outcome.

Study Design: The study is a retrospective cohort of data obtained in a large tertiary obstetrics and neonatal unit,
UHOG “Koco Gliozheni” Tirana for one year, from 1 January 2019 to 31 December 2019.

Data of all deliveries conducted during this period of time were accessed. Inclusion criteria of the study were
singleton pregnant women that gave birth after 37 weeks gestation at the UHOG. Multiple pregnancies, premature
births, stillbirths, non-vertex presentations and fetal abnormalities served as exclusion criteria.

A database of the cases was constructed, and data regarding maternal constitutional parameters (BMI, age,
parity, gestational weight gain), mode of delivery, shoulder dystocia, gestational diabetes, perineal trauma, and
postpartum hemorrhage were collected. Furthermore, pregnancies were divided accordingly into two groups:
macrosomic fetuses (> 4000 grams) and non-macrosomic fetuses (<4000 grams).

The two groups were compared to assess for possible macrosomia risk factors, and maternal-neonatal outcomes.
Statistical analysis is done using the Mann-Whitney-U and chi-square tests. Significance was set as p<0.05.

Results. A total of 3408 deliveries met the inclusion criteria of the study. The macrosomia rate is 10.3%. The mean
age (30.1 +/- 5.17 years vs. 28.9 +/- 8.4 years, p<0.05) and BMI (29.2 +/- 3.54 vs. 26.1 +/- 2.78, p < 0.05) were significantly
higher in the macrosomia group. Women that gained more than 12.5 kg have nearly twice the odds of delivering
a big baby (OR 1.86, CI 1.47 - 2.36, p<0.001). No statistically significant differences were noted regarding cases of
gestational diabetes (p=0.56). Cesarean sections were preferred to vaginal deliveries in the macrosomic group
(39.3% vs 29.7%, OR 1.53, CI 1.2 - 1.9, p=0.001). The risk of undergoing an emergency procedure is 6-fold higher in
pregnancies with macrosomic newborns (20.5% vs. 13.6%, OR 6.1, CI 4.45 - 8.36, p<0.001). Both episiotomy rate
(40.45% vs. 31.9%, OR 1.44, CI1 1.15 - 1.81, p=0.001) and lacerations (3.13 % vs. 1.44%, OR 2.21, CI 1.13 - 4.33, p=0.02) were
higher in the macrosomic group.

Conclusion: Parity, high BMI, age, and excessive weight gain were found to significantly increase the risk of
macrosomia, which is associated with an increase in maternal and neonatal adverse outcomes.

Key Words: macrosomia, cesarean section, shoulder dystocia, BMI
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BACKGROUND

By American College of Obstetrics and Gynecology (ACOG)
the term of “macrosomia” implies growth beyond an
absolute birth weight, historically 4000 or 4500 grams,
regardless of gestational age (1). The Royal College of
Obstetrics and Gynecology (RCOG) use the same definition.

Macrosomia promotes a range of adverse maternal and
neonatal outcomes.1,2. While its early recognition at
term can dictate the best mode of delivery, identifying
early risks of macrosomia would be of fundamental
importance in preventing a range of complications.

International studies report an increase in macrosomic
deliveries, now accounting for 9.4% worldwide. (1,2,3).

AIM

Aim of this study is to identify possible risk factors, and
concurrently investigates how macrosomia impacts
mothers and neonates.

MATERIAL AND METHODS

This is a retrospective cohort study conducted in a large
tertiary hospital. The data were obtained from the charts
of pregnant of women that delivered at the Obstetrics
and Neonatal Unit in UHOG “Koco Gliozheni” starting
from January 1st, 2019 until December 31st, 2019. Data of
all deliveries conducted during this period of time were
accessed. Inclusion criteria of the study were singleton
pregnant women that gave birth after 37 weeks gestation
at the UHOG “Koco Gliozheni”. Multiple pregnancies,
premature births, stillbirths, non-vertex presentations
and fetal abnormalities served as exclusion criteria.

In cases of pregnant women that had a regular follow-up
during pregnancy and fetal macrosomia was suspected
before birth, a sonographic estimation a fetal weight
was done by certified obstetrician in fetal scanning.
Ultrasound machine Voluson E6 was used. Hadlock’s
three-parameter formula (HC, AC and FL) was use to
estimate the fetal weight prior to delivery. This formula
applies better to our Indo-European population.

A database of the cases was constructed, and data
regarding maternal constitutional parameters, such as
age, parity, body mass index (BMI), and weight gain, were
collected. Body mass index was calculated based on the
weight of the women at delivery. Weight gain evaluation
was based on the following factors: pre-pregnancy weight
as stated by the patient, and weight during delivery

Profesional paper I

measured upon hospital admittance. Other retrieved
data included data regarding mode of delivery, shoulder
dystocia, gestational diabetes, perineal trauma, use of
forceps, and postpartum hemorrhage (PPH, defined as
blood loss of 500 ml or more in vaginal deliveries or 1000
ccin CS).

Further on, neonates were divided accordingly into two
groups:

> 4000 grams

<4000 grams

The two groups were compared to assess for possible
macrosomia risk factors, as well as differences in
maternal-neonatal outcomes.

Statistical analysis was done using the Mann-Whitney-U
and chi-square tests for continuous and cardinal
variables, respectively. Significance was set as p <0.05.

The institutional board approved this study.

RESULTS

During the study period 4022 pregnant women gave birth,
from which 3408 deliveries met the inclusion criteria of
the study.

The macrosomia rate was 10.3%, with 351 newborns
weighing more than 4000 grams. The baseline
characteristics of the study subjects are presented in
table 1.

The mean age was significantly higher in the macrosomia
group (30.1 +/- 5.17 years vs 28.9 +/- 8.4 years, p<0.05).

Age (years) 30.1+/-5.17 289 +/-84 <0.05
BMI 29.2 +/- 3.54 26.1+/-2.78 <0.05
Weight gain > 12.5 kg 240 (68.37%) 1642 (53.7%) <0.001
Primiparous 136 (38.74%) 1403 (45.9%) 0.01
Gestational diabetes 9(2.56%) 64 (2.1%) 0.56
Gestational age at delivery | 40.4 +/- 2.17 39.5+4/-2.23 <0.05

Table 1. Baseline characteristics among the macrosomia
and normal birth weight groups. Significance was set as
p<0.05.

Women presenting with higher BMI had higher odds of
delivering a macrosomic baby (29.2 +/- 3.54 vs. 26.1 +/-
2.78, p<0.05).
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Vaginal Birth 213 (60.7%) 2149 (70.3%) 0002
Cesarean Section 138 (39.3%) 909 (29.7%)
Elective CS 66 (18.8%) 785 (25.67%)
Emergency CS 72 (20.5%) 124 (13.6%) <0001
Episiotomy 142 (40.45%) 978 (31.9%) 0.001
Laceration 11 (3.13%) 44 (1.44%) 0.02
Forceps 3(0.85%) 0 0.006
PPH 18 (5.12%) 110 (3.6%) 0.15
Shoulder dystocia 17 (4.84%) 33 (1.07%) <0.001

Table 2. Maternal and neonatal outcomes among the
macrosomia and normal birth weight groups. Significance
was set as p<0.05.

Another predisposing factor for macrosomia is excessive
weight gain, with women that gained more than 12.5 kg
having nearly twice the odds of delivering a big baby (OR
1.86, CI 1.47 - 2.36, p < 0.001). Another difference noted
is that pluriparous women e macrosomic babies more
frequently (OR 1.34, CI 1.06 - 1.68, p=0.01).

No statistically significant differences were noted
regarding cases of gestational diabetes (p = 0.56).

Cesarean sections were preferred to vaginal deliveries
in the macrosomic group (39.3% vs. 29.7%, OR 1.53, CI 1.2
- 1.9, p = 0.001). Controversy, elective cesarean sections
are not higher in the macrosomic group, but the risk of
undergoing an emergency procedure is 6-fold higher in
pregnancies with macrosomic newborns (20.5% vs. 13.6%,
OR 6.1, CI 4.45 - 8.36, p < 0.001).

Both episiotomy rate (40.45% vs. 31.9%, OR 144, CI 1.15 -
1.81, p=0.001) and lacerations (3.13% vs. 1.44%, OR 2.21, CI
1.13 - 4.33, p=0.02) were higher in the macrosomic group.

Forceps were only used in 3 deliveries, all in the
macrosomia group (p=0.006).

Neither PPH, nor shoulder dystocia, was more frequent in
the macrosomia group.

DISCUSSION

In our study the rate of macrosomia was 10.4%. This result
is comparable with international studies that report an
increase in macrosomic deliveries, now accounting for
9.4% worldwide. (1,2,3). A US National Vital Statistics
Report concludes that 7.8% of infants weighted more
than 4000 grams, 1% had birth weight greater than 4500
grams and only 0.1% weighed more than 5000 grams at
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delivery (28).

Previous full-scale studies on macrosomia in Albania are
lacking, thus limiting comparisons and trend analysis.

In our study, parity, high BMI, age, and excessive weight
gain were found to significantly increase the risk of
macrosomia.

It is well known that these maternal constitutional
factors influence the development of macrosomia in the
newborn (4). Studies conclude that excess pre-pregnancy
weight is associated with a birth weight of 4000 grams or
more (5-8).

Being overweight or obese promotes weight gain outside
the pregnancy recommendation (9-11).

In addition, an expert review published in 2016 finds
that women with high BMI variation are more likely to
develop macrosomia (12). Therefore, monitoring weight
gain should be critical for every prenatal visit.

Often the monitoring of maternal weight is neglected
during visits. Therefore prenatal care protocols must
include this as well. In addition, obstetricians should
educate women regarding a healthy diet and lifestyle.
Recommended weight gain differs according to pre-
pregnancy BMI. Generally, women with normal pre-
pregnancy weight should gain between 12.5 to 16 kg,
while overweight and obese women should not gain more
than 11.5 kg and 9 kg, respectively. (13)

Women with BMI higher than 25 are also more prone to
develop gestational diabetes and gestational hypertension
(14, 15).

Elevated glucose increases insulin, which circulates
from the mother to the baby. The fetal hyperinsulinemic
state promotes fat deposition in the fetus and, as a
result, macrosomia (16, 17). Our cohort did not ascertain
this correlation, unlike studies that link diabetes to
macrosomia.

Such results were partly attributed to the fact that in
the presence of known gestational diabetes, women are
hospitalized, and the delivery is done early to prevent
possible adverse outcomes. The risk of morbidity for
women and newborns increases drastically when the
birth weight exceeds 4500 grams (1,18,19).

Spontaneous deliveries occurred less frequently in the
macrosomia group, where elective cesarean sections
were higher.
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These findings are supported by medical literature, which
states that CS are more frequent in women who deliver
macrosomic babies (16, 20+22).

Instrumental delivery via vacuum or forceps is also more
pronounced in macrosomic fetuses.

Vaginal traumas, either episiotomies or lacerations,
were noticeably higher in the macrosomia group. The
occurrence of such is well-documented in literature
which state that macrosomia is associated with a marked
rate of injuries during labor (18,20)

Similarly, macrosomic fetuses are more prone to shoulder
dystocia. This correlation has also been established in
previous studies (21, 23, 24)

The evidence of traumatic deliveries has encouraged the
consideration of prophylactic cesarean section deliveries
in the presence of suspected macrosomia (25-27).

The sample size limits the representation of data. The
study reports unadjusted odd ratios and absolute risks
without adjusting for other factors that may contribute
to such complications.

Another limitation is the retrospective nature of the
study. Data such as pre-pregnancy weight are collected
at admission by a questionnaire, and the weight gain
dynamic has not been monitored prospectively. The
difference in study populations and management policies
also limits comparing our results to the literature.

On the other hand, the study’s results emphasize the
importance of recognizing macrosomia. This would
increase the preparedness of the staff in managing
possible obstetrical emergencies that may arise. They
may also pinpoint the importance of discussing and
preventing excessive weight gain during pregnancy.

CONCLUSION

Parity, high BMI, age, and excessive weight gain were
found to significantly increase the risk of macrosomia,
which is associated with an increase in maternal and
neonatal adverse outcomes.
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ABSTRAKT

Ky studim ka pér géllim té konstatoj korelacionin mes pérdorimit té antibiotikéve azitromiciné dhe cefixime dhe
rasteve té reja té té infektuaréve me Covid-19. Té dhénat pér pérodorimin e antibiotikéve azitromiciné dhe cefixim
jané marré nga dhjeté farmaci né gytetin e Tetovés pér periudhén kohore nga janari i vitit 2019 deri né dhjetor té
vitit 2021, ndérsa té dhénat pér Covid-19 jané marré nga Instituti i Shéndetit Publik né Tetové. Rritje e pérdorimit
té azitromicinés vérehet nga muaji mars i vitit 2020 me paragitjen e rasteve té para me Covid-19 me 107% né vitin
2020 dhe 55% pér vitin 2021, pér dallim nga viti 2019. Eshté e réndésishme té theksohet qé rritja e pérdorimit té
azitromicinés fillon nga muaji mars i vitit 2020 me paragitjen e rasteve té para me Covid-19 me 73%, duke vazhduar
me 209% né muajin gershor, 367% né muajin néntor dhe 417% né muajin gusht té vitit2021, krahasuar me muajt
e njejté té vitit 2019. Pérdorimi i antibiotikut cefixim gjaté vitit 2020 éshté rritur me 82% ndérsa gjaté vitit 2021
me 49% krahasuar me vitin 2019. Rritja e pérdorimit té cefiximés fillon nga muaji mars i vitit 2020 me 59.6%, duke
vazhduar me 137% né muajin gershor, 263% né muajin néntor dhe 258.8% né gusht té vitit 2021, krahasuar me
muajt e njejté té vitit 2019.

Pérfundimi: rritja e pérdorimit té antibiotikéve azitromiciné dhe cefixime éshté né korrelacion té drejté me
rritjen e rasteve té reja me Covid-19 dhe numri mé i madh i kétyre antibiotikéve éshté dhéné pikérisht né pikun e
infeksioneve me Covid-19. Ky studim éshté tregues i ekzistimit té njé kércénimi nga RAM dhe nevojén e ngritjes sé
ndérgjegjésimit publik pér pasojat negative té RAM né shéndetin e njeriut.

Fjalé kyce: Covid-19, rezistenca antimikrobike, antibiotik.

HYRJE

Koronaviruset jané familje e viruseve Coronaviridae
té rendit Nidovirales té cilat shkaktojné sémundje
respiratore, plogéshti, rrufé e lehté e deri né sémundje mé

qytetin Wuhan, Provinca Hubei e Kinés. Njé koronavirus
i llojit té ri (2019-nCoV) u identifikua si virusi shkaktar
nga autoritetet kineze mé 7 janar 2020. Né Magedoniné
e Veriut rasti i paré me Covid-19 éshté regjistruar me 26

téréndasic éshté Sindroma Respiratore e Lindjes sé Mesme
(Middle East Respiratory Syndrome MERS) dhe Sindroma
e Réndé Respiratore Akute (Severe Acute Respiratory
Syndrome SARS). Sindroma e Réndé Respiratore Akute
e Koronavirus 2 (SARS-CoV-2) éshté shkatuar nga njé
koronavirus i ri qé shkaktoi pandemi né mbaré botén.
[1] Pasqyra klinike e Covid-19 varion nga asimptomatike
né até simptomatike me temperaturé, kollé, véshtirési
né frymémarrje, e madje edhe vdekje.[2] Mé 31 dhjetor
2019, Zyra e Vendit e OBSH né Kiné, u informua pér raste
té pneumonisé sé etiologjisé sé panjohur té zbuluar né

shkurt té vitit 2020, kurse né Tetové me 26 mars, 2020.

Pandemia globale e Covid-19 ka cuar né 222 milioné
pacienté té infektuar dhe 4.6 milion vdekje né mbaré
botén deri né korrik té vitit 2021, sipas Qendrés Evropiane
pér Kontrollin e Sémundjeve.[3] Kjo emergjencé e
shéndetit publik ka shkaktuar njé garé pér té gjetur
barna pér té pérmirésuar prognozén e sémundjes, qé ka
ndikuar né paragitjen e njé “lufte” mendimeesh midis
ithtaréve té gasjes konservatore té mospérdorimit té
barnave né infeksionin Covid-19, pérvec nése pérfitimi i
tyre éshté vértetuar shkencérisht, si dhe nga ana tjetér

333 | Medical Journal - MEDICUS

AN



I Profesional paper

té pérkrahésve té qasjes jo-konservatore qé propozojné
ményra té reja trajtimi, edhe nése ka mungesé té
provave té forta shkencore, duke u bazuar né pasqyrén
klinike té pacientéve.[4] Marrja e vendimeve té tilla nén
presionin e njé pandemie nuk ishte e lehté meqé nga
njéra ané, nevojiten prova shkencore pér té konfirmuar
se pérfitimet e trajtimit tejkalojné rreziget, e nga ana
tjetér té gjenerohen prova té forta shkencore né njé kohé
té shkurtér. Si rezultat i trysnisé nga pandemia globale
Covid-19 u imponua njé interes i madh pér ripérdorimin
e barnave pér té menaxhuar infeksionin Covid-19,
dhe njé rast i tillé éshté pérdorimi i makrolidéve si
azitromicina dhe i cefalosporineve té gjeneratés sé 3-té
si cefiksima, te pacientét e infektuar me Covid-19. Né
anén tjetér Organizata Botérore e Shéndetésisé (OBSH)
si dhe Agjencia Evropiane e Barnave (EMA) kané treguar
mungesén e provave gé mbéshtesin efikasitetin e cdo
medikamenti né Covid-19. [5,6]

Provat klinike mbi efektin e antibiotikéve né fjalé
dhe veprimet imunomoduluese dhe antivirale si njé
arsyetim pér pérdorimin e azitromicinés dhe cefiksimés
né trajtimin e té infektuaréve me Covid-19, megjithése
nuk kishte prova klinike, kéto antibiotiké u pranuan né
shumeé vende si pjesé e protokollit té trajtimit té Covid-19.
[7] Kjo coi né keginformimin publik té marré nga mediat
sociale se kéto dy antibiotiké mund té kurojné infeksionet
me Covid-19,[8] ashtu si¢c ndodhi edhe né Magedoniné e
Veriut.

Né anén tjetér, rezistenca antimikrobike (RAM)
paraget njé sfidé globale té shéndetit publik me impakt

000000000000

téréndésishém socio-ekonomik qé pércillet me shkallé
té larté té séemundshmeérisé dhevdekshmérisé,[9] ndérsa
Covid-19 ka nxitur pérhapjen e shpejté té RAM pér shkak
té pérdorimitjo racional té antibiotikéve, madje edhe né
rastet asimptomatike. Pérderisa bota vazhdon ti pérgjigjet
pandemisé sé Covid-19, ekziston njé kércénim mé i madh i
fshehur pas saj, ashtu q¢ RAM parashikohet té shkaktojé
10 milion vdekje né vit deri né vitin 2050.[10]

QELLIMI I PUNIMIT

Ky punim ka pér qéllim té analizoj pérdorimin e
antibiotikéve azitromiciné dhe cefixime né qytetin e
Tetovés nga janari i vitit 2019 deri né dhjetor té vitit 2021,
periudhé para dhe gjaté pandemisé sé Covid-19.

MATERIALI DHE METODAT

Té dhénat pér pérdorimin e antibiotikéve azithromycin
dhe cefixime jané marré nga dhjeté farmaciné qytetin e
Tetovés pér periudhén kohore nga janari i vitit 2019 deri
né dhjetor té vitit 2021, ndérsa té dhénar pér numrin e té
infektuaréve mé Covid-19 né qytetin e Tetovés jané marré
nga Instituti i Shéndetit Publik, Tetové (Tabela 1). Duke
patur parasysh qé kéto kané gené dy antibiotikét mé té
rekomanuar né mjekimin e infeksioneve me Covid-19 dhe
né pamundési té sigurimit té té dhénave rreth trajtimit
té té gjithé té infektuaréve me Covid-19 éshté pérdorur
metoda krahasuese pér periudhén para dhe gjaté
Covid-19, pér té paré nése kemi rritje té pérdorimit té
antibiotikéve azithromycin dhe cefiximegjaté périudhés
sé Covid-19.

Tabela 1. Numri i té infektuaréve me Covid-19 gjaté periudhés 2020 dhe 2021 ne qgytetin e Tetovés (té dhénat e marra

nga ISHP-Tetové)
2020 / / 10 7% 133 500 290 139 328 798 1452 871 4595
2021 32 338 816 ) 116 3 189 2527 478 201 293 100 6154
REZULTATET

Té dhénat pér pérdorimin e antibiotikut cefixime gjaté periudhés janar té vitit 2019 deri né dhjetor té vitit 2021
tregojné qé kemi rritje té pérdorimit tékétij antibiotiku gjaté pandemisé Covid-19 meqé pérdorimi i cefiximes gjaté
viteve 2020 dhe 2021 éshté rritur me 65% krahasuar me vitin 2019, periudhén para Covid-19 (Tabela 2).

Tabela 2. Pérdorimi i antibiotikut cefixime gjaté periudhés kohore 2019 -2021

2019 215 199 188 191 169 145 187 197 192 248 250 206 2387
2020 265 7 300 193 185 345 322 261 306 447 908 521 4324
2021 256 215 347 279 168 167 225 707 343 232 244 31 3554

Pérdorimi i antibiotikut cefixime gjaté vitit 2020 éshté rritur me 82% pér dallim nga viti 2019 (nga 2387 né vitin
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2019 pothuajse ky numér éshté dyfishuar né vitin
2020 né gjithésej 4324). Gjithashtu, rritje e pérdorimit
té antibiotikut cefixime éshté konstatuar edhe gjaté
periudhés se vitit 2021 me 49% krahasuar me vitin 2019.
Eshté e réndésishme té theksohet gérritja e pérdorimit
té antibiotikut cefixime fillon nga muaji mars i vitit 2020
kur dhe paragiten rastet e para me Covid-19 né qytetin
e Tetovés dhe e njejta éshté né korelacion té drejté me
numrin e rasteve té reja té té infektuarve me Covid-19,
gjaté gjithé periudhés kohore té analizuar. Pér mé tepér,
pérdorimi mé i madhi antibiotikut cefixime éshté vérejtur
né muajt gershor dhe néntor té vitit 2020 qé korespondon
me valén e paré dhe té dyté té Covid-19, duke vazhduar né
muajt mars dhe gusht kur kemi dhe pikun e valés sé treté
dhe té katrét té té infektuaréve me Covid-19 (Lakorja 1).
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Lakorja 1. Pérdorimi iantibiotikut cefixime gjaté periudhés
kohore 2019-2021

Azithromycina, antibiotiku qé nga muaji mars i vitit 2020
shihej si zgjedhja mé e mirépo dhe e vetme e trajtimit té
rasteve me covid-19 rezultoi me njé pérodim té dyfishuar
té kétij antibiotiku gjaté periudhés se covid-19 né gytetin
e Tetovés (Tabela 3).

Tabela 3. Pérdorimi i antibiotikut azithromycin gjaté periudhés kohore 2019-2021

2019 236 253 261 239 261 194

174 178 199 252 231 225 2703

2020 345 345 452 188 243

600

510 351 398 819 1079 465 5597

2021 294 250 479 259 208 190

254 922 362 307 247 417 4189

Nga té dhénat e mésipérme shihet qé pérdorimi
iazitromicinés gjaté viteve 2020 dhe 2021 éshté rritur
me 81% krahasuar me periudhén para Covid-19. Kjo rritje
vérehet qé nga muaji mars i vitit 2020, duke vazhduar
proporcionalisht me rritjen e numrit té rasteve té reja
té té infektuaréve me Covid-19, gjaté valés sé paré dhe
té dyté té infeksioneve né muajin gershor dhe néntor,
duke rezultuar késhtu me njé rritje té pérdorimit té
azitromicinés me 107% (5597né vitin 2020 krahasuar me
2703 né vitin 2019). Ndonése né vitin 2021 vérehet njé
rénie e lehté e pérdorimit té azitromicinés krahasuar me
vitin 2020, megjithaté krahasuar me vitin 2019 shihet ge
pérdorimi i azitromicinés né vitin 2021 éshté rritur me
55% (4189 dallim nga 2703, pér vitin 2019, periudhén para
Covid-19) (Lakorja 2).
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Lakorja 2. Pérdorimi i antibiotikut azithromycin gjaté
periudhés kohore 2019-2021

Té dhénat e mésipérme pér pérdorimin e antibiotikéve
azithromycin dhe cefixime né qytetin e Tetovés nga
muaji janar i vitit 2019 deri né dhjetor té vitit 2021,
treguan qé pérdorimi i kétyre antibiotikéve thuajse éshté
dyfishuar gjaté pandemisé me Covid-19, viti 2020 dhe
2021 krahasuar me vitin 2019 (Lakorja 3). Gjithashtu éshté
konstatuar se kérkesa pér azitromiciné dhe cefixime éshté
rritur proporcionalisht mé rritjen e numrit té rasteve té
reja té té infektuaréve me Covid-19 dhe se pérdorimi mé
i madh i kétyre antibiotikéve éshté pikérisht né pikun e
infeksioneve, vala e paré dhe e dyté té infeksioneve me
Covid-19 né muajin gershor dhe néntor té vitit 2020 dhe
né valén e treté dhe té katért té Covid-19 né muajin mars
dhe gusht té vitit 2021.
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Lakorja 3.Rastet me covid 19 dhe pérdorimi i antibiotikéve
cefixime dhe azithromycin gjaté periudhés 2019-2021.
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DISKUTIM

Rritja e pérdorimit té azitromicinés fillon nga muaji mars
i vitit 2020 me paragitjen e rasteve té para me Covid-19
me 73%, duke vazhduar me 209% né muajin gershor, 367%
né muajin néntor dhe 417% né muajin gusht té vitit2021,
krahasuar me muajt e njejté té vitit 2019. Edhe kérkesa
pér cefixime éshté rritur nga muaji mars i vitit 2020 me
59.6% duke vazhduar me 137% né muajin gershor, 263%
né muajin néntor dhe 258.8% né gusht té vitit 2021,
krahasuar me muajt e njejté té vitit 2019.

Kérkesa pér azitromiciné né spitale dhe farmaci éshté
rritur dukshém né shumé vende té botés némars té
vitit 2020, me publikimin e studimit té paré nga autoré
francezé mbi efikasitetin e saj né infeksionet me
Covid-19.[11] Popullata né Republikén e Magedonisé sé
Veriut e ndikuar nga frika, pasiguria dhe rrjetet sociale
pérmes shpérndarjes sé informatave jo té konfirmuara
dhe joprofesionale sic ishte rasti me Presidentin e
SHBA Donald Trump, qé né mars té vitit 2020 miratoi
pérdorimin e azitromicinés né postimet e mediave sociale
dhe fjalimet publike,[12] rezultoi me rritje té kérkesés pér
antribiotiké dhe né vendin toné. Agjencioni i barnave dhe
paisjeve mjekésore (MALMED) né Magedoniné e Veriut u
béri thirrje profesionistéve shéndetésor pér pérdorim
racional té antibiotikéve dhe né pérputhje me indikacionet
pérkatése si dhe dhénien e tyre né barnatore vetem me
receté (né pérputhje me dispozitat e pércaktuara né ligj),
duke ua rikujtuar té njejtéve se antibiotikét indikohen pér
trajtimin e infeksioneve bakteriale, por jo edhe ato virale,
prandaj antibiotikét té mos pérdoren pér parandalimin
dhe trajtimin e infeksioneve me Covid-19. Rritje e
kérkesés pér antibiotiké né muajin mars té viti 2020
éshté konstatuar dhe né Australi, meqé normat mujore té
makrolideve té dhéné ishin mé té ulta né tetor 2019 deri
né shtator 2020 krahasuar me tetorin e vitit 2018 deri né
shtator 2019, pér ¢do muaj pérvec marsit 2020 ku kishte
njé rritje té kérkesés pér 19.3%. [13]

Rritje e kérkesés pér azitromiciné éshté konstatuar edhe
ne Kroaci, madje kjo ka gené proporcionale me rritjen
e rasteve té reja té té infektuaréve me Covid-19 ku né
farmacité jospitalore, shpérndarja e azitromicinés né
mars 2020 ka gené 2.18 heré mé e larté né krahasim me
shpérndarjen mesatare té azitromicinés né mars 2017-
2019, pérkatésisht 1.93 dhe 1.84 heré mé e larté né néntor
dhe dhjetor té vitit 2020. [14]

Covid-19 ishté shkaku i rritjes sé pérdorimit té
azitromicinés edhe né spitalet e Spanjés meqé né mars
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té vitit 2020 pérdorimi i sé njejtés ishte rritur me 400%
krahasuar me muajin shkurt té vitit 2020.[15] Gjithashtu,
i vetmi studim norvegjez pér shitjen totale kombétare
té antibiotikéve konstatoi rritje té dukshme té shitjes
sé azitromicinés me 86% nga muaji shkurt né mars té
vitit 2020 [16], ndérsa né njé studim tjetér nga Bosnja
dhe Hercegovina éshté konstatuar njé korelacion mes
pérdorimit té antibiotikéve dhe incidencés sé Covid-19,
dhe pérdorimit té azitromicinés dhe shkallés sé
vdekshmérisé, meqé pikérisht né rajonin e Banja Lukés
ishte regjistruar pérdorimi mé i larté i antibiotikéve,
njékohésisht dhe incidenca dhe vdekshméria mé té larté
nga Covid-19.[17]

PERFUNDIMI

Rritja e pérdorimit té antibiotikéve azithromycin dhe
cefixime éshté né korelacion té drejté merritjen e rasteve
té reja té té infektuaréve me Covid-19 meqé numri mé i
madhé i kétyre antibiotikéve éshté dhéné pikérisht né
pikun e infeksioneve me Covid-19. Kéto té dhéna jané
tregues qé né té ardhmen mund té jemi té kércnuar
nga infeksionet bakteriale pérshkak té paragitjes sé
rezistencés antimikrobike.
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CIIOHTAH BAKTEPUCKH INIEPUTOHUTHC KAJ TALIMEHTH CO
[IPHOZIPOBHA LTMPO3A U ACITUT: TUJATHOCTUYKI U TEPAITUCKU
PEJN3BUK - ITPEITIEN OJf IUTEPATYPATA

(®ana JImyocka Jocudosuk!, Kanuna I'puBueBa Crapaenosal, Jlunpura [lemanmu-Jakymu?, Iopru [lepuban

'YauBepsuTeTcka KinHuKa 3a racrpoeHTepoxenartosnoruja, MeguuuHcku gakynret, ,, CB.Kupun u Metou;j”,

Ckomje, P.CeBepna Makefionuja
'YuuBep3uTeTcKa KinHuKa 3a peBMaTONOrHja,

ABCTPAKT

Medicus 2022, Vol. 27 (3): 338-346

Crnionranuor 6akrepucku nepuronutvc (CBIT) kaj maumenture co upHoppobHa nwmposa (L) e HoBoHacTaHara,
CTIOHTaHa OakTepucKa MH@EKIMja Ha CTepUsIHA acIIMTHA TeYHOCT, BO OTCYCTBO Ha MHTPaabAOMUHAIHU M3BOPU Ha

I/IHCI)GKLU/I]H I MaJIMTHUTET.

[lenita Ha OBOj Mperyef of nUTepaTypara e [a ce Ipe3eHTUpaaT HajHOBUTe [AUjarHOCTUUKUTE W TeparieBCTKUTe
MpUCTar  Kaj ralueHTUTe Co CIOHTaH OAKTEPUCKU MePUTOHWUTUC. HajceH3WTUBEH ToKa3aTesl 3a MOCTaByBarhe Ha
IyjarHos3ara e 6pojoT Ha nonuMopdonykieapan Kietku (IIMHK) e 2250 Bo 1 mL acLUTHa TEYHOCT M/WIN IOKOJIKY BO
MUKPOOUOJIOIKATA KYITypa Oulle U30aupaH efieH OaKTepUCKU BUJT.

Co emruMpuckaTa aHTHMOMOTCKA MHTPaBeHO3Ha (M.B.) Teparuja Mopa Jia ce 3arlouHe BefHalll IO TOCTaByBare Ha
IvjarHosara, a BUJIOT Ha TeparnujaTa Ke 3aBUCH off MPOGUIOT Ha BOMTHUUKKUTE (HA3OKOMUjAIHU) ¥ BOHOOTHUUKUTE
3700MeH (KOMYHUTHMBHY) MHQEKLINY, OaKTepUCKaTa pe3UCTEHTHOCT U TeKMHaTa Ha uHpeKLujaTa.

BOBE]I
JTEONHUIINJA
Cronranuor Oakrepucku mneputoHutuc (CBII)  Kaj

HaryeHTuTe coipHoapooHapo3a(lll]) e HoBoHacTaHaTa,
CIIOHTaHa OakTeprcKa MH(EKIMja Ha CTePUIIHA aCIUTHA
TEYHOCT, BO OTCYCTBO Ha MHTPaaOOMUHA/IHU U3BOPH Ha
nHQEeKIMja WK MaTUTHUATET.

HajcensutuBeH moKasaTrel 3a  IIOCTaBYBame  Ha
IWjarHos3aTa e OpojoT Ha TMOMMMOP(OHYKIEAPHN KIIETKH
(ITMHK) e >250 Bo 1 mL aciuTHa TEUHOCT /UM JOKOIKY
BO MHUKPOOMONIONIKATA KYITypa Ouje M30MMpaH efieH
oaxTepucku Bup (1-6).
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[IpBoTo criomHyBame Ha CBII Bo nuTepaTypara maTupa
o7 1964 roguHa co BUCOKa CTanKa Ha MopTanuTeT of 90%
(7). Jlerec co HaBpeMeHO TIOCTaBYBame Ha JiMjarHos3aTa
M COOJBETeH aHTMOMOTCKM TpPeTMaH, MOPTAIMTETOT e
cBefied Ha 20-30%.

EIINJTEMHOJIOTHAJA

Wuuypennujata Ha CBII ce pgBwku o 3,5% Kaj
HaleHTUTe €O JieKOMIleH3upaHa Lupo3a, 7% mo 30%
Kaj XocImuTaaM3uMpaHuTe maiueHTd u 1,5% mo 3,5% Kaj
amOynanTckute manuedtu (8, 9, 10). [oguiiHaTa cTanka
Ha peruauBu e 70%, co eqHOrOJULIHO MTPeKUBYBabe 10
npBaTta ermu3ogia of 30% o 40% . Heomamua objaBeHaTa
MV/ITUIIEHTPUYHA MHTePKOHTHHEHTalHa CTyAWja Ha



At

Piano u copaboTtHuiuTe, pujaBu npeaneniyja Ha CBII
on 27% Ha 1.302 mareHTH co IpHOAPoOHa mupo3sa (11).
[IporHocTHUKKTE (haKTOPHU KOV BIMjaaT Ha MHI[UIeHIUjaTa
Ha CBIl ce: Bo3pacra, CTeIeHOT Ha IPHOZIPOOHATA
mucyHKImja (mpecmertana crioper Child-Pugh um MELD
CKOpOT), HaMajieHaTa aKTHBHOCT Ha C3-KOMIIOHeHTa Ha
KoMiieMeHTOT < 20 mg/dL, HUCKaTa KOHIleHTpallija Ha
nporennu Bo acuurtoT <10 g/L, muchynkumja Ha IIMHK,
MIOKAYeHOTO HMBO HAa OWIMPYOMHOT BO cepyMm > 60
umol/L, Tpomborutu < 98.000, pedypaKTOPHUOT aCLUT,
Bucok WMHP, nommoT HyTpuUTMBEH CTaTyc, KpBaBehe
0T BApUKO3UTETH HAa XPAHONPOBOJOT W/WIM TPeTMaH
co 0aJloOH TaMIIOHAJa, MOPTOCHCTEMCKM IIAHTOBH,
KaKo M yroTpe0aTta Ha MHXMOMTOPM Ha IPOTOHCKATa
nymmna ( 12-20). TIporHoctuukuTe haKTOPH KOM BIIMjaaT
Ha MOpOMAMTETOT ce: OYOPeKHOTO OIITETYBambe,
XUTIOHATPUEMHja, HO30KOMHUjaJTHUTe MH(EKIUH, TellKa
cerica, XeMofjiHaMcKa HectabumHoct, MELD-crop 222 u
xemaTanHa eHredanonaruja III/IV crenew. (21-23).

ETHOJIOTHJA

Kaj 50% op malyeHTHTe HajueCcTO MPUCYTHM IaTOreHu
oakrepun ce Escherichia coliu Klebsiellaspecies. J[IBaecer
¥ TIET MTPOLIEHTH Off C/TyJauTe ce Mpeiu3BUKAHU Off IPaM-
TIO3UTMBHUTE MUKPOOPTAaHM3MH, HajuecTo Streptococcus
spp, Enterococcus spp, u Staphylococcus spp. ( Tabena
op. 1.3.1). BakTepuckara KynTypa e HeraTiuBHa Kaj 60% o
naruentute co CBII (24-26).

Ta0ena 1.3.1. [IpeBanexiyja Ha M30IMPaHUTE OAKTEPUH Off
acuut Kaj manuenTy co CBII

MuKpoopraHu3Mu | Ipesanesnmwuja (%)
I'pam-HeraTUBHU OaKTEPUM 48-59
Escherichia coli 25-33
Klebsiella spp. 8-13
Pseudomonas aeruginosa 1-10
Other gram-negative bacilli 3-6
I'paM-To3UTUBHY OaKTePUN 48-62
Enterococcus spp. 9-24
Staphylococcus coagulase negative 27
Streptococcus viridans 10-15
Staphylococcus spp. 13-19
Streptococcus pneumoniae 3
Staphylococcus aureus 5-13
MynTupe3ucTeHTHH OaKTepHU 27-34
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IIATOT'EHE3A

I'maBen Qakrop Bo maroreHesata Ha CBII e
OakTepuckata TpaHcioKamuja (BT) Ha eHTepuuHHMTE
OaKkTepud WIM HUBHHUTe (pparMeHTH (DaKTepucKaTa
JeCOKCHPUOOHYKIEMHCKA KMCeTHA UK €HJ0TOKCHHUTE)
o7l JIYMEHOT Ha I[PEBOTO BO Me3eHTePUUHUTE TUMMHU
jasmu  (MJT)), nmumdHaTa LUpKylaluja, CHCTeMCKaTa
LMpKY/Iallja /WM eKCTPauHTeCTUHATHUTE OpraHd BO
TepUTOHeasTHATa IYTUIMHA (27,28). [flocTojar
HEKOJIKY TeopMu KOW ja objacHyBaaT IaroreHesaTa Ha
BT: TeHKOLpeBHUOT MpeKyMepeH OaKTepCKH  pacT,
CTPVKTYPHM ¥ (DYHKIMOHAJIHM TPOMEHM Ha IIPeBHO-
MYKO3HaTa Oapiepa M H3MEeHeTHOT UMYHOIONIKH OJITOBOP
Ha JOMaK1HOT (29-35).

Hajuecto mpudareHa Teopwja Koja ja objacHyBa BT
€ TEHKOIIPeBHMOT TIpeKyMepeH OaKTepCK:  pacr.
Etuonorujata e MynatudakTopueHa M MOXKe Jla Oupe
pe3yaTaT Ha HAMAJeHHOT MOTAQIUTeT Ha TEHKOTO
npeBo, jJedeKT BO TracTpUYHATAa CeKpeluja W/Win
JUCpeTylaldjaTa Ha JIOKATHMOT W  CUCTEMCKUOT
umyHHTeT (36). OmmTo mpucdateH  KpUTepuyM  3a
IWjarHo3a Ha TEHKOLPEBHUOT IMpPeKyMepeH O0aKTepCKu
pact e mpucyctBo > 10 ¥ konmudopmuu bakrepun/ mlL Bo
acTMpaT off MPOKCUMAJTHHOT jejYHYM. Hekonky
KIVMHAYKA CTYIUM TIOKa)kaa JleKa MpeBaJIeHIjaTa
Ha TEHKOIPeBHUOT TIpeKyMepeH OaKTepCKH pacT Kaj
TMalyeHTuTe €O IIPHOAPOOHA I[Mpo3a e 3HAUUTETHO
TIOBHCOKA BO cIIopei0a co 3[paBUTe KOHTPoH (37-41).

Cropey;, mofaToL|Te Off IUTEpaTypaTa, ¥ Apyri akTopu
MOKe Jla TO IIOTTHKHAT TeHKOL[PeBHHOT IIPeKyMepeH
OaKTePHCKHU PaCT, CTIOMHATH Ce: HaMajieHa KOHIIeHTpaliija
Ha JKO/TYHM COJTH BO jejyHYM KaKo MOC/Ieiia Ha HaMaieHo
jaueme M 3rojeMeHa [eKOHjyralyja cO eHTepPUUYHHTe
OaKkTepuy, TepamMCKa CyIpecdja Ha JKeyjJedHaTa
KHUCeNMHA M XUIOXJIOPXUZIpPUjaTa, KaK0 M HaMaJeHHOT
MOTAJIUTET Ha TEHKOTO 1ipeBo (42,43).

[IpuunHuTe 32 HaMaIeHMOT MOTATUTET Ha TEHKOTO 1PeBO
Kaj MaIjMeHTHTe O L[PHOPOOHA IMpPo3a He ce LeJI0CHO
TI03HATH, HO Ce TIPEeTIIOCTAaBYBA [ieKa ce BKTYYeHU HEKOKY
MEeXaHU3MH Kako IITO ce CHMIIaTUUKaTa CTUMYyJallyja,
3rojieMeHaTa CHHTe3a Ha a30THMOT OKCHJ], OLITeTyBarba
Ha IIPeBHUTE PECHUKM M OKCHUJJATMBHHOT cTpec (44-48).
HuBHaTa OBP3aHOCT e I71efja 110 TOBOIHUOT TeparneBTCKU
edekT co opamHM aHTHOMOTHIM, K-aJpeHepruuHM
0710KaTOPH, TTPOKMHETULIM U aHTHOKCHAaHCH. (49-51).

TeopujaTa 3a CTPYKTYpHUTE W / WiK (DYHKIMOHAJTHUTE
MPOMEHH Ha IIpeBHATa MYKO3HA Oapmepa Kako MpPUUMHA
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3a rojaBaTa Ha bT ce 6a3upa Ha eKcriepUMeHTaTHA U MaJT
0poj KIMHUUKK CTYIWH, JIOK&Ka acoOL[MPaHOCT TOMery
efleMOT U MH(IaManyjaTa Ha CyOMyKo3aTa, 3rojleMeHara
1epMeabMTHOCT Ha MHTECTHHATHUOT SUJT (TpaHCMypaiHa
BT) M mpommpeHuTe MeryKJIeTOUHH MPOCTOPH, CO
BaCKylapHaTa CTa3a Mpelu3BUKaHa Off TOpTajJHATa
xunepTeHsuja (52-56).

HcTo Taka e JoKa)KaHO JieKa HeKOM M30/IMPaHK COeBH Ha
oakrepujata Escherichia coli, co Bucoka BupyneHTHOCT
MOKe JIeCHO Jia OWJaT TPAHCJIOIMPAHU Off IPeBHUOT
JIYMeH BO LUpPKY/IalyjaTa, 0COOEHO Kaj MalleHTH KOu
Oue M3/T0MKEHH Ha KaTeTepusalijja WM eHJO0CKOICKH
TIPOIIE/TYPU, KAKO ¥ Kaj MAIMeHTH CO raCTPOMHTECTUHATHH
KpBaBema (57).

[TocnegHarta Teopuja Koja ja o0jacHyBa IaToreHesara Ha
BT, ja 3ema mpeqBuji MHBOJIBMPAHOCTA HA U3MEHETHOT
MMYHOJIOIIKM 0ofroBop. HeKonKy cTyauu mokakaa fieka
MalUeHTUTe CO HampefHaTa IMpo3a KMMaaT HaMmajieH
KJIeTOUEeH U XyMOpaJieH MIMYHOJIOIIKU OfIT0BOP, HaMajieHa
AKTUBHOCT HA  PeTHKY/IOeHJOTeMjaITHUIOT — CHUCTEM,
HaMajieH (paronuTeH KananureT Ha Kupffer-oure knetku,
KBQIMTATUBHU aOHOPMAJHOCTM Ha HeyTPOo(WIHUTE
KJIeTKM (HamajieH KamanuteT 3a (haroluTo3a), HHMCKO
HUBO Ha KOMIUIEMEHT BO CepyM M HamajieHa (pyHKIUja Ha
Mmakpodarute. CuTe 0BHe TIPOMEHM MMaaT 3a TocyeuIia
TPaHCJIOKallja Ha HOPMAJIHO MPUCYTHUTE OAKTEPUM Off
IIPeBOTO BO MOPTHATa LipKy/amuja (58-60).

EnHa MokeOM HajlHTepecHa TeopHja 3a maToreHesaTa
Ha BT moBp3aHa cO MMYHOJONIKMOT CHCTeM, 300pyBa
3a MHBOJIBUpAHOCTAa Ha OaKTepHCKUTe (hparMeHTH
(bakTepucKkaTa J1e30KCUPUOOHYK/IEMHCKA KUCeJIMHA WK
eHJIOTOKCHHUTE) BO CTHMYy/IAlja Ha HMYHOTOIIKHOT
CHCTEM, a BO OTCYCTBO Ha JIOKaKaHM OaKTEPHCKH
nH(eKIMK (HeraTuBHa OaKTepUCKa Ky/ITypa M HeraTHBeH
HeyTpouieH acuuT). MeryToa HHBHOTO JIOKaKyBarbe
Hauje Ha mpoOseM, mpej cé Mopajy HeJoCTaTOKOT Ha
HEMHBA3WBHM M UYBCTBUTEJIHK METOJM 3a HUBHOTO
OTKpHBarbe (61-66).

KoH1ieHTpalyjaTa Ha MPOTEMHH BO aCLIUTOT € UHAUPEKTEH
TI0Ka3aTesl 3a MOTEHIUja/loT Ha ofopaHOeHuTe (haKTOpu
(KOMITTEMEHTOT, MMYHOTTIOOYTMHUTE U (PUOPOHEKTUHOT).
HuckaTa KoHIleHTpalldija Ha MPOTEMHU BO aCIUTOT
noz 10 g/L ro sromemyBa pU3MKOT 3a HACTaHyBaimbe Ha
CBII 3a 7 matu, Bo cropejda cO TALMEHTUTE Kaj KOW
KOHI|eHTpallyjaTa Ha MPOTEMHU BO aCIUT € TOrosieMa off
10 g/L (67-69).

Pa3sBojor Ha CBII HajMHOry 3aBuCH 0f CIIOCOOHOCTa 3a

Revisté mjekésore - MEDICUS | 340

IS ISP

000000000000

OTICOHM3AI[Mja Ha MepUTOHealHuTe Makpodard. AKo
Taa CrMocoOHOCT e Jo0pa, MepuToHeaHUTe Makpodaru
I VHUIITYBaaT OakTepuuTe, 0e3 Jla ce aKTUBHpPAAaT
HeyTpoumute. MeryToa, ako Makpodarure He ycrear
lla TM OTCTpAaHAT OaKTepuuTe Of ACIUTHATa TEUHOCT,
Toram Joara 70 akTHBalMja Ha Heytpoduaure. Bo
VC/IOBM Ha HaMajleHa KOHIIeHTpaljdja Ha IPOTEMHH BO
acI[UTOT, OaKTepuUTe He MOXKe Ja OUJaT OTCTpaHeTH
CO HeyTpopWIHHUTE KIEeTKH (HellellocHa OaKTepucKa
OIICOHM3AIMja), JIofleKa BO C/Iyyaj Ha ajieKBaTHa
OTCOHM3aIMja, UH(PEKTOT BO aCI[UTHATa TEYHOCT MOKe
7la OMJie CTIOHTaHO eJIMMUHKMPAH CO IIOMOII Ha MacOBHATa
XeMOTaKca ¥ MOOW/IM3aIja Ha HeyTPO(MIHITE KIIeTKH.
Ha Toj HaumH ce 00MBa MHKPOOMOJIONIKA KYITYpa Ha
HeraTMBeH HeyTPO(UIIeH acIIuT (CTIOHTAHO YHCTEbe).

KIIMHNYKA CJINKA

Bo KnMHMUKATa C/IMKa JJOMUHMPAAT: JIOKATHA CUMITTOMHU
M / WIK 3HAIM Ha TIePUTOHUTHC: abJOMHHATHA OONKa,
noBpaKawe, JAujapeja, WIeyC; W CUCTEMCKM 3alji Ha
nH(IaMalyja: Xumep WIM  XUTIOTEPMMja, Tpecka,
HaMaJlyBarbe WK 3rofieMyBambe Ha OpPOjoT Ha JIeYKOIUTH,
TaXxMKapauja W/WIM  TaxullHea, BJIONIYBame  Ha
IpHOApoOHATa (DYHKIIMja, XemaTajHa eHIledanornaryja,
IIOK, PeHa/Ha MHCY(UIMEHIINja U TaCTPOMHTECTHHATHI
KpBaBema (70-79). Cropep,  nutepaTypara, 3,3-
32% op mauuentute co CBII ce acumnromarcku (80),
TofleKa TojaBaTa Ha TapajiMTUUeH Ueyc, XUTOoTeH31ja 1
XMUIIOTEPMHja Ce JIONIM MTPOrHOCTUUKM 3Ha1u (81-83).

JUJATHO3A

Bo HajHOBHMTe KIMHWYKM TIperopakd 3a TPeTMaH Ha
TMal{eHTHTe €O IPHOAPOOHA IMPo3a, CUTe MAlMeHTH
co LIl u acuur mpu mpueM Bo OonHMIIA Tpeba fma ce
TIOJTOKAT Ha /IUjarHOCTMYKA MapaljeHTe3a 1 OMOXeMHCKO/
MHKPOOMOJIONIKO HCIMTYBalke Ha aclUTOT, 3a Ja ce
ucknyun/motBpau  CBII. [lujarHocTvuka IaparieHTe3a
Tpeba/iace N3Beie MKaj MaIeHTH COTACTPOUHTECTHHATHO
KpBaBekbe, 10K, TPeCKa WM JPYTH 3HAI[M Ha CHCTEMCKO
BOCIIaJIeHHe, KaKo U Kaj TALeHTH O BioleHa (pYHKIMja
Ha L[PHKOT Ipo0 1 OyOpesuTe (xemaTopeHasieH CHHIPOM),
KaKo U Kaj XemaTanHaTa eHriedanomnartuja (1-6).

3/aTeH cTaHfapy 3a MoCTaByBambe Ha AujarHo3a Ha ChII
e Opojor Ha mnomumopcoHykineapHu Kinetku ([IMHK)
niorozieM of, 2250 / Bo 1 mL acijuTHa TeYHOCT (ABTOMATCKO
opoeme Ha [IMHK).

Jloxonky 6pojor Ha IIMHK Bo acuurot e <250 / Bo 1 mL
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Kaj CUMITTOMATCKH MalMeHTH, TIOTPEOHO e Jla ce HalpaBu
MHUKPOOUOJIONIKA aHanM3a Ha aciutoT. Haop Ha efHa
OaKTeprCcKa Ky/ITypa BO acIUTHATa TEYHOCT e UCTO TaKa
oujarHocTuku KputepuyM 3a ChII.

Mapkepu 3a OaKTepuCKa TpaHCIOKaIija

lako ompenyBamero Ha Opojor Ha IIMH-Kmetku Bo
acIUTOT OCTaHYyBa 3/1aTeH CTaHAAp[ 3a IOCTaBYBAHETO
Ha pujarHo3ata Ha CDIl, mociegHuBe TofiuHU TOBeke
HCTpajkyBaha Ce HacoueHH KOH IIPOHaorame Ha HOBU
IMjarHOCTMYKM U MTPOrHOCTUYKU MapKepH.

Kako moTeHIMja/THi MapKepud MPUCYTHU BO acIMTHaTa
TEYHOCT Ce U3[BOjyBAAT: MPOUH(IAMATOPHUTE UTOKMHH
(Tymop-HekpoTu3upauku axrop - TNFX u uHTEpIeyRMHOT
6 IL-6), NaKTo(hepPUHOT, IIPOKA/ILIUTOHNHOT,
KaampoTeKTuHoT, Il-peaktuBHuoT mporteuH (CRP) wu
TNPOKoaryiaHTHuTe (HaKTOpW (TKUBEH TPOMOOIIACTHH,
eHIOTOKCUH U KonareH) (84-87).

Jlen off HUB ce KOMepIMjaIHO HeJOCTAIHH, [Ie/l CO HICKa
OCeT/IMBOCT, WM BHUCOK PU3UK Of JIAKHO HETaTHBHU
pe3ynTaT, 0co0eHO Kaj MaIjeHTHTe CO HM30K Opoj Ha
Heytpodumu. Jlocera He e joKaKkaHa BpeHOCTa Ha HUTY
eZleH MapKep caM 3a cebe Kako OITUMaJieH 3a JijarHosa
Ha BT, mro ykakyBa Ha moTpebaTa Of JOMOJHUTETHU
cryauu (88).

TEPAIINJA

Co emmupucKaTa aHTHMOMOTCKA WHTpaBeHO3Ha (W.B.)
Tepanuja Mopa Jla ce 3alovyHe BefHall M0 MOCTaBYBatbe
Ha JIMjarHo3aTa, a BHUJIOT HA TepamujaTa Ke 3aBUCH
of mOpoMIOT Ha OOMHMYKUTE (HA30KOMMjalHM) U
BOHOOTHUUKUTE 3700MeHN (KOMYHUTHUBHY) WH(EKIH,
OaKTepucKaTa  Pe3UCTEHTHOCT ¥  TeKMHATa  Ha
nH(eKLyjara.

[ledanocnopuHuTe off TpeTa reHepalyja ce mpBa JIMHUja

3a TPETMaH Ha KOMYHUTUBHUTE HUH(DEKIMHE BO 3eMjUTE CO
HHUCKa CTallKa Ha Oakrtepucka pesucreHTHOCT (cefotaksim
(2 g/6 vaca u.B.), ceftriakson (1-2 g/14 vaca u.B.) u
ceftazidim (1 g/12-24 yaca u.B.), ofieKa BO 3eMjuTe CO
BMCOKA CTallKa Ha OaKTeprCcKa Pe3sMCTEHTHOCT MPeHOCT
ce JaBa Ha KOMOMHHMpaHMTe Tepamuu: piperacillin/
tazobactam, carbapenem wumm meropenem-linezolid.
AnTepHaTHBHa OIIMja € KoMOMHalMjaTa Ha amoxicillin/
clavulanic acid (1/0,2 g/8 yaca u.B.), ofloxacin (2 x 400
mg/neH, opanHo), norfloxacin (400 mg/neH, opanHo),
trimetoprim/ sulfametaxasol (960 mg/men, opamHo) u
ciprofloxacin (200 mg/12 yaca u.B.).
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AHTMOMOTCKMOT TpeTMaH Tpae of 5 [0 7 [eHa
(MHTpaBeHO3Ha arUIMKallMja / JieHa, Wid KOMOMHMpaHa
MHTPaBeHO3Ha U OpajiHa aruhKaiuja 2+5 geHa) ( 89).

90% op nanMeHTUTe MMaaT Jo0ap OArOBOp Ha
VIHUIMjaTHAOT TpeTMaH, a pesonyuujata Ha CBII ce
TOKaKyBa co HaMasTyBatbe Ha OpojoT Ha [IMHK Bo acruT
<250/1mLu cTepunHa MEKPOOUOTIOIIKA KY/ITYPa IOKOTKY
TNPeTXOlHO OmIa Mmo3uTMBHA. Bropara maparjeHTesa ce
vHuIypa 48 yaca off TOYETOKOT Ha AHTHMOMOTCKUOT
TPeTMaH Co 1T /]a Ce BUJIU TePaluCKUOT e(eKT.

[loKonKy fiojie 70 BIOLIYBalke Ha KIMHUUKUATE 3HAIM
M CUMIITOMH ¥ / WIX JI0jfie 0 3rojieMyBame Ha OpojoT
Ha [IMHK Bo acuuTHara TeyHocT, MOpaj¥ IojaBa Ha
OaKTeprcKa pe3UCTeHTHOCT KOH  AHTHOWOTHKOT WIH
pa3Boj HA CeKyH/apeH OaKTePHCKU MePUTOHUTHUC, Tpeba
7la ce MPOMeHM aHTUOUOTUKOT CTIOpe]] aHTUOMOrpaM WTH
TepmyjaTa fa ce MOAMUQUIMPA CO JPYTH aaTepHATUBHU
AHTUOWOTHIIM CO IIMPOK criekrap (90-94).

HeKonKy CTyauu MoKa)kaa JIeKa ako Ha Mal[UeHTHTe CO
oniTeTeHa OyopeskHa (DYHKI[Mja JOMOMTHUTENHO Ce JIofajie
ajoymuH Bo fo3a 1,5 g/kg TenecHa TeXknHa MPBHOT JieH,
i motoa 1 g/kg TpPeTHOT MeH Ha XocHHWTaIM3alyjaTa
ce HamajyBa CTalkaTa Ha MOpPTaauTeT 3a 29 %, HO
MCTOBPEMEHO ce  CKpaTyBa M BpeMeTPaemeTo Ha
XOCTIMTa/IM3alljaTa BO Ccropeda co OHHE KOM He
nobusane anoymuH. Ilanuenture co CBII co BpemHOCT
Ha cepyMcKu oumipyouH > 68 mlmol / L (4 mg / dl) wm
cepymcky KpeaTuHuH > 88 mlmol / L (1 mg / dl), Tpeba
ma bupar TpetupaHu co anoymuH (1,5 g / kg mpBute
IBa jeHa, a moroa 1 g / kg). TpeTMaHOT co anOyMuHu He
ce MpernopayyBa Kaj MalMeHTH CO yMepeHa C1aboCT Ha
IIPHKIOT JIpo0 1 1o0pa OyopeskHa dyHKImja (95,96).

[Ipounakcara co aHTHOMOTHI[M Kaj MAaIMEHTHTE CO
IpHOZIpOOHA IIMpO3a W aciUT Mopa fla Ouje CTpOro
OrpaHrJeHa Ha MaljMeHT! KoM MMaaT BUCOK pu3uk 3a CBIL.
Ce noxkasxa meka peuuauuTe Ha Cbll Kaj manueHTHTe Kou
He Jo0usIe aHTHOMOTCKa PO UIIaKca ce JOCTa BUCOKHU U
ce mBWkaT okony /0 % Bo mpBaTa roguHa. Bo oTcycTBO
Ha pu3uK dakropu, nHIuaeHnujaTa Ha CBII e penaTuBHO
HycKa (20 % Ha rofuIIHO HUBO).

WnenTudukyBanu ce TPU rpyny MaleHTH KOU Tpeba Jia
ce TpeTMUpaar co aHTMOMOTCKa mpoduiakca:

1. mamMeHTH CO HMCKM KOHLIEHTPALMK HAa alOYMUHH BO
acuur, Child-Pugh ckop Hag 9, 6unupy6us Bo cepym 3
mg/dL, kpeatunus Bo cepym 1,2 mg/dL, ypea Bo cepym
25 mg/dL, natpuym Bo cepym 130 mEq/L, BkymHu
MPOTEMHK BO acijuT moHucku of 15 ¢ / L u HeratusHa
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ncTopuja 3a mperxogHa emusoga Ha CBII (mpumapha
npoguiakca),

2. manueHTH co npetxojHa ucropuja Ha CBII (cexyHapHa
npoduiaKca) u

3. manuentu co akyTHo [T kpBaseme (97-99).

[IpB nek Ha wu300p 3a MpUMapHa ¥ CeKYHJapHa
npocunakca e norfloxacin-or (400 mg/nen). Norfloxacin-
OT T0 HaMayBa pu3uKoT 3a peruauB Ha CBII 3a 20% Bo
npBata roguda ( 100). [Ipodunakcata co norfloxacin
Tpeba J1a mpecTaHe Kora Ke ce Mojjo0py KIMHUYKATa CTIKa
1 Ke MCUYe3He acIUTOT WX JI0 TPaHCIUIAHTAIWja Ha IPH
1po6. 3a manmenture co [T KpBaBemwe MPeBEHTUBHO Ce
TpenopauyBa KpaTKOTPajHa aHTUOMOTCKA IpodhuIaKca o
norfloksacin Bo 03a og 400 mg 2 1Ba maTH Ha ieH (Wan
trimetoprim/sulfametoksazolom) Bo Tpaeme o 7 ieHa.

Cropen, HajHOBMTe TIpernopaky, rifaximin-or He ce
mperopavyayBa Kako anTepHatuBa Ha norfloxacin-or
3a TMpUMapHa Wik ceKyHjapHa mpodwrakca. Meryroa,
TOC/IeTHABE  TO[[MHM HEKONMKY CTYAWM ja TOTeHIMpaa
euracHocTa Ha rifaximin-or Bo mpeBeHIWjaTa Ha
peKypeHTHaTa XxemaTajHa eHuedanonatja (XE), ro
07100 p¥ TPE;KUBYBAETO Ha MAI[MeHTHUTe CO IIPHOIPOOHa
1Mpo3a 1 peppakTOpeH acLIUT ¥ ja HAMaTM MHIU e HIjaTa
Ha e3odarvjaHUTe M TAaCTPUUHM BAPMKO3HU KPBaBera
Kaj TIAl[eHTUTe CO IeKOMITeH3MpaHa alIKoX0/THa 1[po3a.
Rifaximin-ot uma man edpex Ha BT v He Biujae Ha IjpeBHATa
oakTepucka iopa. YetTupuHeeneH TpeTMaH co rifaximin
(200 mg 4x1) He gejcTBYBa Ha IIPHOPOOHUOT BEHCKU
TPaJIMeHT, CUCTEMCKATa XeMOJIUHAMUKa, TTIOMepy/lapHaTa
dbunTparucka parta, WIM Ha HUBOTO Ha BA30aKTUBHU
XOPMOHH Kaj TIAI[MeHTUTe CO JeKOMIIeH3UpaHa I[po3a.
Cé yire Hema JIOBOJIHO MOJATOIM 3a MPUIOOMBKHUTE U
HecakaHuTe e(eKTH Off KOMOMHMpaHATa Tepamuja Co
norfloxacin u rifaximin (100-103).

3AK/IYYOK

CBIl npenmcraByBa cepuo3Ha  KOMIUIMKAaIMja — Kaj
HaljeHTuTe co IpHoApoOHa 1mpo3a u  actut. Co
eMIMpUCKAaTa  aHTHOMOTCKA  MHTpaBeHO3Ha  (W.B.)
Tepamnuja Mopa Jia Cce 3arouyHe BeJHAII [0 II0CTABYBambe
Ha JMjarHo3ata, a BMZIOT Ha TepamujaTa Ke 3aBHCH
of mpodwIOT Ha OOMHMYKUTE (HAa30KOMHUjaJIHM) U
BOHOOTTHMUKUTE 37100MeHN (KOMYHUTHBHE) HH(EKIWH,
OaKkTepucKaTa  Pe3UCTEHTHOCT ¥ TeKMHAaTa  Ha
nHpeKrIujaTa.
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HEBPOJTOIIKM MAHUOECTALIN HA BUJICOHOBATA bOJIECT,
TATOOU30/IOUIKN MEXAHI3MI U 11 TPETMAH

T'one Kamuen!, Hukonuna TaHoBcka®?, l'abpuena Hopothu?®, Ban bap6os'?

'Haironanxa Anujanca 3a HeBpomyckynnu 3a0onyBarma 1 HeBponayka, TAHITIMOH Ckormje, 1000 Cromje,

Penyormika CeBepHa MakeoHuja

’YuuBep3uteTcka Knunuka 3a HeBponoruja, 1000 Ckomje, Penyonmika CeBepHa MakeoHuja

SMepuuuHcku akynret, CB. Kupun u Metoguj-Cxomje, 1000 Cromje, Penryonuka CeBepHa MakenoHuja

AIICTPAKT

Medicus 2022, Vol. 27 (3): 347-353

ABTOpUTE 11€HAT JleKa OBOj peBUjasieH Tpy7 (peryief; Ha JJOCTAINIHA CTPYYHA JIUTEPATYpa) € Off eceHIINjasiHO 3Hauehe
KaKo 3a TAl[MEeHTUTe, TaKa U 38 Me[ULMHCKUTE JIUIa, OUNIejKU locera HEJIOBOIMHO € TMUIIYBAHO 3a HEBPOJIONIKUTE
MaHubecTauun Ha BuscoHoBarta Oosnect (BDB). Llenta Ha 0BOj TpyH e MHTerpalyja Ha JOCETallHUTe 3Haera 3a
HEBPOJIOLIKKTe MaHudecTaly Ha oBaa 0oj1ecT, narou3noIONIKUTE MEXaHM3MU HA HACTAHYBakhe 3ae/IHO CO MOYKHUTE
TeparneBTCKY oniuu. Hatlata BU3uja e oBaa TBopOa f1a buzie 0CHOBA 3a HaZorpai0a Ha 3HaeraTa Ha 37IpABCTBEHUTE
pabOTHUIM U Ha MallMeHTHTe BO OJIHOC Ha OBa 3a00/yBame.

Knyunu 36opoBu: BusicoHoBa 6osect, HeBPOJIOIIKY MaHudecTalu, Teparuja, 1aTopru3noIONIKY MeXaHU3MU

BOBE]]
BunconoBara Oomect (BDb) mpercraByBa aBTOCOMHO
peliecBHO  3abolyBame Koe HacTaHyBa IOpaju

Xpomo3oMcka MyTaiuja Ha ATP7B reHoT Koj ja Kopupa
oakap-tpaHcrnoptHaTa ATP-asa [1. OBoj TpaHcmopTep
TIoCpefiyBa BO M3/1auyBaibeTO Ha Oakap BO JKOMTUKATa U €
of eceHIUjaJTHO 3HaUeHhe 3a JJOCTaByBambe Ha 0OAKapoT 3a
MIOHATaMONIHA CMHTE3a Ha I1epy/IoIiasMUHOT. OTCYCTBOTO
Ha 0BOj TpaHCIOPTEp [IOBelyBa [0 aKyMy/lalja Ha
0akap BO I[PHUOT JIp00, MO3OKOT ¥ JIPYTUTe opraHu [2].
IIpeBaneniiaTa u3Hecysa 1,7 narentu Ha 100.000 xutenu
[3]. Onpe/ieHu CTYMK Cyrepupaar Jieka MakuTe 1 JKeHUTe
ce TofleHakBo 3acerHat. Cermak, criopef, pe3yiTaTuTe
O UCTPaKyBame Koe BKIyunIo 627 nauuentu co BB, ox
HalyeHTHTe KoM Oule CUMITTOMATCKH, MaKuTe Ouse co
riorojieMa BepojaTHOCT Jla pa3BUjaT HeBPOIICUXUjaTPUCKO
3abonyBame 3a pasiuka of keHute (75% vs 58%) [4].

[lpumapuuTe MaHH(pecTalid Ha OBa  3a00/yBambe
ce XemarajH{, HEBPOJIOIIKKA M IICUXMjaTpUCKu [3].
BakapoT Bo MO30KOT I7IaBHO ce JIe[IOHKpa BO Oa3aHuTe
TaHIIAK, TAJTaMyCOT, MalKOT MO30K M TOPHHOT [e Off
M0304HOTO cTebro [2]. HeBponomkure MaHu(pecTaium
ce jaByBaaT TOpajy TaloKeme Ha 0akapoT BO IOBEKe
MO30YHH PervoHH. I'TaBHUTe HEBPOIOMIKY MaHKU(eCTaIu
BK/IyUyBaaT [ApKUHCOHM3aM, [MCTOHMjA, TPEMop,
X0opeoaTeTo3a, AW3APTPUja, aTakChja W KOTHUTHUBHU
TOTENKOTHH [3]. 3acera naTopu3MONOMIKMOT MEXaHH3aM
BO OJIHOC Ha CeKoja IMOeMHEYHAa KOMIIOHEHTa He e
11€JI0CHO OIMILIAH BO JIMTepaTypaTa.

LlenTa Ha OBOj TPYH € MHTerpaluja Ha JOCeraliHUTe
3Haeta 3a HeBPOJIONIKUTe MaHK(ecTally Ha 0Baa 0oJIecT,
NaTo(PU3UOIONIKUTE MeXaHU3MH Ha HMBHO HACTAHYBabe
3aeJIHO CO MOYKHUTe TeparneBTCKU OMI[UH.

347 | Medical Journal - MEDICUS

AN



Review

MATEPHJAJI U METOH

PubMed and Google Scholar 6ea uckopucrenn kako ba3u Ha
TI0/IATOIIM 3a MpebapyBatbe Ha MeMIIMHCKY MyOTMKaLWHL.
Bo KomOuHammja co TepMuHOT BuicoHoBa Oomect bea
WICKOPUCTEHH CJIe[IHUBe KIYYHU 300pOBU: HEBPOJIOTHja,
HeBpopaguonoruja, MPU, HeBponarorenesa, ATP7B,
eKCTpanMpaMU/IaJIHA CUMITTOMHU. BKyITHO Oea cKeHUpaHH
403 TpymoBu, o Kou 14 Oea MCKOPUCTEHHM 3a OBOj
peBujaneH TPy,

HeBpomnaTomnoruja

[TaTonONIKKTEe MO30YHM IIPOMEHH MOXe fla Oupe
IIMPOKO DACIPOCTPaHETH W MOXKe Jla ce jaBaT Ha
TaJIaMyCoOT, CyOTaJJaMUYHUTE jajipa, MO30UHOTO CTEOIO U
(bpoHTanHKOT KopTeKe. Mo3ouHa aTpocduja U 3ronemMeHa
BEHTPHKY/IapHa rOJIeMHAHA Ce OCHOBHU HEBPOIIATOJIOIIKM
KapakrepucTuku. DopMupame Ha IUCTH BO MyTaMeHOT
1 (ppOHTATHKUTE JT00YCH € 3abesiekaHo BO HarpeJHaTa
das3a on Oomecta [5], a cyHrepecTa jereHepanuja Ha
1lepedpaTHUOT KOPTeKC M CYOKOpTHKajaHaTa Oena
MO30YHa MaTepuja ce 3abe/ekyBa BO (DPOHTAJHUTE
n00ycu [6]. MUKpoCKoIICKaTa eBajlyalyja Ha 3acerHaTuTe
0071aCTH TIOKa)KYBa Ty0ere Ha HeBPOHUTE, IPUCYCTBO Ha
Makpodari Kou COApsKaT UMMM, TTIH03a U PeaKTUBHU
ACTPOLIUTH TIO3HATH KaKO IJIMja KIeTKU THUIl 1, OTHOCHO
3rojieMeHH  KJIeTKH CO MMYHOPEAaKTMBHY TJIMjaJTHU
(hubpunapuu kucemu npoterHu ([OAII) v MeTanOTHOHEHH,
CO XMCTOXEeMHCKa IO3UTHBHOCT 3 JIeTI03UTH Ha OaKap [7].

[TapkuHCOHM3aM

[TapKUHCOHM3MOT € KIMHMYKM CHHIPOM KOj ce
MaHuectupa  co  OpajMKMHe3MWja,  MOCTypajlHa
HecTabUTHOCT, TPpeMop Bo MupyBabe U purop. Ce jaByBa
Kaj 19-62% opx OomuuTe co BB. Hajuecra mpuuuHa 3a
0BOj CHHJIPOM € WjuoraTckara [lapkuHCOHOBa 0OIecT.
Cemak, Mopa Jia ce 3eMaT TpeJBHJ U JPYTU eHTUTETH,
Kako [IapKMHCOH-TIYC CHHPOMH (MY/ITHIIHA CHCTEMCKa
arpotuja, KOpTUKOOa3aIHa lereHepa[yja i MporpecuBHa
CylIpaHyK/eapHa  TapaiM3a) M CeKYHJapHHOT
MapKUHCOHM3aM (HecakaHu ed)eKTH Off VIOTpeba Ha
HeBPOJIETITULM, METOK/IOPaMuU]], TPayMaTCKU MOBpPeIH
Ha Mo30kot) [8]. Kaj BB, mapkuHCOHM3MOT BKIydyBa
OpagukuHe3Wja (3a0aBeHM JIBIIKEHa), IOCTYpasHa
HecTabUTHOCT, 3aBJieKyBambe BO OIeHeTO (3aB/eKyBarbe
Ha Ho3eTe M0 TojyIorata) co ()eHOMEH Ha 3aMp3HYBatbe
(freezing) m xesuranuja. PeTkum ce ciyyauTe Kora
MapKUHCOHM3MOT Ce jaByBa KaKo N30/MpaHa HeBPOJIOIIKa
MmaHuecranmja. OOMYHO JMCTpPUOYIIMjaTa Ha OBHE
CHMIITOMH € CUMEeTpHYHA U Ce Pa3/IMKyBa off TMIMYHATA
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acUMeTpUYHa Mpe3eHTanuja Kaj [lapkuHcoHoBaTa GosecT
(2].

[TapKUHCOHU3MOT Bb ce jaByBa mopamu
HUTPOCTPUATATHUOT ~ JIOMAMUHEPruueH  JepuIuT.
[lepebenapHuTe cUMITTOMH ¥ ucharujaTa momaraar jia ce
pa3niKyBa napkuHcoHu3moT npu Bb o ITapkuncoHoBaTa
oonect [9]. 3a ofbenexyBame € JeKa MapKUHCOHMU3MOT
Kaj marueHTHTe co Bb He pearmpa Ha TpeTMaHOT cO
neBopona [9]. IlpemapaToT Ha jeBofONa Jie/yBa TJIABHO
Ha IpecuHanTUukuTe pelentopu. Kaj BB mocTon
OIITETYBake Ha MPeCUHANTUIKUTE U TIOCTCUHAMTUYKKUTE
IIOTIaMUMHCKH perieniTop. TokMy 0Boj (hakT Moe Jia TO
00jacHM M30CTAHOKOT Ha OJITOBOP MPU TeparucKu 00U
co neBofiona Kaj BB [10].

Kaj

Araxkcuja

ArakcujaTa ce jaByBa KaKo pe3y/Tar Ha JuUC(VHKIMja Ha
MaJIMOT MO30K U IiepeOelapHuTe matuiiTa. PaMHoTekaTa
¥ KOOp[MHAI[jaTa Cce KOHTPOIMPAHU Of CTpaHa Ha
0asajHUTEe TaHIIMK, MAJKOT MO30K, IiepeOpasTHuOT
KOPTEKC, MepudepHUOT MOTOPEH CHCTEM M CEH30PHHUTE
matuinta. JlMcyHKIMja Ha OMIIO KOj fIeT Off OBOj
MHTErpUpaH CICTEM MOJKe fla oBefie o aTakcuja [16].

Kaj Bb HuBoaTa Ha 6akap ce 3roieMyBaaT HeCeJIeKTUBHO BO
cUTe MO30uHHM pervionu. Criopey pe3yaTaTUTe M HAOUTeE
071 HEKOJIKY CTY/]1, ICTAKHATO € JieKa OCTOU TI0OBP3aHOCT
ToMery TPeMOpOT M aTaKcujaTa co nie3uuTe Ha globus
pallidus. OBue co3HaHWja ce Off CYIITHHCKO 3Hauetbe,
Ouziejku ce cMeTa fleKa jlaboKarta JeMueTMHU3AIMja
HacTaHyBa KakKo pe3ylITaT Ha TOKCMYHOCTa Ha
Oakapot. JleMuenvHM3aIMjaTa M OIITETYBalbETO Ha
1lepe0elapHUTe MATUINTA TIPUIOHECYBAAT 3a Pa3BUBaibe
Ha MaTo(U3MONMOMKUOT MeXaHW3aM OfITOBOPeH 3a
oBoj cummrom [13, 14]. Opg mpyra ctpaHa IaK, Apyru
WCTPaKyBawka T'M TOBP3yBaaT Jie3uhTe BO MO30YHOTO
cTe0/10, MajMOT MO30K U Ilepe0paTHUOT KOPTeKC
BU/JIMBA Ha MarHeTHa pPe30HaHIla CO aTakcujara. T2
XMIIOMHTEeH3UTeT Ha HUBO Ha cerebellar dentate nucleus
Ha MarHeTHa pe3oHaHia (MPU) e KapakTepucTHUeH HaoI,
3aefHo co LiepebenapHara aTpoduja [15].

Tpemop

TpemopoT mpercTaByBa MHIMjaliHa MaHMQecTaluja Kaj
22-55% oj maleHTHTe CO HeBPOJIONIKA MaHKU(ecTaItja
Ha BB. Tpemopor ce peduHHpa Kako HEBOJIHO,
PUTMHUYKO, OCIIMJIATOPHO JIBMKEHe Ha Je/l off TeJloTo.
Kaj xemaToneHTHKy/lapHaTa [lereHepaiiija W JPyTH
HEeBPOJIONIKK  3a00/yBamba, MaTOJONIKKOT TPEMOp e
001yHO yriopeH u BujtuB. [loBekeTo uMaaT ppekBeHIMja
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op 4-8 xepiu (Hz) co mpomeniBa ammmutyga [17]. O6uumo
3allOYHYBa Ha eJieH Off eKCTPEMUTETHTe, 3a Jla 10Toa
ce TPOIIMPH Ha IIeJIOTO Tejio. BUCOKMOT mpoKcumasieH
TPEMOP CO BHCOKA aMIUTUTY/Ia WM VIITe MOMO3HAT KaKo
IBIDKEHe Ha KpHla € KapaKTepHCTHYEeH CHMIITOM Ha 0Ba
3a00myBare. KUHEeTCKUOT TpeMop, WM TaK TPeMOPOT TIpH
IBIDKEHbE Ce jaByBa MOPAJIU TaoKekhe Ha OaKap I7aBHO
BO MamMoT MO30K. YecTo ce aKyMyauMpa BO BepMHCOT
1 xemucdepute, TPeAU3BUKYBAjKU aTAKCUUHO Ofiekbe,
IUCINjaloX0OKMHe3a ¥ KOMIPOMUTHPAHU (DMHU JIBIKEHba
Ha parere. TpeMoOpoT 3alOyHyBa BO JIUCTaJHUOT JIeJT
ol eKcTpeMUTeTHTe efHOCTpaHo. Kako mTo Oonecra
Harpe/yBa, I7laBaTa, Ho3eTe U [eIOTO TeJo e 3acerHaTh
[18]; oBa € BO COT/IACHOCT €O TOA IITO TUCTATHUTE MYCKY/IHA
ce KOOP/IMHUPAHHU Off CpefiHaTa 30Ha Ha xeMmucdepure Ha
MaJIMOT MO30K BO HerocpefHa O/MM3MHA Ha BEPMMCOT.
Bakapor ce akymyiMpa BO MOrolieMd KOMUUMHU U
B/Mjae Ha BEPMUCOBUOT KopTekc. OBa BiWjaHWe ja
KOMITPOMUTHPA KOOP/IMHAIIMjaTa ! IBIKebaTa Ha BPaToT,
paMeHaTa, TPaJHUOT KOII, CTOMAKOT ¥ KojlKoBuTe. [Ipu
HeBpOBU3Ye/IM3alija, OOMYHO MMA XUIIOMHTEH3UTETH
BO OBME CIIOMEHaTH CTPYKTYPU, TIPUAPYKEHH CO
HepebenapHa arpoduja BO MOAOLHEKHUTe ha3su Ha
oonecra [10].

Criopes; pesynTaTTe off eHO HCTpPa)kKyBame, MOCTOM
acolyjalnyja TMOMery TpPeMOpPOT U  IiepebenapHaTa
arpodja, KaKo M aTakcHjaTa co Jie3ud BO MO30YHOTO
cTe0/10, MaIMOT MO30K ¥ IiepedpaaHKoT Koprekc [20].
HcTpaskyBameTo MCTO TaKa MOKasKajio JieKa IMaljueHTHTe
kou umasne momery 11 m 20 rogMHu Kora 3amoyHaja
OorecTta MMajie morojeM pusuK of (hopMupame Ha JIe31n
Ha TajamycoT. CNPOTMBHO Ha TOa, Kaj MalldeHTUTe
Kajie To OosecTa 3amoyHana nomery 21 u 31 roguHa of
JKUBOTOT, OMJIe OUeKyBaHH IiepedenapHu nesuu [20].

JucroHuja
JluctoHnja  TmpeTcTaByBa  HEBPOJOMIKA  COCTOjOa
Koja ce KapakTepusMpa CO HeBOJIHM IIOCTOjaHU

WIM WHTEPMUTEHTHH MYCKY/IHM KOHTDaKIMM  KOH
Npel3BUKYBaaT IOBTOP/IMBY [IBIDKEHa U OM3apHH
nonoxk6u. Ce jaByBa Kaj 11-65% op manuenTtute co Bb
[21]. Ce manmdectvpa Kako (oKalHa, CerMeHTayHa,
MynTE(OKa/IHA WK reHepaju3ipana (opma. GoranHaTa
MaHuecTanuja BKIIydyBa TOPTUKOIKC, O1edapocasaM 1
risus sardonicus [2]. TeHepanu3upaHaTa MaHudecTalyja
e HajKapakTepUCTHYHATAa Ipe3eHTalja  acoljdpaHa
co abHOpMaJieH M3pa3 Ha JIMIETO Iopagu (hoKasiHa
MMCTOHMja Ha MHMHYHATa MyckyrmaTypa [2]. McTo Taka,
(oKaHaTa JUCTOHM]ja Ha ITIACHUTE JKULM U MYCKYIIUTE

Review

3a apTUKyIalja ¥ TOJNTame, MOKe f1a IMpeu3BhKaaT
mucdonuja, musapTpuja u aucaruja. Bo panata dasa
Ha Oosecta, JUCTOHWjaTa e egHOCTpaHa. Kako mmITo
OorecTa HampesyBa, Taa CTaHyBa OWIaTepasHa M YeCTo
reHepaj3upana [3]. VIHTepecHo e IITO JUCTOHWjaTa €
BO Kopejaljija co aOHOPMaJHOCTH BO CTPYKTYpHUTe Ha
nytameHoT [3]. OmreTyBameTo Ha 0Oa3aJHUTE T'aHIIMH,
MpUd  WITO TAJAMOKOPTHKAJIHUTE MOTOPHM CHCTEMH
He YCIeBaaT Jla reHepupaaT MHXMOMTOPEH CHMTHAM BO
KOPTUKAJIHUTe HEeBPOHM JIOBefyBa [I0 MpeKyMepeHa
AKTUBHOCT Ha JUPEKTHUOT TaT Ha Oa3aJHUTe TaHIJIUH
[22, 23].

XopeoaTteTo3a

Xopea ce jaByBa Kaj 6-16% op maiueHTUTe KOM KMMaaT
HEBPOJIOIIKY CUMIITOMH. Ce KapaKTepu3upa
CO Har/IM, HeKOHTPOIMPaHH JIBUKEHha, IeTIYMHO HaMepHU
(mouHyBaaT Kako HaMepHH), OOMUHO BO [JUCTATHUTE
eKCTPeMUTETH, HO MCTO TaKa MoOxke fla ' 3adaraT u
MPOKCUMAJIHUTE JI€JIOBM HAa EKCTPEMUTETH, JULETO U
tpynot. Off Apyra cTpaHa, ce jaByBa U aTeTo3a, OTHOCHO
0aBHM, HEKOOPJAUHUPAHH, HeCMACHH JIBUKEHba, BO BUJ] Ha
M3BPTYBabha KOM T'M BKIyUyBaaT JMCTAJHUTE JIEJIOBH Ha
eKCTPEeMUTETH M [IPYTUTE IeJIOBU OfI TEJIOTO.  TepMHUHOT
X0OpeoaTeTo3ara ce KOPUCTH Kora TUIINYHKUTE XOpeaTHIHH
IBWKEHA KOErsuCTUpaaT CO  aTeTo3aTa.  3aeHO
NpPeIM3BUKYBAaT XOpPeoaTeTo3a, WM XOPeOoAMCTOHHja
(ako ce KOMOMHMpaaT €O [JUCTOHMYHK MONOKOM [12].
basayiHuTe raHI/IMK Ce TTIaBHUTE CTPYKTYPHU BKIYUEHU BO
naToh13MO0IOrKja Ha oBre cummToMu [24, 25]. Bucokute
HMBOA Ha 0OaKap ja HapyuIyBaaT XeMmaToeHIedanHaTa
Oapuepa M ce Tajo}Kar Bo cTpuaTyMoT, globus pallidus,
locus coeruleus, cyncraHija HUrpa U lepeOeTapHUOT
KopTekc [26]. BakapoT mpelu3BUKYBa OKCHATHBHO
OLITETYBae Off CI000JHWTE pajyKali U JIMIUJHATA
MepoKcU/alja, MpM IITO Joara /10 pa3BUBame Ha
HEKpO3a, 3ary0a Ha HEBPOHUTE 1 eKCTeH3MBHa I/IHo3a [27).
MarHeTHaTa pe30HaHI[a € J1jarHoCTUUKA ¥ IIPOTHOCTUUKA
aJlaTKa Koja I'M ueHTU(UKYBa CTPYKTYPHUTE IPOMEHH,
0Cc00€HO Ha HMBO Ha 0a3aJIHUTE TAHITIMH, TaJaMyCOT U
MO30YHOTO CTe0J10.

KoruutuBau olTeTyBamha

Peructpupanu ce KOTHMTMBHM TIpoMeHH Kaj Bb
Tpe3eHTHPaHK O (PPOHTAJIEH CMHPOM U CYOKOPTHKaTHA
neMeHrja. @OpOHTAHUOT CHUHJPOM € pe3yaTaT Ha
JlereHepaTHBHU IIPOMEHNM Ha (PPOHTAIHHOT JI0OYC
IITO JIOBeAyBa 710 MpoOJIeMM BO OfjHecyBamero [28].
[MaBHM KapaKTepHCTMKM Ha WCTHOT Ce HapylIyBambe
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I Review
Ha colyjaHaTa THPOLIeHKa, UMITYJICUBHOCT,
MPOMMCKYMTETHOCT, arlaTja, HaMajeHo BHUMaHMUe,
er3eKyTHBHA  [JUCQVHKIMjA €O  TOTEUIKOTHM  BO

TIaHKUpatbe U JJOHeCyBate OfTYKU, KaKo ¥ eMOI[OHA/IHA
WHKOHTHUHIIZja. HctoBpemeHo, CYOKOpTHKaTHATa
JleMeHIMja Cce KapakTepusupa €O TIPOMEHH BO
PacIooKeHNeTo 1 3a0aBeHOCT Ha MUCTIaTa U MHECTUUKU
noremkotu [29]. YecTomat Moke fja ce MaHupecTrpa
KaKo KOMOWHAIMja Ha CHH/POM Ha (ppoHTaseH J100yC 1
cyOkopTHKanHa gemenruja [4, 13]. [aBHUTe MATONONIKM
MPOMeH! Ha MO30KOT ce MOpajii TaJloKemeTo Ha Oakap.
KpylujasHu mpomMeHd KoM ce OTKpUBAaT Ha KJIETOYHO
HUBO TIPY KOTHUTUBHM OIITETYBatba ce XumepTpoduja Ha
aCTPOIUTHTE, liepebpaneH efieM, IMCTUYHY TIPOMEHH U
JeMuenHKU3aIMja. Bo 0fIHOC Ha IPOMEHUTE KoM Ce IyefjaaT
Ha MP, ne3unTe UMaat TeHzIeHIMja 1a OUAT CUMETPUIHI
u ounarepannu [20]. JIesunTe Bo KOPTEKCOT ce MOYECTH
BO (DPOHTAITHKOT J100yC. BaskHO e a ce HarloMeHe JieKa
3acerHaTy ce M cHBara u Oenata Mo30uHa Maca. Jlesuure
BO 0asajlHUTe TaHITIMM, CPEJHMOT MO30K M IIOHCOT
MO3Ke [Ia MPUIOHEeCaT BO Pa3BojOT Ha CYOKOPTHKaHATa
memeniuja [20].

uzaptpuja

[lu3apTpuja e MOTOPHO HapyIIyBale Ha TOBOPOT
Koe ce KapaKTepu3uWpa cO HejaceH, OaBeH, clab u
HekoopauHupaH roop. Ce jaByBa Kaj 43% op curte
nanyeHTH co BuicoHoBa OojnecT Kako pe3ylaTaT Ha
ofpefieHa COCTOj0a IITO TM OIITETYBA MOTOPHUTE
CTPYKTYPH 3a KOHTpOJIa Ha 'OBOPOT, BK/IYUyBajKu JIe3UH
Ha JIOJTHUOT MOTOPEH HEBPOH Ha KpaHujaHuTe HepBH (IX,
X u XII), uepedenymor umu 6as3anHute ranrimu. Ilocrojat
noBeke (opmMu M Toa: MemaHa (hopMa; aTaKCMUHa (cO
VHBOJIBHPatbe Ha IlepedeiapHu CTPYKTYPH U TiepedeapHu
CHMIITOMH); IUCTOHNYHA (XUTIEPKUHETCKA); XMIIOKMHETCKa
(mapkuHCOHOBa); cmactuuHa (mceypmobynbapHa). Cute
KOMIIOHEHTH Ha TOBOPHMOT MeXaHM3aM MOXe Jla
OMfIaT 3acerHaTH Ha pa3MuyHU HAUMHH, TOBP3aHH CO
apTUKy/alujaTa, (hoHalMjaTa, AUIIEHETO U Pe30HaHIIaTa
(30].

EnunenTuuHn Hamagu

CejaByBaar Kaj 6-8% op mauuenTute. PeTKo mpeTcraByBaar
vHUIMjaiHa  MaHudecranymja.  Criopey;  pesyniTaTuTe
IoOMeHM Off MCTpakyBame BO Koe Owmie BKiayueHu110
naiyenTd co BB co HeBpomomka MaHucecTaimja,
HOKa)kaHO e Jieka Kaj 16 mamuentu (14,5%) ce jaBuie
Hamagu; 68,7% oj Tue MHallMeHTH MMaje IapLujalHu
Hamajii, a ocrtaHaTuTe 31,3% reHepaju3upaHu Hamaau
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[31. Ha cegym mampeHTH uM O TOTpeOeH efeH
aHTMENWIENTAYeH JieK 3a KOHTPOJa Ha HamajuTe; Ha
IPYTH CeayM TalieHTH UM Owie IOTPeOHM /iBa; a Ha JiBa
ManyeHTy UM Oea IOTpeOHM TPHU IeKOBM 3a KOHTPO/IA Ha
Hamagure. [[poceynnTe HUBOA Ha OaKap OWIe TTOBUCOKH
Kaj TalMeHTH CO Hamajy, HACIpoTH MaleHTuTe 0e3
Hara/ [31]. busie OTKpreH! KOPTUKaJTHU, CYOKOPTUKATHH
v 1epebenapHu siesud Ha MP, MHOTY mMoYecTo Kaj
TaL{eHTHTe CO HaIlajIx OTKOJIKY Kaj Mal[eHTHTe Oe3 HUB.
Ce mperrocTaByBa JIeKa criope MaTO(MU3HOIOMIKHOT
MeXaHM3aM emwIeNTHYHUTe Hamaju Kaj Bb Moxke fa ce
10jaBaT Mopajii JUPEKTHATa TOKCUYHOCT Ha OaKapoT KOj
JoBeyBa 1o MHXUOMIMja Ha MemOpaHckara ATII-a3a [32].
[IpucycTBOTO Ha HaKap reHepupa OKCHIATUBEH CTPEC, KOj
ocobofiyBa IIyTaMaT ¥ TMpOMH(IAMaTOPHU LUTOKMHU
[31]. Tlopagy 3HauMTEeTHHOT OPOj Ha JIe3WH MPOHAjAEHH
Kaj maryeHTy co Hanazu pu BB, He Moke f1a ce HaBejie
ofipefieH PerroH OIrOBOPEH 3a HamajuTe. BaxkHo e fa ce
HamoMmeHe jieka MP HaofuTe 1py j1e3ur BO ()POHTATHHOT
700yC ce HajuecTH HAOM Kaj OBUe MmarjueHTH [31).

K/MHWYKH CHH/IPOM KOj ce MaHmdecTypa co
OpajiMKiHe3uja, PUTHAHOCT, TPEMOP BO MUpYBalbe,
3a€JHO CO MIOCTYPATHA HECTAOMITHOCT

[lapkuHcoHn3am

ATAaKCHYHO OfIefhe
MHTEHIHOHEH TPEMOp

JCaMjafiOXOKUHe3a

HapylleHa KOOpAMHALja Ha HUHKTe JIBIKerba Ha
paijete

aTaKCHYeH rOBOP

Arakcuja

HajKapaKTePUCTHYHUOT HEBPOJIOIIKY CUMITTOM

Kaj 55% of Mal[eHTHTe KAKO MPB HEBPOIOIIKM CHMITTOM
MpBO I 3ahaka rOPHUTE eKCTPEMUTETH KAKO
VHUIaTepajieH Win OuiaTepaieH aCHMETPUYEeH TPEMOp

Tpemop

BKJTyuyBa TOBEKe JIeTIOBH O] TENOTO

HajpepparTOPEH HEBPOJIOIIKA CHMITTOM

HajuecTa Mpe3eHTallija Ha IUCTOHU]aTa e MPeKy
abHopMaeH 3pa3 Ha JmeTo (hoKaHa IUCTOHMja Ha
MUMHYHATa MYCKY/aTypa)

Jlucronuja

HAIIM, HEKOHTPOIMPAHH JIBUKEHba, IeyMHO HaMepHH,
00HMYHO BO [JUICTA/THUTE EKCTPEMUTETH, HO HCTO TaKa
MO3Ke Jia 'Y 3adhaTar i IIPOKCHMAJTHUTE JIeIOBH Ha
€KCTPEMUTETH, JIULETO U TPYIIOT (Xopea)

0aBHI, HEKOOPJIMHUPAHH, HECMACHH JIBIKEHba, BO BHJL
Ha M3BPTYBAaba KOM 'Yl BKJYUYBAaT INCTATHUTE [IeTIOBH
0J eKCTPEMHUTETH ¥ IPYTUTE JeJIOBH Of TENOTO, KAKO
LLITO € JIULIETO (BTETOSH‘{

XopeoareTo3a

KorHuTusHu
HapylIyBamba

(poHTa/eH CHHIPOM
CYOKOPTHKAIHA [IeMeHIIja

aTaKCMYHa
JAUCTOHUYHA
XUATIOKMHETCKa
CITaCTUYHaA

Tusaprpuja

Enunentuunu
Haraju

HapLyjaiHu
reHepanu3npaHi

Taberna 1. [Ipuka3 Ha HeBposoIIKaTa MaHu(pecTanyja Ha
BusconoBara 6onect

TI)ETMaH Ha HeBPOJIOIIKUTe MaHI/I(i)ECTa].H/II/I Ha
Busiconosara 6onect
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CnobomHuoT 6aKap e TOKCHYEH 3a pas/iuKa of 6akapoT Koj
e Bp3aH 3a Lepy/IoIIa3MIUHOT WK MEeTal0THOHENHOT, I1a
OTTaMYy L[e/ITa Ha TPETMAHOT € Jja Ce HaMaJId KOMMYKMHATA
Ha TOKcMuHaTa copma Ha Oakapor. JlocTamHuTe
(apMakoNoONIKK  OMIMM  BKIyYyBaaT IeHUI[MTAMUH,
TPUEHTHH U IIMHK aretar [33].

[lopagu Mo)KHOCTa OfI BJIONIYBame Ha COCToj0aTa Kaj
MalUeHTUTe IITO Ce TPeTHpaaT CO TMEeHWI[WIaMHUH, ce
TnpernopauyBa yroTpeda Ha JPYrd areHCH KaKo MoveTeH
TpetTMaH Ha BB co mpefoMMHAHTHa HEBPOJIOIIKA
CUMIITOMAaToIoruja. MexaHM3MOT Ha OBOj (hpeHOMEH ce
IO/KY Ha TIpeHeCyBambeTo Ha 0aKap off IPHKOT Apod 70
KPBTQ, a TI0T0A U JI0 MO30KOT, CO LITO IITO Ce 3rojieMyBa
MOKHOCTa Off BJIOIIYBathe Ha HEBPOJIOLIKUTE CUMITTOMHU.
[TarmeHToT Tpeba BHUMATETHO Jla Ce CJIefid 3a 10jaBa Ha
TOKCHYHH e(heKTH, BKIYIUTETHO Ha KOCKeHATa CplieBUHA
1 OyOpe3suTe. AKyTHa peaKiyja Ha XUTepCeH3UTUBHOCT Ce
jaByBa Kaj mpUOIMKHO 25% off marjeHTHTe [34).

TpueHTHHOT e XelaTop KOj KaKo MeHUIUIaMUAHOT
IPOMOBHMpaA YpMHapHa eKcKpelja Ha Oakap. OOMUHO
ce maBa 1 yac mpeq wiM 2 daca mocie jageme. Jofeka
MaleHTOT e Ha Tepamuja cO TPUEeHTHH, 3rojieMeHa e
ypMHapHaTa eKCKpeldja Ha Oakap. BpsaHuoT Oakap
CO 1Iepy/IOIUIa3MHUHOT € WCTO Taka KOPUCHA MepKa 3a
crefierbe Ha e(hMKaCHOCTa Ha TPUEHTUHOT. 3a Mal[ueHTHTe
KOM Ce JIeKyBaaT CO TPUEHTHH, IPOIIEHTOT CO BJIOIIEHH
HEBPOJIOIIKY CHMIITOMHU € 3HAUMTETHO MOMaJl Off OHMe
TpPeTHpaHU CO MEHMI[MIAMHUH, 1A 3aToa ce MpernopayyBa

Review

KaKo MpB U300p Ha JieK TpU JOMUHAHTHU HEBPOJIONIKH
manugectamuu [35, 36]. Exxa on BetyBaukute (opMmu
TNIPeTCTaByBa TPUEHTUH JIUXUIPOXTIOPUJIOT Kajie CIiopep,
pesyiTaTuTe Off CIpOBeleHa CTyfuja, MOroJeMUOT
Opoj of malWeHTUTe TIOKa)kaje MOJ00pyBambe W
cTabumM3Mpame Ha HUBHUTe cuMnToMH. Cemak ucTarta
CTYAMja ro HaBe/yBa M (haKTOT JleKa alXepPeHTHOCTa KOH
TPEeTMAHOT TIPETCTaByBa efieH off KIyyHuTe (haKkTopu 3a
yCIIex Ha TpeTMaHoT [37] .

TepanujaTa co IMHK aleTaT yCIEIIHO ce KOPUCTH
KaKo MpeBeHTUBHA Tepanuja Kaj MpecUMITOMATCKUTE
TMalMeHT! U KaKo MHUIWjajieH TPeTMaH 3a HeBPOJIOINIKa
BusiconoBa 6osnect. [[UHKOT ja cTMy/nupa MpopyKiMjaTa
Ha MeTaJIOTUOHEMHOT O], L[PEeBHUTE KJIETKH KOj ce Bp3yBa
3a 0akapoT of I[peBaTa M 3a EHJIOTEHO W3/IaYeHNOT
0akap BO TUIYHKaTa M racTpuuHuTe cekpetu. Ecdekror
Ha TepamnujaTa O I[UHK Cce TOCTUTHYBa MpeKy O/loKaja
Ha afcopIiija Ha IMHKOT BO IfpeBaTta. Kaj mpuOmmkHO
10% op manmeHTHTE OMIO PETHCTPUPAHO Tafeme IIPU
3all0UHYBame Ha TepanujaTa CO IMHK. YCOrJlaceHocTa
Ha TepamyjaTa CO IMHKOT MOXe fla Ce TPOLEHH €O
MOHUTOpUpAatbe Ha Ile/IofJHEeBHA eKCKpelija Ha I[UHK BO
ypMHaTa, Koja Tpeba 1a Ouze Hajy 2 Mr [38).

[larmentuTe Kou ce pedpakTepHM Ha Tepamnuja ce
CO TeHJEHIMja J[la MMaaT [OTElIKa HEeBPOJIONIKA
CHMIITOMATOJIOTHja, CO [MO3acTalleHd [u3apTpuja u
muctoHuja. TpeMopoT reHepajHO IOBeKe pearupa Ha
TpPeTMaH OTKOJIKY IMCTOHHUjaTa U Ju3apTpHjaTa.

3abesekaHu ce
KOMITTMKALIHA TTPU
(Holscher et al., 2010) ymoTpeba Ha io3a off
TlapKHHCORM3aM Jlesopona [39] Yuepen 1250 mr. IIpuBpeMeHo
HpEeKNHYBakbe Ha
TPETMAHOT
AMaHTaH (Berio et al., 1973) [40] | Be3 eerr
[Jlosure 3amouHare co 25
: Helsch | ) MT TIpef CTIiere U
Tpemop (Ecenumjanen Hélscher et al., 2010 H0CTeTeHo ce
Tpemop) Bapburyparu [39] 3apoomuTenen sronemyBase 10 500 mr/
7ieH (Bo [iBe
7031
Jlo3aTa ce THTpHpa
AHTHXOTMHEPTHLH | (Brewer CIIOEA KINHITIRIOT
Tpemop (JucToHMYEH TPEMOD) Tlenymen ecexT wm
TpUXeKCUpeHU I etal., 1999) [41] HECAKAHH PeaKIH Ha
JIEKOT
AHTUXONMHEPTULN | Brewer Ten flosara ce TuTpHpa Criopep
[YMEH KIIMHUYKUOT E(bEKT wim
Incromia TPUXeKCUDEHU T et al., 1999) [41] HeCAKAHM PeaKI[iH Ha TIeKOT
Baxioden ([3Hg('j]lscher etal., 2010) Yuepex
Xopea Terpabenasun %Iéilscher et al,, 2010) 3ayoBonuTeseH

Tabena 2. Knuanugru CTYOUU KO T'O OITUIIYBAaaT CUMIITOMATCKUOT TPETMaH Ha HEBPOJIOMIKMUTE CUMIITOMU Ha BunconoBa

Oonect
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3AK/IYHOIn

[Ilobpo e mo3HAaTO JleKa TOKCMIHOCTa Ha OaKapoT e I71aBHaTa
NpUYMHA OJrOBOPHA 3a MO30YHATa  JiereHeparyja
sabenekaHa Kaj BB. Mpentudukanujata ¥ TpeTMaHOT
Ha mpecuMITOMaTcKa opma Ha Bb Moke f1a ro cripeun
pa3Bojor Ha cumnromute. OTTamy TmpousjieryBa u
noTpebaTa 3a CKPUHUHT Kaj PU3MUHMTE TIOMY/IAL[UH.
BakHa 1le/iHa mMomynaiyja ce OpakaTa M CecTpUTe Ha
HOBO/IjarHOCTULIMPAHUOT TalueHT. OyHjaMeHTaTHUOT
npoOsieM Kaj HeBpoJoIIKaTa BuiicoHoBa  Oonect
NpeTcTaByBa JMjarHOCTUUKOTO JIOlHEeHe. MoMeHTamHO
TOCTallHUTEe Tepanuy MMaaaT TMO3UTUBHO BJIMjaHUe BP3
WCXOIOT Ha HeBponomkata (opma Ha BumcoHoBaTa
OomecT, co OrpoOMHU orpaHuuyBama. POKYCOT Ha UTHUTE
cTymuu Tpeba Ja OKjie HacOYeH KOH pasrpaHnuyBambe Ha
ONTHMAJTHUTE TePareBTCKU PeKUMHU U MO00pyBame Ha
KJIMHUYIKUOT UCXO]I.
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ABSTRACT

Summary: Diabetes mellitus is the name given to a group of chronic metabolic disorders that share a common
phenotype of hyperglycemia. Etiologically, diabetes is a complex interaction of genetic and environmental factors.
Defects in insulin secretion, its activity or a combination of these two factors cause hyperglycemia. Disorders of
insulin result in a reduced utilization of glucose in the cells of the body, an increased mobilization of fat that
causes disorders of fat metabolism and deposition of lipids in vascular walls and depletion of proteins in body
tissues. All these processes are associated with long-term damage and dysfunction of various organs.

Treatment: Oral antidiabetic drugs (ODDs) are the mainstay of treatment for type 2 diabetes mellitus (T2DM).
Metformin is considered first-line unless contraindicated or not tolerated by the patient. When adequate glycemic
control cannot be achieved with one drug alone, combination treatment is necessary [1].

Alone with oral drugs there are subcutaneous treatment with Insulin.

Conclusion: Type 2 diabetes mellitus (T2DM) is a modern scourge affecting millions of people worldwide. However,
as a result of tireless research around the world, newer antidiabetic agents are continuously being developed. This
allows the clinician to take a multifaceted approach to the management of Type 2 Diabetes Mellitus (T2DM), which
in turn will improve the patient’s quality of life and longevity.

Key words: Diabetes mellitus, hyperglycemia, glucose.

INTRODUCTION 1. Type 1 diabetes

Diabetes mellitus is the name for a group of chronic 2. Type 2 diabetes
metabolic disorders that share a common phenotype
of hyperglycemia. Etiologically, diabetes is a complex
interaction of genetic and environmental factors. The 4. Gestational diabetes

classification of diabetes is not simple because of the Defects in insulin secretion, its activity or a combination
complexity of the disease. Today, the division into four of these two factors cause hyperglycemia. Insulin
types is mainly used: disorders result in reduced utilization of glucose in the

body’s cells, increased mobilization of fat, which causes

3. Other specific types
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disorders of fat metabolism and deposition of lipids in
vascular walls and depletion of proteins in body tissues.
All these processes are associated with long-term damage
and dysfunction of various organs.

Long-term poorly controlled hyperglycemia results in
complications that are divided into microvascular and
macrovascular. Microvascular complications are three
common manifestations: retinopathy, nephropathy,
and neuropathy. Macrovascular complications result
from the disturbance of fat metabolism that causes
atherosclerosis, which can result in myocardial
infarction, strokes, and peripheral arterial disease. One
of the main complications of diabetes is a disruption of
the immune system that makes patients with diabetes
more susceptible to bacterial and fungal infections.

The incidence of diabetes is constantly increasing and is
increasingly being characterized as a pandemic disease.
Although the prevalence of both type 1 and type 2
diabetes is increasing, type 2 diabetes is showing much
faster growth. The reasons for this are considered to be
an increase in the prevalence of obesity, a decrease in
physical activity as a result of the industrialization of
society and an aging population.

The chronicity of diabetes, its numerous complications
and the deterioration of the patients’ quality of life
represent a large financial cost, both for the patient and
for the state, and this imposes diabetes as a major health
and economic problem.

ETIOLOGY
Etiology of type 1 diabetes

Type 1 diabetes results from the interaction of
environmental, genetic, and autoimmune factors that
lead to the destruction of pancreatic beta cells, resulting
ininsulin deficiency. Environmental factors in genetically
susceptible individuals are triggers for the onset of beta
cell destruction. Previously, this form of diabetes was
called juvenile diabetes due to the belief that this form
only affects children, adolescents and young adults.
Today’s knowledge suggests that the disease can appear at
any age, but most often develops before the age of twenty.

Etiology of type 2 diabetes

The etiology of type 2 diabetes includes genetic factors,
environmental factors, as well as lifestyle. Previously,
this form of diabetes was called adult-onset or non-
insulin-dependent due to the belief that this form affects

Review

the elderly, but today with the emergence of childhood
obesity, 40-50% of newly diagnosed childhood diabetes is
type 2 diabetes.

Type 2 diabetes is a polygenic disease and the genetic
component itself plays a strong role in the etiology of the
disease, namely if one identical twin suffers from type 2
diabetes, the probability that the other identical twin will
develop the disease during their lifetime is greater than
90%. Individuals whose parent has type 2 diabetes have
an increased risk of developing it, and if both parents
have type 2 diabetes, the risk increases to 40%. The
genetic background of

Type 2 diabetes is not fully understood, but a number of

genes have been identified that carry a relatively small
risk. The mechanism by which these genes increase
susceptibility to type 2 diabetes is unclear, but they are
thought to be involved in insulin synthesis or secretion,
as well as beta cell function. For type 2 diabetes, a
number of factors have been shown to contribute to the
risk of developing the disease, including obesity, lack of
physical activity, varied diet and stress. Adipose tissue on
the one hand increases plasma levels of free fatty acids
that interfere with insulin-induced glucose transport and
muscle glycogen synthetase activity.

Studies show a higher transmission of type 2 diabetes
from mothers than from fathers to children, as well as
a significantly increased prevalence of type 2 diabetes
in children whose mothers had gestational diabetes.
Intrauterine exposure to diabetes is associated with a
higher prevalence of impaired glucose tolerance and
a higher risk of obesity, particularly during the first 20
years of life.

EPIDEMIOLOGY

The IDF Diabetes Atlas provides the latest figures,
information and projections on the global impact of
diabetes:

m 537 million adults (1 in 10) were living with diabetes
in 2021. This number is expected rise to 643 million
by 2030 and 783 million by 2045.

m Almost 1 in 2 adults (44%) with diabetes remain
undiagnosed (240 million). The majority have type 2
diabetes.

m More than 3 in 4 people with diabetes live in low and
middle-income countries.

m 541 million adults are at increased risk of developing
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type 2 diabetes.

m More than 1.2 million children and adolescents (0-19
years) live with type 1 diabetes

m Diabetes caused 6.7 million deaths in 2021.

m Diabetes was responsible for at least $966 billion in
health expenditure in 2021 - 9% of the global total
spent on healthcare.

m 1in 6 live births (21 million) are affected by high blood
glucose (hyperglycaemia) in pregnancy.

CLINICAL SYMPTOMS

The symptoms that occur in diabetes are the result
of the action of hyperglycemia: osmotic diuresis due
to glycosuria causes polyuria, copious urination and
polydipsia, increased thirst, resulting in orthostatic
hypotension and dehydration. Polyphagia, increased
appetite, as part of the Triassic symptom may accompany
hyperglycemia, but is usually not the leading symptom.
Other manifestations of hyperglycemia may include
weight loss, nausea and vomiting, blurred vision, and
decreased body resistance resulting in susceptibility to
bacterial or fungal infections.

Type 1diabetes is detected an average of fifteen days after
the onset of symptoms, so symptomatic hyperglycemia
is usually present in these patients, sometimes with
diabetic ketoacidosis. Due to the partial recovery of
insulin secretion after the acute onset of the disease, a
“honeymoon” phase usually follows, a transitional period
of normal glycemia.

The diagnosis of type 2 diabetes is usually detected after 6
to 10 years during routine examinations in asymptomatic
patients, although a large number of patients reveal only
when chronic complications develop, indicating a long
course of the disease.

COMPLICATIONS

Diabetic ketoacidosis is a serious form of disorder in
patients with diabetes mellitus type 1 during which
ketones accumulate in the blood (> 7 mmol / L) with
a drop in arterial pH below 725, a drop in serum
bicarbonate below 17 mmol / L , or both. It is a serious
acute complication with a mortality rate of about 7%,
and its frequency can be reduced only by proper patient
education. The complication occurs as a result of a
relative or absolute lack of insulin, which leads to the
accumulation of ketone bodies and disorders of the acid-
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base state.

Hyperosmolar non-ketotic state and coma is a serious
metabolic disorder characterized by pronounced
hyperglycemia, dehydration and serum hyperosmolality,
but without ketonemia and more pronounced changes in
arterial blood pH. It is an acute complication of diabetes
that occurs most often in obese patients with type 2
diabetes and has a mortality rate greater than 30%. In
these patients, insulin concentrations are sufficient to
prevent lipolysis but not hyperglycemia.

A hypoglycemic crisis is the most common acute
complication of diabetes and occurs when the blood
glucose level falls below 2.5 mmol / L. The causes of
hypoglycemia can range from an inappropriate dose of
insulin, to non-compliance with dietary guidelines, to
increased physical activity. Therapeutically administered
insulin cannot monitor glycemia like endogenous insulin,
so patients with diabetes must accept the possibility of
milder hypoglycemia, while more severe hypoglycemia’s
are often the result of the patient’s lack of or delayed
responses to milder hypoglycemia. Long-term poorly
controlled hyperglycemia leads to a large number,
primarily vascular complications, which are divided
according to the affected vessels into microvascular and
macrovascular, of which retinopathy, nephropathy and
neuropathy are microvascular changes.

Diabetic retinopathy, initially characterized by capillary
retinal microangiopathy, and later by macular edema
and neovascularization. Early detection of patients, strict
glycemic control and appropriate treatment are crucial
to prevent vision loss.

Diabetic nephropathy is the leading cause of end-stage
kidney disease in developed countries. Characterized by
thickening of the basement membrane of the glomerulus,
expansion of the mesangium, and sclerosis of the
glomerulus, leading to glomerular hypertension and a
progressive decline in glomerular filtration, systemic
hypertension accelerates these changes. Nephropathy
is generally asymptomatic until nephrotic syndrome or
renal failure develops.

Diabetic neuropathy is a consequence of nerve ischemia
as a result of microvascular changes, direct effect
of hyperglycemia on neurons and abnormal cellular
metabolism that impairs nerve function and is the
most common form of late complications of diabetes
in developed countries. The most common form of
neuropathy is a symmetrical polyneuropathy involving
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the arms and legs, manifested by paresthesia, dysesthesia,
or painless loss of sensation to touch, vibration,
proprioception, or temperature. Autonomic neuropathy,
on the other hand, leads to orthostatic hypotension,
exercise intolerance, resting tachycardia, nausea and
vomiting, constipation or diarrhea, fecal incontinence,
and urinary retention.

Microvascular changes can disrupt the healing process of
the skin, and even small damage can develop into deep
ulcers and can easily become infected. Macrovascular
complications are the result of atherosclerosis of large
vessels manifested by angina pectoris, myocardial
infarction, transient ischemic attacks, apoplexy and
peripheral obstructive arteriopathy.

DIAGNOSIS

After symptoms typical of diabetes are observed,
the diagnosis is confirmed by measuring glucose
concentrations in the plasma, preferably after 8-12 hours
of fasting (FPG - fasting plasma glucose) or 2 hours after
taking a concentrated glucose solution (OGTT - oral
glucose). tolerance test).

Although the OGTT is more sensitive in detecting diabetes
and impaired glucose tolerance, it is more expensive and
complex and is not used routinely. In clinical practice,
adequate measurements of plasma glucose, whose values
are related to recent meals, so that a double check is
made, except in the case of a symptomatic patient, and
glycosylated hemoglobin (HbAlc) are commonly used.
Glycosylated hemoglobin is an indicator of glycemia in
the last 2 to 3 months and its values above 6.5% indicate
abnormally high glucose levels.

People at high risk of type 2 diabetes should be screened
by measuring fasting blood glucose once every three years
while euglycemia is present, and once a year if impaired
glucose tolerance is found.

COST OF TREATMENT

Direct costs are the health expenditures that occur due
to diabetes - regardless of whether the expenditure is
borne out of pocket by people living with diabetes or by
private or public payers, including governments.

The IDF Diabetes Atlas has included estimates of health
expenditure due to diabetes (6-11) since its 3rd edition
in 2006. The increase in global health expenditure due
to diabetes has been considerable, growing from USD
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232 billion in 2007 to USD 966 billion in 2021 for adults
aged 20-79 years. This represents a 316% increase over 15
years. Part of this increase can be attributed to improved
data quality.

The direct costs of diabetes are expected to continue to
grow. IDF estimates that total diabetes-related health
expenditure will reach USD 1.03 trillion by 2030 and USD
1.05 trillion by 2045. Respectively, these are increases
of 66.4% and 9.1% compared to the 2021 estimate. These
projections are conservative as they assume that age and
sex-specific diabetes-related expenditure and diabetes
prevalence remain constant, while taking into account
only population size, ageing, changes in sex distribution
and urbanization.

CONCLUSION

Type 2 diabetes mellitus (T2DM) is a modern scourge
that affects millions of people worldwide. However, as
a result of tireless research around the world, newer
antidiabetic agents are continuously being developed.
This allows the clinician to take a multifaceted approach
to the management of Type 2 Diabetes Mellitus (T2DM),
which in turn will improve the patient’s quality of life and
longevity.

Table 1 Pharmacokinetics of gliptins [2]

Sitagliptin 100 mg O.D. 8-24h Max ~ 97%
Vildagliptin 50 mg B.D. 1%tod"%h Max ~ 95%
Caution with
medicines
. 2-4 h (parent) _ono, | metabolized
Saxagliptin 5mgO.D. 3-7 h (metabolite) Max - 80% from the
system
CYP3A4/5
Linagliptin 5mg O.D. 10-40 h Max ~ 80%
Alogliptin 25mg O.D. 12-21h Max ~ 90%
https://creativecommons.org/licenses/by-nc-sa/4.0/
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Table 2 Use of DPP-4 inhibitors in patients with CKD [3-5]

000000000000

Sitagliptin Predominant 100 mg 50 mg 25 mg gi&ntl%r_l with
100 mg as .

Vildagliptin Medium two divided 50 mg 50 mg gguﬂin with
doses

Saxagliptin Predominant 5mg 2.5mg giﬁgﬁwnh gaﬁl[t?gn with

Linagliptin Low 5mg 5mg Smg 2;11115(;1?” .

Alogliptin Predominant 25 mg 125 mg 6.25 mg Sazustlr:)lrgl - with

https://creativecommons.org/licenses/by-nc/4.0/

Table 3 Insulin Treatment

Short acting, subcutaneous

Lispro <0.25 0.5-15 3-4
Aspart <0.25 0.5-15 34
Glulizin <0.25 0.5-15 3-4
Rgular insulin 0.5-1.0 2-3 4-6
Short-actmg, 1nl}alat1.0n 025 0515 %
inhaled regular insulin

Long-term action

Izofan 14 6-10 10-16
Detemir 1-4 o 12-20
Glargin 14 e 24
Insulin combinations

75/25 % protamin-lispro, 25% lispro <25 1.5h Do10-16
70/30 - 70% protamin-aspart, 30% aspart <25 1.5h Do10-16
50/50-50% protamin-lispro, 50% lispro <25 1.5h Do10-16
70/30 - 70% izofan, 30% regular 0.5-1 double 10-16
50/50-50% izofan, 50% regular 0.5-1 double 10-16
Sikyler JS Therapy for Diabetes mellitus and Related Disorders, American Diabetes Association, Alexandria, VA 2004
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ABSTRAKT

Primary ovarian ectopic pregnancy is one of the rarest forms of ectopic pregnancy.[1] It ends with a rupture before
the end of the first trimester. Ovarian ectopic pregnancy is a life-threatening condition that can be caused by the
rupture of the gestational sac and resulting hemoperitoneum.[2] Early diagnosis and treatment are critical to
prevent serious complications.[3]

Its incidence after natural conception ranges from 1 in 2000 to 1 in 60 000 deliveries and accounts for 3% of all
ectopic pregnancies. The diagnosis is intricate and based on surgical and histopathological observations. The
management is, in spite of medical improvement, based on surgery.[3]

We present a case of ectopic ovarian pregnancy which presented in the emergency room with severe hypogastric
abdominal pain. The patient is a 25 years old woman with one previous cesarean section. Based on clinical
findings, we settled a hemoperitoneum diagnosis and performed an emergency laparotomy. During laparotomy,
ruptured ovarian ectopic pregnancy was diagnosed, and wedge resection of the ovary was done. Histopathological
examination confirmed it to be an ovarian ectopic pregnancy. We describe, through a review of the literature, the
specific symptomatology, diagnostic criteria, and treatment of this particular pathology.

Key Words: Ectopic pregnancy, Ovarian pregnancy,

HYRJE

Shatzenia ektopike ovariale eshte nje nga format e rralla
te shtatzenise ektopike kur embrioni implantohet ne
ovar.[1]

Shtatzénia ektopike éshté njé ndérlikim i shtatzénisé né
té cilén embrioni implantohet jashté uterusit.

Implantimi me i shpeshte jashte uterusit eshte ai tubar.
Ne varesi te vendit te implantimit te embrionit ne tub,
shtatzénité ektopike klasifikohen ne: intersticiale
(2.4%) kur embrioni implantohet ne pjesen proximale
intramurale te tubit te Fallopit, isthmike (12.0%) kur
embriomi implantohet ne pjesen isthmike te tubit te
Fallopit, ampulare (70.0%) kur implantohet ne pjesen
ampulare te tubit te Fallopit, ose fimbriale (11.1%) kur
embrioni implantohet ne pjesen me distale te tubit
te Fallopit, ne fimbrie. Gjithashtu embrioni mund te

implantohet ne siperfagen e vezoreve (3.2%), ose ne
abdomen (1.3%).[1]

Shtatzénia ektopike primare ovariale, d.m.th., implantimi
i embrionit né vezore, éshté njé nga format mé té rralla
te shtatzénisé ektopike. Incidenca e saj ne koncepsion
natyral varion nga 1 né 2000 né 1 né 60 000 lindje dhe
pérbén 3% té té gjitha shtatzénive ektopike dhe mund té
jeté deri né 4% né shtatzenite e konceptuara me ane te
teknologjisé riprodhuese té asistuar.[1]3]

Lokalizimi i shtatzenise ektopike ovariale mund te
jete i ndryshem ashtu sic pershkruhet nga Botella: ne
siperfagen ovariale, brenda ne korpus luteum ose ne
stromen ovariale.[4]Veza nuk del jashte ovarit gjate
ovulacionit, por fertilizohet brenda ovarit dhe po aty
ndodh dhe implantimi i saj ,0se ajo ndodh nga fertilizimi
i nje ovuli te mbetur ne kavitetin peritoneal i cili me pas
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implantohet ne ovar.[5] [6] Nje shtatzeni ektopike ovariale
perfundon ne rupture perpara se te perfundoje trimestri
i pare, zakonisht nuk zgjat me shume se 4 javet e para
te shtatzenise. Shtatzenia ektopike ovariale e patrajtuar
eshte potencialisht shkak i hemorragjise se brendshme
dhe eshte nje urgjence mjekesore.[7]

Rasti i pare me shtatzeni ektopike ovariale eshte
pershkruar ne vitin 1689 nga St. Maurice.[8] Kriteret per
venien e diagnoses jane pershkruar per here te pare nga
Spiegelberg ne vitin 1878 dhe kane mbetur edhe sot e
kesaj dite te pandryshuara. [9]

Diagnoza diferenciale eshte veshtire te behet perpara
operacionit me shtatzenine ektopike tubare dhe kistin
hemorragjik ovarial te rupturuar.Vendosja e diagnozes
para operacionit éshté e veshtire sepse nuk ka nje
simptomatologji karakteristike. Githashtu nuk ka te
dhena specifike ne ekzaminimin ekografik. Diagnoza
bazohet ne te dhenat kirurgjikale dhe ekzaminimin
histopatologjik [10]

Qéllimi i kétij artikulli éshté té pérshkruajé njé rast té
shtatzénisé ektopike ovariale nga praktika e punes sone
te perditshme dhe pér té studiuar, pérmes njé rishikimi
té literaturés, simptomat specifike, kriteret diagnostike
dhe trajtimin e késaj patologjie té vecanté.

PERSHKRIMI I RASTIT

Pacientja 25 vjec u paragit ne sherbimin e urgjences me
ankesat: dhimbje barku e menjehershme e papritureforte,
gjendje lipotimie. Pacientja kishte lindur para 7 muajsh
me sectio cesarea. Pas operacinit menset i ishin kthyer
normalisht pas 40 diteve. Pacientja referonte vonese
te periodave prej 10-11 ditesh . Ajo ishte e zbehte, pulsi
90 /min, tensioni arterial 100/70 mmHg. Ne palpacion
abdomeni dolent ne fossa iliaca dexta. Ne ekzaminimin
vaginal uterusi ne forme e madhesi normale, dhimbje ne
palpacionin e thelle ne fornixin e djathte. Ne ekzaminimin
ekografik uterusi ne forme e permasa normale, kaviteti
i rregullt, ovaret me permasa e strukture normale
bilaterale. Nuk u konstatua mase adnexiale. Ne Douglas
dhe midis ansave intenstinale konstatohej likid i lire ne
sasi te konsiderueshme. Ne hemograme eritrocitet 3.55
10 6/ul, Hb 10.5%, hCG 1970mU/L. Duke u bazuar ne te
dhenat anamnestike, klinike dhe laboratorike u dyshua
per diagnozen e nje aborti tubar me hemoperitoneum
dhe u vendos ge te kryhet laparatomia urgjente. Gjate
laparatomise u vu re hemoperitoneum ne sasi rreth 500-
600 ml. Tubat e fallopit ishin intakte bilaterale dhe ne
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ovarin e djathte u vu re nje zone ge gjakoste me permasa
1.5cm x 1.5cm. U krye rezeksioni i zones ge gjakoste dhe
u suturua. Ne ekzaminim histopatologjik te materialit
u konstatuan vile koriale te cilat vertetuan diagnozen
e shtatzenise ektopike ovariale. U mat niveli i beta hCG
(simboli I beta)24 ore pas operacionit dhe rezultoi 406
mU/L. Diagnoza e shtatzenise ektopike ovariale u vendos
duke u bazuar ne kriteret e Spiegelberg. [9]

DISKUTIM

I pari ge observoi dhe raportoi nje rast me shtazeni
ektopike ishte St.Maurice, ne vitin 1682.Diagnoza u
vendos postmortem.[11] Operacioni i pare i suksesshem
per nje shtatzeni ektopike u krye ne vitin 1759 ne USA
[12] Shtatzenia ektopike ovariale eshte nje forme shume
e rralle e shtatzenive ekstrauterine.[13]

Pacientet me shtatzeni ektopike ovariale zakonisht kane
dhimbje ne fund te barkut, crregullime menstruale
dhe prania ose jo e nje mase ovariale si dhe pranine
e hemoperitoneumit pasi ndodh ruptura. Vendosja
e diagnoses behet duke u bazuar ne te dhenat e
ekzaminimit histopatologjik dhe ne kriteret e Spigelberg
per shtatzenine ektopike ovariale [9].

Shkaqet e shtatzenise ektopike ovariale jane te panjohura.
Ne literature ka shume studime dhe pershkrime te
rasteve me shtatzeni ektopike ovariale dhe spjegime
persa i perket shkakut te mundshem te tyre. Mendohet
ge shkak mund te behet nje refluks i ovocitit te fertilizuar
ne ovar.[14]

Kjo teori mbeshtetet me shume ne numrin e madh
te shtatzenive ektopike ovariale pas procedurave te
fertilizimit in vitro.[14]

Nje nga shkaget me te shpeshta te shtatzenise ektopike
ovariale jane dispozitivet intrauterine DIU.[15]

Sipas studimeve te kryera 14 %-30% te grave me
shtatzeni ektopike tubare kane patur dispozitiv
intaruterin, ndersa ne grate me shtatzeni ektopike
ovariale dispozitivi intrauterine eshte gjetur ne 57-90
% te rasteve. Kjo incidence e larte mund te shpjegohet
me faktin ge DIU shkakton nje inflamacion i cili inicion
demtimin e levizshmerise se tubave si dhe aktivitetin
ciliar te endosalpingsit duke cuar keshtu ne vonese ne
transportimin e vezes dhe si rrjedhoje ne implantim
ektopik te saj ne ovare. [2]

Berger and Blechner ne studimin e tyre kane pershkruar
nje raport 1 me 9 te shtatzenive ovariale ne raport me te
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gjithe shtatzenite ektopike, ndersa raporti i shtatzenive
ektopike ne populate eshte 1 me 150 deri ne 1 me 200. [15]

Ne rastet e prezantuara nga Raziel et al.,18 nga 20 rastet
me shtatzeni ektopike ovariale ishin DIU[16].

Ne studimin e tyre, Lehfeldt et al.,evidentuan ge DIU
nuk lejon implantimin ne uterus ne 99.5% te rasteve dhe
implantimin tubar ne 95.5 % te rasteve por nuk ka efekt
ne parandalimi e implantimit ovarial. [17].

Semundja inflamatore pelvike nuk ka efekt te vecante
ne rritjen e rasteve me shtatzeni ektopike ovariale sic
ka ne shtatzenite ektopike tubare. Hipotezat e tjera jane
malfunksionimi i tubave dhe trashja e tunica albuginea si
rezultat i inflamacionit. [18]

Shenjat dhe simptomat e shtatzenise ovariale jane
te ngjashme me ato te shtatzenise tubare. Diagnoza
diferenciale duhet bere me shtatzenite tubare,
hemorragjine nga rupturimi i corpus luteum ose
rupturimi i nje kisti cokollate. Zakonisht diagnoza e
shtatzenise ektopike ovariale eshte intraoperatore por
me perfeksionimin e ekografise transvaginale ndonjehere
eshte i mundur diagnostikimi edhe perpara operacionit.
[19]

Gjate ekzaminimit ekografik mund te konstatohet nje
mase e ngjashme me nje sakus gestacional ngjitur me
ovarin. Ne rastin tone diagnoza e shtatzenise ektopike
ovariale u vendos duke u bazuar ne kriteret e Spiegelberg,
[9] te cilat jane:

m sakusi gestacional eshte i vendosur ne regjionin
ovarial

m shtatzenia ektopike lidhet me uterusin nepermjet
ligamentit ovarial

m indi ovarial ne murin e kameres gestacionale
evidentohet nepermjet ekzaminimit histopatologjik

m tubine anen e prekur eshte intakt.

Rasti yne i plotesonte te gjitha kriteret Spigelberg: tubi
ne anen e djathte ishte i paprekur, sakusi gestacional i
vendosur ne ovar, ne ekzaminimin histopatologjik u
vertetua prania e vileve koriale ne indin ovarial.

Ne vitet e fundit jane futur gjithnje e me teper ne praktike
trajtimi medikamentoz konservativ ne menyre ge te ruhet
indi ovarial, te parandalohen aderencat pelvike dhe te
ruhet fertiliteti i pacientes.Per kete gellim eshte perdorur
administrimiimifepristonit pér pacientét e diagnostikuar
me ane te ekografise transvaginale, trajtimi parenteral
me prosta glandin F2a dhe methotrexate( MTX) pér rastet
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e parupturuara te zbulura me ane te laparoskopise. [20]

Pagidas dhe Frishman kane raportuar rastet e tyre
te shtatzenive ektopike ovariale te trajtuara me
methotrexate dhe ge arriten te sheroheshin pa perdorur
nderhyrje kirurgjikale. Ata theksuan se rastet e hershme
té diagnostikuara me eko transvaginale mund té
pérfitojné nga trajtimi me MTX [26].

Di Luigiet al. gjithashtu pati sukses nga trajtimi me MTX
me shumé doza té cilin ata i dhané njé pacienti 37-vjecar
me njé histori té dy operacione cezariane te meparshme
dhe perdoruese te DIU; ajo u diagnostikua né javén e 6-té
té shtatzénisé ektopike ovariale me ane te ekografise
transvaginale. Ata theksuan qe ekzaminimi né fazat
e hershme té rasteve me shtatzeni ektopike ovariale
mund té trajtohet ne menyre konservatore per te ruajtur
fertilitetin.[27]

Njé rishikim i té dhénave nga literatura tregon se trajtimi
me MTX fillohet pas njé diagnoze té garté dhe zbulimit té
lokalizimit té rasteve me shtatzeni ektopike ovariele me
laparoskopi dhe pér kété arsye laparoskopia konsiderohet
si njé procedure diagnostike e zgjedhur[23].

Né rastet né té cilat dhomeza gestacionale éshté mé e
vogel se 30 mm, pa aktivitet kardiak té fetusit dhe mé
pak se 6 javé, trajtimi me MTX éshté trajtim i zgjedhur
dhe éshté superior ndaj operacionit pasi nuk demton
fertilitetin. [24]

Ne rastet me shtatzeni ektopike ovariale te rupturuar
me hemoperitoneum operacioni eshte gold standart.
Teknikat kirurgjikale te perdorura gjate operacioneve te
kryera per shtatzeni ektopike ovariale jane te ndryshme
si : rezeksioni i ovarit ne zonen ku eshte vendosur
shtatzenia, kyretimi dhe elektrokoagulimi i shtratit te
implantimit, ose vendosja e suturave hemostatike ne
shtratin e implantimit duke e ruajtur ovarin te paprekur.
Ne raste te rralla kur shtatzenia eshte zhvilluar shume
eshte e nevojshme te kryhet ovarektomia. [25]

KONKLUZION

Shatatzenia ovariale eshte nje semundije e rralle ge ka
disa karakteristika te vecanta. Diagnoza preoperatore
eshte e veshtire dhe vendoset duke u bazuar me shume
ne kriteret e te dhenave intraoperatore. Menaxhimi i
kesaj semundje kryesisht kirurgjikal. Sot me perparimin
e teknologjise, nepermjet ekografise transvaginale
shtatzenia ektopike ovariale mund te diagnostikohet
me heret duke bere te mundur trajtimin konservativ

361 | Medical Journal - MEDICUS

AN



000000000000

Case report

dhe kirurgjine konservative duke mundesuar ruajtjen
e fertilitetit sidomos tek pacientet e reja ne moshe
riprodhimi.
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ABCTPAKT

1ako Kaj IOBEeKeTO KeHU BO MeHoIlay3a CO AWjarHOCTULIMpPaH eHOOMeTpUjajieH KapLUHOM BOOOMYAEHO MPEeTXOOu
BarvHa/IHO KpBapemwe, Kaj cydauTe Kaj KOU IOCTOM CTeHO3a Ha LIepPBUMKaJHUOT KaHaJl OBOj CUMIITOM MO’Ke Za
OTCYCTBYBA.

Kaj BakBuTe C/lydau, MALMEHTKUTE HajuecTo ce jKajiaT Ha 0OojIKa Koja ja ONMIIyBaaT BO AOJEeH [es Ha abgoMeH u
cympanyOnyHo, fofieKa Ha TpaHCBarMHaseH yaTpa3BydeH Tpersief ce MpUKa)KyBa KoJieKija Ha CJ1000JJHa TeYHOCT
BO cavum uteri Bo KomOuHaImja co 3asiebeneH eHIOMETPUYM.

LlenTa Ha TPUKA30T HA OBOJ CJIyUaj € J1a ce IMoKasKe ITOBP3aHOCTa IMOMeT'y EHIIOMETPUjaJTHAOT KapIMHOM U XeMaToOMeTpa
WIK TIMOMETpa Kaj MalieHTKX BO TI0OCTMEeHOIIay3a Kaj Ko MOCTOM CTeHO3a Ha 1ePBUMKaJIHUOT KaHasl Koja MOoyKe Jia e
Toc/IenIia Ha BO3PacTa, UeCTr MHPEKLINN WU HajuecTo pe3yTaT Ha XUPYPIIKY WK PagualiioHeH TpeTMaH Mopaan
ofpe[ieH MaToIOIIKY TTpolieC Ha UCTHUOT.

KHY‘{HI/I 360pOBI/II eHI[OMeTpVIjaHEH KaplMHOM, XeMaTOMeTpa, [TMOMETPa, CTeHO3a Ha LiepBUKaJIEH KaHall.

BOBE]]

EHJIOMeTpUja/THMOT KapIMHOM TIPeTCTaByBa HajuecTa
MaJIirHa 0ojecT Ha JKEHCKUMOT TeHWTaJleH TPaKT Koj
HajuecTo r a)eKTHpa JKeHUTe Bo ocTMeHoray3a. Hajuect
tun e engomerpouguuor tuil. [1] The genome Atlas fo
cera UMa uaeHTU(UIMPaHO 4 MOMEKyIapHU KaTeropuu
Ha eHjoMeTpujaHMOT KapiuHom: POLE myramuja
(ynrpamytupan), MSI (xunepmyTupan), copy number low
u copy number high (Serous-like) kapuuHoMmu, Kou umaar

3a/IpKyBabe WM KOJeKTUpame Ha TEeYHOCT BO cavum
uteri. Kaj *eHM BO TOCTMeHOINay3a HajuecTa MpUYMHA
3a OBaa I0jaBa e CTeHO3a Ha 1L[ePBUKAJIHMOT KaHas off
pa3MuHM NpUYMHU. KJIMHUUKaTa C/MKa Hajuecto ce
Tpe3eHTHpa co O0JIKA MM UYBCTBO Ha TeKMHA BO JIOMTHUOT
Jen Ha aOfloMeHOT M cympanybuuHo. [lujarHosara ce
TI0CTaBYBa CO TUHEKOIOLIKY YITPa3BYUeH Mperef,.

ITPUKA3 HA CJIYYAJ

CI/II‘HI/I(bI/IKaHTHO KJIMHUYKO U ITPOTHOCTUUYUKO 3HAYECHE U
KOM HYAAT MOKHOCT [1a ce paSBI/IjHT HOBU MOJIWJINTETH BO
O0JJHOC Ha TPETMaHOT U1 ITPOrHo3aTa Ha UCTUTE. [2]

XemaTomeTpa MpeTCTaByBa IaTONONIKA COCTOj0a Ha

[TanienTka Ha 53 rogumiHa Bo3pacT, 15 roguHu BO
MeHoIIay3a, CO I'MHEeKOJOLIKa HMCTOpHWja 3a KOHHU3alldja
npen 10 rogunu, moara Ha KiuHuKa mopagy OONMKM BO
TO7IeH JiefT Ha abf[oMeH U cyrpanyouyHo. Ha HarpaBeHHOT
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TpaHCBaruHajeH YITpasBydeH Ipersief] ce BU3yelnu3upa TpeTHOT [ieH Off XOCHUTalu3aljjaTa TalMeHTKaTa
CyclieKTHa xemaTomeTpa co jAujamerap=87x80mm. ja omepupaBMe U MaTepujajioT TO HUCIOpaTUBME 3a
OBapuymMM He ce Bu3yenu3upaaT. HeMa W3MMB BO  XMCTOMATOJIONIKA aHAM3A( CJIUKA 2 U 3).

c.Douglasi. (cimka 1).

(4343 sl|

Fynecology
Lt

|2 Rt Fo-02 02 8.00 ¢

(cnuka 1)

Op nmabopaTopucKM MCleyBalba BO MHPUIOT TYMOP
mapgrepu: CEA=3.1 ng/mL, CA 125=116.0 U/mL, CA 19-9 U/
mL, CA 15-3=24.1 U/mL, CA=72-4=237 IU/mL, HE 4 = 8717  (c/miKa 2)
pmol/L.

Roma index=53.7% 1mTO yKa)KyBa Ha BMCOK PU3MK O]
MaJIUTHO 3a00/yBakbe.

Buoxemucku naboparopucku anamusi: CRP=28.00 mg/L,
OCTaHaTH MapaMeTpu Bo pedepeHTHH BpenHocTH. KT Ha
abyioMeH 1 Maja Kapnuia: 3pasuTo aumaTipaH yTepyc
CO TIPUCYTHA TEYHOCT BO cavum uteri, AucpepeHIMjaIHO
IujarHoCTHYKY - XeMaTokoymyc. JITTI go 1cm o v.iliaca co
MaceH XWIyC BO JleCHa UHTBMHAMHA peruja. HampegHatu
lleTeHepaTUBHU TIPOMEHM Ha NPUKKAHUOT CKeJIeT.
[lanentkaTa Bo jyHu 2022 roguHa e XoCIUTalIu3UpaHa
Ha HamaTa KiMHMKA 3a MOHATaMoLIHM UCJelyBaba U
COOJIBETEH TPeTMaH.

Op mononHuUTeNTHU UcefyBaba: DakTopu Ha XeMocTasa
u g-pumepu= 979.6, octaHaTH apaMeTpy Bo pedepeHTHH
BpenHocTu. PTT' Ha rpajieH Kol ypefieH Haof,.

Enpockorncku Haof off KooHockonuja: HAII-ypenen Haof.
PT-ypenen Haon. HampaBeHa ToTajiHa KOJMOHOCKOIM]a.
Jlomk 1[peBOTO BUJIeHU ce 5-6 CUTHU JUBEPTHKYIYMH. JloOvenwTe pesyITaTé Of MCIPATEHUOT MaTepujal 3a
JIpyru jacHu MaTONOIIKY TIPOMEHY He ce BU3yenu3upaHu. XWCTONATOOIIKA aHa/ln3a bea BO puIIOT Ha

Bo aHaneH KaHan - XeMOpOWJM Of BTOp cremeH. Dg:
Diverticulae colonis. N.haemorrhoidales int gr.II.

(cruka 3)

Adenocarcinoma endometroides endometrii (G1, NG1)

pTNM (UICC-8) / FIGO: pT1h, pNx, FIGO stage IB (mpu NO,
JIHTpaxocnuTaIHO Ce HampaBM oOWJ 3a JIpeHa)ka Ha MO); pLO, pVO, pRO.

COJIpjKMHaTa Of cavuin uteri - HCTHOT 663YC1'IE].LIEH.
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Ocranatr Haox: Endometritis xantogranulomatosa,

Adenomyosis

JUCKYCHJA

Kaj XeHM BO TOCTMEHONay3a TIJIABHUOT ajlapMaHTeH
CHMIITOM KOj BOIM KOH [ujarHo3a - eHJoMeTpujajieH
KapIMHOM e BaruHajHO KpBapewe. MeryToa, Bo ciydau
Kaj KoM TOCTOM CTeHO3a Ha IIePBHKAJTHAOT KaHaj OUIIo
1opajid  Bo3pacTa, MpPETXOAHM YeCTH WBarvMHajaHU
MH(EKIMY WM HEeOIUTaCTUYHH TPOLeCH TIOpajid KOu
[IePBUKCOT TIOfIIEKeN Ha XUPYLIKY UHTEPBEHIIUM CO WA
0e3 pagmoTeparnuja, CAMIITOMOT Ha BarMHA/IHO KPBaperhe
MOjKe J1a OTCYCTBYBA U /1A ja COKpHe KIMHMYKATa CJIMKa.

Bo mocnegHaTa [iekaja, IOpajd 3roleMeHHOT Opoj
Ha TAlWeHTKA CO [IMjarHOCTUPULAHM LiepPBUKAIHH
VHTPAENUTeINjaIHA  HEeOIIa3MHU, TPETHPAHU XUPYPIIKH,
CTalKaTa Ha KOMIUIMKAaIuy BO (opMa Ha IiepBUKaJHA
CTEeHO3a e BO ipaMaThueH mopact [3).

KommyieTHa IiepBUKalHa CTeHO3a OCTaHYBa efHa Of
HajuecTHTe KOMIUIMKAL[UM MOBP3aHU CO Pa3BOjOT Ha
xeMaTomeTpa. VHIMfleHI[aTa Ha KOMIUIETHA CTeHO3a
ce nBWAKM u3Mery 1.3-5,2% mocyie efleKTpo-XUpypIIKa
KOHM3aIlja M OKOIy 2,5% Tioc/ie Jlacep-KoHM3alluja.
Bo3pacTa Ha marjMeHTKaTa CMrHU(DMKAHTHO jasroieMyBa
uHIpzexara [4] Bo panrot of 7,5% - 9% Kaj maleHTRI
TIOCTapH Off 55 TO[TUHHU.

CeynrTe HemMa I0OBOJTHO CO3HAHUja OKOJTY MeXaHU3MUTeE KOU
KOpeJupaarT u3Mery xeMaToMeTpaTa i eHJJOMeTPUjaIHUOT
KapiuHoM. [lebennHaTa Ha eHJJOMEeTPUMOT MPeTCTaByBa
curHM(MKaHTeH 3HAK BO TOMJeJ, Ha IpeuKIIMjaTa.
XemaTomeTpa BO KOMOMHammja co  3ajie0eneH
eHJIOMETPUYM Kaj MAaIlUeHTKd BO MOCTMeHoMay3a Co
KOHeuHa JiMjarHo3a - eHJoMeTpHujajieH KapiluHOM e CO
uHIugeHia >85% [5]) . BpegHoctute Ha crenuduuHuTe
TYMOpP MapKepH ce 371aTeH CTaHiapy, BO MpeuKIujaTa Ha
IUjarHo3ara.

3AKJIYYOK

[lujarHo3aTa - eHJOMeTpWjaJieH KapluHoM, Tpeba
CEeKOralll /Ia ce 3eMe BO 003U KaKo MOKHA Kaj KeHU BO
TMI0CTMEHOIIAY3a Kaj KoM [0CTOM MHTPayTeprHa KoeKIiuja
Ha C1000[{Ha TEYHOCT ¥ 3ajiebe/ieH eHJJOMETPUYM KaKo
Pe3y/ITaT Ha CTeHO3a Ha I1ePBUKaTHAOT KaHaJ.

JloKOJIKY MMa YCJIOBM 3a COH/IMpame U eHIoMeTpHjaHa
Ouorcuja, ucTaTa Tpeba Jla ce W3Beie BO MOIJe Ha
XMCTOTIATOJIONIKA IMjarHo3a U MOHATAHOIIeH TPeTMaH.

Case report

JloKONIKy HemMa YVCJIOBM 3a COH/Mpame, HeomxofeH
e omepatuBeH 3aaT TOTalHA XMCTEPEKTOMHja CO
OwmnaTepanHa aJHEKCEKTOMHMja.

On KpylujajaHa Ba)KHOCT e TIOfIUraie Ha 3/7paBCTBeHaTa
CBECT Kaj IallMeHTKUTe BO MOCTMEHOIIay3a, a oceOHO Kaj
OHME KOM MMaaT T'MHEKO/IONIKA MCTOpHja 3a MPeTXO/IHH
TMATONONIKM TPOLECH M XUPYPIIKM HHTEPBEHIMM Ha
IIePBUKAIHAOT KaHal, HajMaJIKy 2 IaTH FOIMIIHO Ia [IpaBaT
TMHEKOJIOIIKY TIperie]i cé co Iie1 paHa JIMjarHOCTHKA U
TPeTMaH Ha eHIOMeTPUjaTHAOT KapLIHOM.
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INTRODUCTION

COVID-19is an infectious viral disease caused by a new coronavirus, called SARS-nCoV-2, which was first discovered
in China in December 2019. Viral transmission is mostly airborne. Sars CoV-2 enters the human body through
the respiratory tract, it has an affinity and binds to ACE2 receptors that are present in many cells of the human
body (which are predominantly present in the respiratory tract - which is why COVID-19 is often represented as
a respiratory disease) But we should not forget the presence of ACE-2 receptors in many other organ systems,
from where the wide range of various clinical manifestations and complications from COVID-19 originates. With
special reference to the presence of ACE receptors in the endothelium of blood vessels and the possibility of a
series of hemodynamic disorders and the thrombogenic component of the infection itself. Numerous authors
have proven the endothelial damage of blood vessels as a consequence of direct viral infection with Sars CoV-2
(endotheliosis). After attaching to ACE-2 receptors via its Spike protein, fusion occurs between the viral protein
and the cell receptor resulting in endocytosis of the virus into the cell. The affected epithelial cells are activated
in this way and start with the production or synthesis of various biologically active molecules. The results of many
preclinical studies indicate that the generation of ROS (i.e. reactive oxygen radicals) increases while antioxidative
protection in infected cells decreases which may play a major role in the pathogenesis of Sars CoV-2 infection and
disease progression. The incubation period for Covid-19 lasts on average 4-5 days from the moment of exposure
to the virus until the appearance of symptoms, and up to 14 days at most. Since the early period of the pandemic,
pregnant women have been classified in the group of patients exposed to a higher risk of developing a severe
clinical picture if they become infected with COVID-19. In particular, increased disease severity has been reported
in women in their third trimester, age >35 years, BMI >25, pre-existing medical comorbidities (especially diabetes
mellitus) There are also data suggesting that pregnant women who become ill with COVID-19 , are more likely to
require admission to intensive care units and treatment as well as require respiratory support.

The purpose of this case report is to evaluate the repercussions of COVID-19 on one of the most vulnerable groups
of patients, namely pregnant patients, by presenting a case of a pregnant woman with a severe clinical form of
Covid-19.
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CASE PRESENTATION

A pregnant patient in the fifth lunar month, i.e. 21st year,
aged 30 years, with confirmed Sars CoV-2 infection (on
21.10.2021). The patient isunvaccinated for COVID-19. With
ananamnesis of the disease 14 days before admission to the
Clinic for Infectious Diseases and Febrile Conditions with
the following symptoms - persistent elevated temperature
up to 38.5C that persists daily, stuffy nose, intense
cough, and the last 3 days with breathing difficulties. On
28.10.2021, she was hospitalized in the COVID-center of
the clinic for Gynecology and Obstetrics, admitted with
an Sp02 of 88% already on admission, placed on oxygen
support, parenteral treatment with intravenous fluids,
antimicrobial treatment with Meropenem, corticosteroid
therapy, anticoagulant therapy with low molecular weight
heparin was started , other symptomatic, supportive and
substitution therapy, regularly evaluated pregnancy and
the state of the fetus with an ultrasound examination - the
same without deviations. After a three-day stay at UGAK
due to a drop in oxygen saturation despite permanent
oxygen support and the severity of the clinical picture,
the patient was transferred to the Clinic for Infectious
Diseases and Febrile Conditions on November 1, 2021. On
admission to the clinic, the patient was in a very severe
general condition, afebrile, conscious, tachydyspnea with
02H 67% on ambient air, tachycardia with pulse 122/min,
TA 140/95mmHg, immediately placed on a mask with a
high concentration of oxygen, after which it was achieved
02 Sat 93%, with an auscultatory finding of lungs in
addition to pneumonia. Immediately after admission, the
patient was placed in the Intensive Care and Treatment
department. After admission, parenteral treatment
with intravenous fluids, antimicrobial treatment
with Meropenem, antimycotic, corticosteroid therapy
with gradual dose reduction, anticoagulant therapy
with low molecular weight heparin, bronchodilator,
gastroprotective, probiotic, antihypertensive therapy,
other symptomatic, substitutional and supportive
therapy was started. During the third hospital day, due
to the persistence of hypoxemia with the development of
clinical manifestations in combination with respiratory
failure, the patient was placed on non-invasive
ventilation, also after obtaining high IL-6 values of
(489.9) and the severity of the clinical picture, the patient
during the third day of hospitalization, he also received
Tocilizumab. Due to noted high values of d-dimers
with deviations in hemostasis times in addition to a
hypercoagulable state, as well as persistent tachycardia
with a tendency to high values of arterial blood pressure,

Case report

the motive was to consult a specialist cardiologist. The
examination was carried out with echocardiography with
a finding in addition to pulmonary thromboembolism
(Right ventricle with indicated dimensions and borderline
systolic function, with a D-shape of the left ventricle on a
short axis in addition to pressure load. Finding in addition
to pulmonary thromboembolism). The patient was placed
on appropriate therapeutic doses of anticoagulant
therapy with low molecular weight heparin, appropriate
antihypertensive and antiarrhythmic. During the entire
hospital stay, the patient was regularly monitored by
a specialist gynecologist/obstetrician, during which a
reduction of the amniotic fluid with Dg was ascertained
during an ultrasound examination. Oligohydramnios, but
without signs of bleeding or leakage of amniotic fluid,
with an orderly placental morphology and fetoplacental
flow, vaginal pH 4.7. A recommendation was given for
hydration with a fluid intake of 1.5L. After a certain period
of improvement of respiratory function and maintenance
of satisfactory vital parameters (in conjunction with
non-invasive ventilation, with a gradual reduction
of FiO2), the patient was removed from non-invasive
ventilation on the ninth hospital day and placed again on
a mask with a high concentration of oxygen. During the
remaining period of hospitalization, a slow but favorable
clinical course of the disease followed, with a gradual
regression of the lung auscultatory findings, a gradual
reduction in the need for oxygen support, improvement
of the control echocardiographic examination (Control
echocardiographic examination, improved compared
to the previous one. Reduction of the diameter of the
right ventricle 26mm, with normal systolic function. No
more finding of D-shape on the left ventricle. No signs of
pulmonary hypertension. Pericardium without effusion.)
as well as improvement of ultrasound gynecological
findings with an increase of amniotic fluid. Clinical
improvement correlated with improvement in laboratory
biochemical analysis. During the twenty-fourth day of
hospitalization, she was removed from oxygen support
with the possibility of independent breathing and
maintenance of normal vital parameters. After a 27-
day stay at the Infectious Diseases Clinic, the patient
was discharged oxygen-independent, with normal
lung findings on auscultation, in an improved general
condition. With a recommendation for therapy with low
molecular heparin and regular controls by a specialist
gynecologist/pulmonologist/cardiologist. The patient
properly ends her pregnancy at 39 years old with a
cesarean section. A live male newborn was obtained, with
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an orderly operative course and postoperative period.

Analyses and diagnostic studies

CRP 177 37 55 20
IL-6 489.9 179.3 288
PCT 0.05 0.09

Calcium 213 2.1 2.07 2.38
Potassium 3 33 35 41
Sodium 144 143 141 134
(LDH) 940 1173 840 320
(CK) 24 293 334 21
(ALT) 65 55 229 51
(AST) 65 77 222 26
Glucose 6.2 6.3 6.4 48
Kreatinine 38 29 30 22
Urea 13 3 26 1
Hb 100 99 109 116
Erith 3270 3240 3540 3730
Leuk 114 19.1 219 6.3
Trom 499 355 249 307
Hem 03 03 0.33 0.35
Neut 094 0.9 0.88 0.74
Lymph 0.04 0.07 0.09 0.16
Mono 0.02 0.03 0.03 0.05
Viro NLR-23.5 NLR-12.8 NLR=9.7 NLR=4.6
Globulins 27
Albumins 30
Total Proteins 57
CK-MB 31

Tr: 438 ;

.20 ho Tr: 176 ; Het: | Tr:172; Het: | Tr:282; . R
Bt 308% | 309%: T | 309%;PT: | Het:20%; | IL29%HCE
APtﬁ' 34 ) s: 12.2s ; APtt: 11s ; APtt: PT:9.8s; AP&I 28 9 s CTT-
TT: 1'6 6é o 32.7s; TT: 24.1s ; TT: APtt: 29.7s ; 16 2s.' e S
D-fiim.ersz 19.1s; 21.3s; TT:15.3s; D»ﬂirﬂers‘
33476 ner / D-dimers: D-dimers: D-dimers: 10950 r/fnl
ml 8 13276 ngr/ml | 5411 ngr/ml | 2867 ngr/ml 8

DISCUSSION

Analyzing this case, in correlation with the knowledge
about COVID-19 and the pregnancy itself, we can notice
that despite the fact that there are a large number of
pregnant women who go through a mild or moderately
severe clinical picture of the COVID-19, the pregnancyitself
and the infection with Sars CoV-2 and without additional
data on previous preexisting comorbid conditions makes
this group of patients more vulnerable in development
to more severe clinical presentations and complications
from Sars CoV2 infection. In a certain percentage of
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patients, the progression of the viral infection with Sars
CoV-2 also occurs in the lower respiratory tract. In 20% of
infected patients, more serious clinical manifestations of
the disease develop. The virus enters type II alveolar cells
that express ACE-2 receptors and begins intense viral
replication. Infected type 2 pneumocytes and alveolar
macrophages produce a wide range of immune mediators
(IL-1, TL-6, IL-8, IL-120, IL-12, TNF-A, TNF-B, CXCL-10,
(MCP-1) (MIP-10), which results in the appearance of
a CYTOKINE STORM, which further stimulates and
withdraws inflammatory cells (neutrophils, CD 4+,
CD8+ T cells), which results in the development of
pneumonia. In certain patients, the disease can progress
intensively, and as a consequence of this dysregulated
inappropriate immune response of the host to the
infection, as well as the intensive viral replication itself,
diffuse alveolar lung damage can occur to culminate in
the development of ARDS. The very affinity of the virus
for the angiotensin-converting enzyme receptors, which
are also present in the endothelium of blood vessels,
leads to a breakdown of its integrity and architectonics.
The overall patho physiological complications in this
severe form of covid infection are the result of an intense
inflammatory reaction with a dysregulated immune
response, damage to the endothelium of blood vessels,
which is an ideal substrate for a series of hemodynamic
disorders, and the creation of microthrombi in a variety
of organ systems. It is widely known that pregnancy
is a hypercoagulable state. This largely results from an
increase in prothrombotic factors such as VII, VIII, X, XII,
von Willebrand factor, and fibrinogen, and a decrease
in protein S and altered fibrinolysis. This physiological
response is designed to prevent excessive blood loss after
delivery, but in some women this effect is accentuated
and they go on to develop an increased risk of thrombosis.
Risk stratification to prevent venous thromboembolic
events in pregnant women is routine in many countries.
Thus, pregnant patients who were assessed to have an
increased risk of thromboembolic complications were
targeted for thromboprophylaxis. From the early period
of the pandemic, pregnant women were classified in the
group of patients exposed to a higher risk of developing a
severe clinical picture if infected with COVID-19. In many
analyzed cases in patients with severe forms of COVID-19,
it was verified that high values of the NLR ratio (at the
expense of lymphopenia) have prognostic importance in
the outcome of the disease in patients with COVID-19,
that is, patients with a high NLR ratio have a higher
risk of developing more severe clinical presentations
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of COVID-19 or the possibility of a poor outcome of
the disease. An improvement in the NLR ratio (with an
increase in lymphocytes) correlates with an improvement
in the clinical picture of the patient. Also, high values of
CRP, IL-6 as well as high values of the enzyme Lactate
dehydrogenase are associated with more severe clinical
forms and presentations in patients with COVID-19; also,
their continuous increase is most often associated with
a bad outcome of the disease, while the trend of their
decreasing with improvement of the clinical picture
and the outcome of the disease. From previous clinical
experiences, a poor prognostic course of the disease has
been evaluated in patients with persistent hypocalcemia.
All these analyses also correlated with the analyses shown
in this case report. Of course, it is inevitable to mention
the regular evaluation of hemostasis with d-dimers,
especially in hospitalized patients, pregnant patients,
and patients with chronic diseases. It has been suggested
that infection with SARS-CoV-2 during pregnancy is
associated with a higher risk of thrombotic complications.
That is why frequent evaluation of hemostasis factors
with d-dimer values is necessary. In a large group of
patients with forms of thromboembolism, significantly
high d-dimer values were detected, as well as shortened
hemostasis times in addition to a hypercoagulable state
(which was detected and correlated with the analyses
in our case as well). Of course, an inevitable diagnostic
procedure for confirmation of the diagnosis is CT
angiography and echocardiography.

CONCLUSION

The purpose of this case report is to prevent the
development of a severe clinical picture and complications
from COVID-19 in one of the most vulnerable groups
of patients, namely pregnant patients. Primarily by
stimulating the vaccination of pregnant patients. Regular
evaluation of the clinical condition of the patients by
a doctor with frequent monitoring of the laboratory
biochemical analyses, especially the parameters of
inflammation, and hemostasis with d-dimers, with the
aim of timely referral to an appropriate hospital facility, if
anindication for hospital treatment is established. Timely
inhibition of the cytokine storm, that is, the progression
of the disease. Timely initiation of thromboprophylaxis
or, in certain cases after the established indication and
application of therapeutic doses of anticoagulant therapy
with low molecular weight heparin.

Case report
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ABSTRACT

We present a rare case of a 60-year-old patient with established ethylic liver cirrhosis and bleeding rectal varices,
treated with endoscopic ligation by placing 3 rubber bands consequently. These porto-systemic shunts can cause
life-threatening bleeding due to their larger diameter and circulation. Although so far no standardized protocols
for their treatment have been adopted, the method used to treat our case, after one month of monitoring, has
proven to be a less invasive effective solution for reducing the risk of bleeding. Our aim was to illustrate one of
the possible therapeutic approaches and to point out the importance of taking this complication into account in
differential thinking in patients presenting with hematochezia.

Keywords: liver cirrhosis; rectal varices; endoscopic band ligation; portal hypertension

INTRODUCTION

Liver cirrhosis is a chronic-progressive and destructive
disease, which is characterized by the appearance of
regenerative nodules and collagen tissue, which leads
to disruption of the normal liver lobular and vascular
architecture. One of the many etiological factors is
alcohol. Alcohol-associated cirrhosis is estimated to
account for 50% of the total burden of cirrhosis in the
United States and worldwide(1). The appearance of
portal hypertension and porto-systemic shunts, such
as esophageal, subcardial, fundic, and rectal varices,
are expected complications of liver cirrhosis. The first
case of bleeding rectal varices was described in 1954(2).
They are defined as dilated submucosal veins that occur
more than 4 cm from the anal edge so that they cannot
be confused with hemorrhoids(2). The prevalence of
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rectal varices in patients with cirrhosis ranges from 38
to 56%, and clinically significant bleeding is expected in
0.5 to 5% of patients(2). With this case, we want to show
a successful treatment of bleeding rectal varices in a
60-year-old patient with liver cirrhosis of ethylic genesis,
using endoscopic ligation.

CASE REPORT

Patient D.J. from Skopje, at the age of 60 with
past 4 hospitalizations at the University Clinic of
Gastroenterohepatology, currently hospitalized due to
gastrointestinal bleeding - hematochezia (liquid dark
stools with fresh blood) with a manifest reduction in
the blood count. The medical history documentation
shows that 2 endoscopic ligations of esophageal varices
were previously performed on the patient. The patient is
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on regular ¥-blocker therapy and dual diuretic therapy.
For the last 3 years, she has not consumed any alcoholic
beverages.

From the general examination: the patient is conscious,
oriented, contactable and afebrile, skin and visible
mucous membranes - pale. Blood pressure - 150/75
mmHg, pulse palpated above the radial artery - 80 beats/
minute. Osteomuscular system and nutritional status
were assessed as moderately developed, lymph nodes
in areas available for palpation were not palpated, and
the patient in bed take an active position with a general
impression of moderate to severely ill.

From the systemic examination: the abdomen was
easily elevated above chest level, palpatorically soft and
painfully insensitive. The liver is not palpated enlarged,
while the spleen is palpated for 2 transverse fingers under
the left costal arch. With digital rectal examination was
detected bloody content. The remaining systemic status
was normal.

In the initial laboratory examinations were found:
hemoglobin 64 g/L, RBCs (red blood cells) 3.15x1012/L,
hematocrit 0.216, MCV 68.6 fL, PLTs (platelets) 162x103/
nL, WBCs (white blood cells) 11.5x103/uL, PT (Prothrombin
Time) 14.9 sec, INR (International Normalized Ratio) 1.29,
glycaemia 14.5 mmol/L, serum urea 10.88 mmol/L, serum
creatinine 44.99 pymol/L, serum amylase 36.74 IU/L, AST
214 TU/L, ALT 14.13 TU/L, ALP 79.3 1U/L, GGT 1778 1U/L,
total serum bilirubin 11.55 pmol/L, direct bilirubin 6.15
pmol/L, indirect bilirubin 7.02 pmol/L, LDH 251.25 IU/L,
total serum protein level 55.77 g/L, albumin 33.27 g/L,
globulins 22.73 g/L., CRP 2.59 mg/L, Na 139.16 mEq/L, K 4.02
mmol/L, Ca 2.09 mmol/L, Fe 3.39 pmol/L, with the general
conclusion of a significant reduction in the haemogram
and a slight increase in serum urea.

On the first day of hospitalization, the patient
undergoes  upper  gastrointestinal  endoscopy
(esophagogastroduodenoscopy) in order to exclude
initial upper gastrointestinal bleeding with the following
findings: esophageal varices grade 1-2 without risk
points for bleeding; gastric mucosa with macroscopic
signs of portal gastropathy and diffuse-scattered
punctiform erosions, and 2 - 3 elevated erosions were
seen juxtapiloric, no fundic or subcardial varices were
detected on inversion, the pyloric sphincter was circular
and passable; bulbar and post-bulbar regions were
normal. Since the cause of the gastrointestinal bleeding
was not bleeding from the esophageal and/or fundic

Case report I

varices, it was decided to perform a colonoscopy.

Ultrasonography of the abdomen in addition to a
cirrhotically altered liver; v. portae was not significantly
enlarged; the spleen was enlarged 16 cm; no ascites was
detected at the time of the examination; gallbladder with
calculosis; biliary truncus with normal morphology;
restructured pancreas and both kidneys were also
normal.

On the fifth day of the hospitalization, a lower digestive
endoscopy (colonoscopy) was performed with the
following findings: second degree hemorrhoidal nodules,
in the ampulla of the rectum in the position at 6 o’clock,
two columnar-rectal varicose veins with risk points for
bleeding were noticed, due to which successive ligation
was performed by placing 3 rubber bands consequently -
picture no. 1, Varices ampulae rectae ligatio No. II facta).
Submucosal petechial haemorrhage associated with the
underlying diagnosis and contact haemorrhage at sites
of instrumental avulsion during examination, as well
as minor diverticulosis in the left colon with no signs
of bleeding, are visualized throughout the colon. At the
level of the rectosigmoid junction, a larger adenomatous
pendulous polyp with a diameter of 25 mm is detected,
which is removed with a polypectomy (histopathological
analysis indicates an adenomatous polyp with mild
dysplasia).
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Figure 1: The images shown above are original from the
case itself and go in support of the previously described
endoscopic findings, which describe endoscopic ligation
of rectal varices by placing 3 bands consequently.
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During the stay, the patient was substituted with a 3
units of erythrocyte mass and 2 units of plasma, and was
treated with infusion solutions, aminoplasmal (special
amino acid solution for parenteral nutrition), PPIs
(Proton Pump Inhibitors), octreotide, as well as antibiotic,
diuretic and K-blocker therapy, followed by improvement
of general condition and laboratory findings - hemoglobin
92 g/L, RBCs 3.69x1012/L, hematocrit 0.281, MCV 76.2 fL,,
PLTs 44x103/ulL, WBCs 3.3x103/uL, PT 14.2 sec, INR 1.23,
glycaemia 18.98 mmol/L, serum urea 3.1 mmol/L, serum
creatinine 52.1 umol/L, serum amylase 45.56 IU/L, AST 46
[U/L, ALT 31 IU/L, ALP 58 IU/L, GGT 26 IU/L, total serum
bilirubin 16.6 pmol/L, direct bilirubin 9.6 pmol/L, indirect
bilirubin 7 pmol/L, LDH 261 1U/L, total serum protein level
55.77 g/L, albumin 33.27 g/L, globulins 22.73 g/L, CRP 65.7
mg/L, Na 126.04 mEq/L, K 4.6 mmol/L, Ca 2.20 mmol/L, Fe
4.1 pmol/L.

PARAMETER Patient’s Themiddle of | Discharge from PARAMETER Patient's Themiddieof | Discharge from
admission the the hospital admission the the hospital
hospitalization hospitalization |

Hb | 64 gL 78 gL 92 giL ALP 79.3 UL 72 UL 58 IUIL

RECs | 3.15x10121L 3.23x10"2/L 36901013 GGT 17.78 1UIL 18 IUL |26 UL

Het | '0.216 |0.234 |0.281 | total serum 1155 umoliL | 52.5pmolll | 16.6 pmoliL

bilirubin |

Mcv | | 68.6 1L (7231L |76.21L | direct bilirubin | | 6.15 pmoliL (134 pmolll | 9.6 pmaliL
PLTs 162x109L | 4Bx109pL [ 4ax1097L [indirect bilirubin | 7.02 pmol/L [304pmolil |7 pmalll
‘WBCs | 11.5x10%7L | 2.8x10%7L |3.3%10%uL 'LDH | 251.25 IUIL (211101 T

PT (Prothrombin  14.9 sec [14.4 sec [14.2 sec | total serum |85.77 alL .g.n’L I g/l

Time) — protein level |

INR —s 1.29 1.24 123 albumin 33.27 gL |giL [giL
glycaemia | 14.5 mmol/L 7.07 mmol/L 118.98 mmoliL globulins 22.73 glL 'gfL g/l

serum urea | 10.88 mmol/L 2.78 mmol/L 3.1 mmol/L CRP | 2.58 mglL 10.79 mg/L | 65.7 mgiL
serum creatinine 44.99 pmol/L 46,18 pmoliL 52.1 pmoliL Na | 139.16 mEg/L 140.3 mEg/L | 126.04 mEg/L
serum amylase | 36.74 IUIL |87 UL | 45.56 IUIL K 4.02mmoll  3B4mmolil | 4.6 mmoliL
AST 21.4 UL {18 UL |46 1UIL Ca 2.09 mmoliL 2.1 mmoliL | 2.20 mmeliL
ALT 1413101 |14 1L I Fe T339umoliL| | 574pmoliL] | 4.1 pmollL |

Table no. 1: Presentation of laboratory parameters at three times, during the patient’s admission, in the middle of the

hospitalization and at her discharge from the hospital.

The parameters of interest for the case are marked
with red color, the parameters that are lower than the
reference value are marked with K, the parameters that
are of prolonged duration are marked with ¥, and the
parameters that are higher than the reference value are
marked with K.

The patient was released for home treatment on the
ninth day of hospitalization, with a recommendation
for a hygienic-diet regimen, therapy with Thl. Carvedilol
4 6.25 mg (2x'), Thl. Spironolactone & 100 mg (1x1), Thl
Diosmine a 500 mg (3x1, 5 days; then 1x1, 1 month), as well
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as a strict ban on alcohol consumption and control after
1 month.

One month later, a control distal colonoscopy was
performed, with a finding of surrounding traction of the
mucosa in the recto-sigmoid junction, most likely from
the previous ligation of the rectal varices.

DISCUSSION

The rectal veins form two venous plexuses - the internal
plexus located in the submucosa and the external plexus
located peripherally from the muscular layer of the
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wall(3). The intrinsic submucosal plexus is made up of the
superior rectal veins, which drain into the system of v.
portae, and the middle and inferior rectal veins, which
bypass the portal circulation and through the system
of v. iliaca flow directly into v. cava inferior, as outflow
channels of blood from the portal circulation and thus
reducing the pressure in it(2,4,5). Anorectal varices can
lead to a fatal bleeding, in relation to hemorrhoidal
haemorrhages, with which they can coexist, making
it necessary to differentiate(5. Hemorrhoids are
normal structures, made up of connective tissue, blood
vessels, and smooth muscle that aim to maintain the
continence(6). Over time, the term hemorrhoids has
come to be used in the context of a pathological process,
although hemorrhoids have been found to be arterio-
venous anastomoses present only in the anal canal and
are not varices(5-7). Hemorrhoids present as violet-
colored hemispherical clear-cut masses, while anorectal
varices are blue-gray tortuous submucosal varicose veins,
which may be present in both the anal canal and the
rectum(5,7).

. Inferior mesenteric vein
Inferior vena cava

Common iliac veins

Superior rectal vein
Middle sacral vein P

External iliac vein

Internal iliac vein

Middle rectal vein

Internal pudendal vein

Internal pudental vein
in pudental canal

Internal reclal plexus
Inferior rectal vein

* External rectul plexus

Figure 2: A schematic view of the rectal venous
circulation.

Brown S.R., Shorthouse A.J. (2009) Anatomy and Physiolo,
Anorectal Prolapse In: Jayne D., Stuto A. (eds) Transanal Stapling
Techniques for Anorectal Prolapse Springer, London. https: })/dm
0rg/10.1007/978-1-84800-905-9_3

In our case report, the appearance of hematochezia
associated with portal hypertension (a patient with
ethylic established cirrhosis) indicates a colonoscopy,
which detects two columnar rectal varicose veins with

Case report I

risk points for active bleeding, and then ligation is
performed.

There are various methods for the treatment of bleeding
anorectal varices, such as endoscopic band ligation
or sclerotherapy, surgical treatment (suture ligation),
or radiological - TIPS (Transjugular Intrahepatic
Portosystemic ~ Shunt), BRTO  (Balloon-occluded
Retrograde Transvenous Obliteration), angiographic
embolization ~with cyanoacrylate and/or coils,
accompanied by prompt correction of intravascular
volume and possible coagulopathy, as a result of the
reduced synthetic liver function in this condition(2,5,8).
Due to that and due to a significant reduction in the
hemogram, to our patient was given infusion solutions,
plasma and erythrocyte masses. Short-term prophylactic
antibiotic therapy is also recommended in patients with
cirrhosis and gastrointestinal bleeding to prolong survival
and reduce the risk of spontaneous bacterial peritonitis(2).
In our case, octreotide was given as a vasoactive drug,
which has been shown to have benefits in the treatment
of gastrointestinal haemorrhages(2). However, a recent
study showed that, no specific diagnostic and therapeutic
guidelines for bleeding anorectal varices have been
established(8).

Endoscopic modalities are reserved for haemodynamically
stable patients because they are less invasive and allow
simultaneous treatment and simple haemostasis of
bleeding lesions(5,8). Endoscopic ligation is recommended
when the caliber of the endoscope is larger than the
diameter of the varicose veins, as seen in our case(9).
It has been used in several studies to manage bleeding
rectal varices(2). The limited literature estimates the rate
of rebleeding from rectal varices treated with endoscopic
ligation at approximately 55.6%(10). Endoscopic
sclerotherapy has been shown to have a lower rate of
recurrent haemorrhage than endoscopic ligation with
rubber bands in conditions without concomitant beta-
blocker therapy(10). However, endoscopic band ligation
also has its drawbacks in the treatment of rectal varices,
in relation to upper gastrointestinal bleeding varices,
such as the larger diameter of the rectal varices and the
f inability to be covered by the band or its slip which can
lead to wider defects and recurrent bleeding(5,8). It is
therefore recommended that this procedure be applied
to varicose veins not larger than 15 mm(8). On the other
hand, only one study has shown that when anorectal
varices are ligated, the portosystemic pressure gradient
may increase and lead to other collaterals and ascites(5).
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CONCLUSION

Rectal varices are a less common complication in patients
with liver cirrhosis, and should still be considered in
the differential diagnosis, especially in patients with
lower gastrointestinal bleeding. No specific treatment
protocols have been identified so far, so the approach is
sometimes multidisciplinary - gastroenterohepatologist,
interventional radiologist and surgeon. Given that control
colonoscopy after one month in our case shows some
traction of the mucosa, we can conclude that endoscopic
band ligation is a less invasive successful method for
resolving rectal varices that have a smaller diameter and
are risk points for bleeding. However, further monitoring
and additional studies are necessary to more precisely
define the effectiveness of this method as a definite
therapeutic choice.
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ABSTRACT

Medicus 2022, Vol. 27 (3): 375-377

Weight status of male soccer player, 16.0 years old, was changed from normal-weight in pre-Covid-19 into a category
of overweight in post-Covid-19 period. Five months of returning to regular training did not improve the weight
status, but analysis of body composition with multichannel impedance showed that all parameters of the body
fat component were decreased especially visceral fat area and also physical performances of the athlete were
improved. There is a need for detailed analysis of weight status in athletes with modern BIA analyzers.

Kay words: body composition, multichannel impedance, soccer player, Covid-19 pandemic

INTRODUCTION

During the 2020 and 2021 year there was a global
pandemic of Covid-19, a severe respiratory syndrome
with high level of mortality. Covid-19 showed a wide
range of health consequences in patients with different
forms of the disease (1). The healthy individuals also had
collateral consequences as a result of inactivity during
the long lock-down (2). Athletes were affected by these
restrictions, as sports events, national leagues and local
and international sports competitions were interrupted.
Inactivity during the Covid-19 pandemic is expected to
affect and worsen the morphological, physical and health
status of athletes.

AIM

To grow an attention on consequences of Covid-19
restrictions on athletes and the need for detailed analysis
of weight status with modern BIA analyzers.

CASE DESCRIPTION

A male soccer player A.M., 16 years old, had sport
examination on 18th May 2022 year before the start
of summer preparations for competitive season. This
was first examination after the period of Covid-19
restrictions. During this period he didn’t have regular
trainings or competitions. He started to train regularly
since March 2022 and complained of faster fatigue,
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symptom not present in pre-Covid-19 period and denied
Covid-19 infection or another illness. During lock-down
period his lifestyle was sedentary and he left the house
only when it was necessary. In the absence of regular
training he practiced individual exercises at home and in
nature. Also he was given information that he was very
careful about his diet. Physical examination, performed
by the sport doctor, was normal. The results of blood test,
urine analysis and functional stress test were in normal
range. The index of general endurance was 3. The basic
anthropometric measurements were: body height (BH)
166.0 cm, body weight (BW) 69.8 kg, and BMI 25.3 (table
1). Compared to NCHS referent values, BH was between
25th - 50th percentiles (category of average growth). BW
was above the normal range (50.4 - 68.2 kg). BMI was in
overweight category according to WHO criteria (3). This
data were presented in table 1, together with the results
of the last sport examination of the athlete hefore the
Covid-19 pandemic (711.2020), when BMI (21.8) selected
this athlete in a category of normal-weight.

Table 1. Tabular display of body height, body weight and
BMI results in

16 year old male soccer player before and after the
Covid-19 restrictions

Body height (cm) 158.0 166.0 166.0
54.5 69.8 69.1
21.8 25.3 251

Body weight (kg)

Body mass index

The body composition was analyzed with multichannel
BIA (InBody 720) and some results were: muscle mass
33.4 kg, body fat mass 11.0 kg, % body fat 15.8 % and
visceral fat area 52.2 cm2. The athlete was overweight.
It was recommended a restriction in diet and in addition
to regular training, 2 hours of fast walking one day a
week in the next 3 months. After this period control
examination and BIA were done. The results of the
control examination (13.1X.2022) were normal. The index
of general endurance increased from 3 to 4, the athlete
felt fitter and faster fatigue was not present. Compared
to previous examination (18.V.2022), BW and BMI ware
similar (table 1), but the results of BIA showed increased
of muscle mass from 33.4 to 33.9 kg and decreased of body
fat mass from 11.0 to 9.3 kg, % body fat from 15.8 to 13.5
%, and visceral fat area from 52.2 to 44.6 cm2 (Figures 1
and 2).
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Figure 1. Visceral fat area (VFA) two mounts after the
start of regular training in male 16 year old soccer player
in post-Covid-19 period.

Visceral Fat Area

'\fi"s.l."'-".‘
2004

150
|
100 1

44,6

_+_

20

50

40 60 80 Age

Figure 2. Visceral fat area (VFA) five mounts after the
start of regular training in male 16 vear old soccer player
in post-Covid-19 period.

DISCUSSION

Analysis of weight status in this young male soccer player
show increased of BW in post-Covid-19, compared with
the period before the Covid-19. The effect of Covid-19
restrictions on BW, as factor of inactivity was published in
general population (2, 4). Also, inactivity cased by Covid-19
restrictions can be the possible reason for increased BW
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in described athlete. Other reason which can increase
BW can be diet with high intake of energy nutrients, but
probably the nutrition has a less effect on increased BW
in this athlete, because there was information that he
was very careful about his diet. Fortunately, the athlete
practiced individual exercises to maintain his condition,
so this physical activity and the strict diet probably were
the mean reasons the BW does not reach an even higher
value during the Covid-19 restrictions. This young athlete,
who is sixteen year old is still in a period of growth and
body development, so this can be additional factor of
influence on BW, even the period of greatest pubertal
growth is passed. This case report shows the significance
of analysis of body components in athletes with modern
BIA analyzer. Multichannel BIA enables detailed analysis
of BW components like proteins, minerals, body water
compartments, muscle, and body fat mass of the total
body, and also a segmental analysis of these components
(5). Each of the individual body components has different
practical significance in athletes due to the possibility of a
wide range of variation in body composition, even among
athletes of identical body weight (6). Athlete described
in this case report had similar BW and BMI two mounts
after the start of regular training (from Mart to May,
2022 y), compared to five mounts of training (from Mart
so September, 2022 y), but he had obviously decreasing
in variables of body fat component. In most sports, the
fat body component is ballast tissue, which negatively
affects the physical abilities of the athletes, while on
the contrary, muscle mass provides strength for body
movements (7). The reduction in body fat component in
athlete of this case report achieved with regular training,
diet restriction and additional application of fast walking
can be a mean factor that improved athlete condition.
This is a confirmation of the studies which improved that
low body fat component is a key factor for elite physical
performances (6, 7).

CONCLUSION

Exposure to inactivity during the Covid-19 pandemic
increased the body weight in athletes. Reducing the body
fat component by increasing physical activity in post-
Covid-19 period improves the physical performances of
athletes. Multichannel BIA detected the changes in body
components even in condition when body weight has not
obviously changed.

Case report
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ABSTRACT

Aim: The presence of anti M antibody in pregnancy is a rarity. Despite its relatively low frequency, anti-M 1gG
antibody is one of the causes of severe hemolytic disease of the newborn and intrauterine fetal death. Only a few
cases have been reported in the literature. We will present our case, a mother with singelton first pregnancy with
the presence of M antibody and severe hemolytic anemia in the newborn.

Case report: A mother with the first pregnancy, admitted to our hospital for childbirth. On routine antenatal
care the presence of anti M antibody has been detected. She had a delivery by emergency caesarean section due
to fetal distress. After delivery, the newborn was diagnosed with severe hemolytic anemia, hemoglobin(HgB) - 47
g/L, haematocrtit(Hct) - 0.12, erythrocites Er-1.18 and was transferred to the Tertiary Care Center. After delivery,
in mother’s blood samling, the presence of anti M antibody was confirmed. The postpartum care was normal and
there was no need for blood transfusion.

Conclusion: The presence of M antibody can be clinically significant and could cause severe hemolytic disease in
newborns.

Key words: anti M antibody, severe hemolytic disease, clinical significance, pregnancy

INTRODUCTION temperature of around 4°C. In the literature, they are
known as cold reactive antibodies. When anti-M is an
IgG antibody that is reactive at 37 °C and has a high or
rising titer, it can be a clinically significant antibody. In
pregnant women, they can cause intrauterine death of
the fetus and fetal hydrops. In the newborn, it can cause
severe hemolytic anemia at birth and prolonged anemia

due to suppression of erythropoiesis.

Anti- M is a naturally occurring antibody of the MNS
blood group system,described by Wolff and Johnsson in
1933. Presence of anti M antibody in pregnancy is a rarity.
Antigen M is found on the surface of red blood cells on
a glycoprotein named glycophorin A. Anti M antibody
is a mixture of IgG and IgM antibody. Most often it is
not clinically significant as it is predominantly an IgM

antibody which does not cross the placental barrier. To
distinguish IgM component from IgG anti M component
,some antibody identification methods exist that exclude
IgM antibody. 1,2

Anti M IgG is rarely reactive at a temperature of 37°C,
therefore it is considered to be clinically insignificant.
It can only be reactive below 37°C and has an optimal
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Hemolytic disease of the newborn or fetal erythroblastosis
is most commonly due to Rh D incompatibility with anti D
antibodies, triggered by the D antigen. It was first reported
by Levine et al. in 1941. 6K The availability of advanced
antenatal strategies of early diagnosis, prophylaxis
and treatment, the incidence of hemolytic disease of
the newborn has been significantly reduced. However,
there are other blood group incompatibilities that are
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associated with hemolytic disease of the newborn such as
Anti C, Anti Duffy, Anti Kid, Anti Kell and the MNS system
of blood groups. 1,3

The incidence of severe hemolytic disease in the newhorn
due to anti-M is extremely low. Antibodies with anti M
specificity usually IgM ,have been reported to be detected
in 10% of pregnant women with positive antibody
screening. However 0.01-0.7% of pregnant women would
trigger anti M IgG that can cross the placental barrier
and cause varying degrees of hemolytic anemia in the
fetus. .7,11¥Due to the rarity, only a few cases have been
presented and published in the literature.

We present a case of mother with the presence of anti
M antibody delivered in our hospital. After birth the
newborn was diagnosed with severe haemolytic anemia
requiring red cell blood transfusion

CASE REPORT

28 year old mother ,40 weeks of gestation, addmited at
our hospital with prelaboor rupture of membranes and
contraction.

During the examination, it was established that the
process of labor has begun and the mother is at the active
first stage of labor with a leakage of meconium amniotic
fluid. On routine antenatal care the presence of anti M
antibody has been detected, without a significant titer.
Mother’s hemoglobin(HgB) concentration was 116 g/L
and blood group B Rh (+). Delivery was monitored by
continuous cardiotocography (CTG). Despite the labor
progression and cervical dilatation of 5 cm, the CTG
recorded deep variable decelerations with signs of fetal
distress. Because of fetal risk it a decision was made to
perform emergency cesarian section. The newborn was
male with birth weight of 3340 g . a 51 cm height and an
Apgar score of 2/3. From the vital signs the newborn had
only heart action which required neonatal resuscitation
and intervention to begin breathing. After established
breathing the newborn immediately cried, with a weak
cry and distinctly pale skin color. Immediately after
delivery, severe anemia was diagnosed with hemoglobin
(Hgb) -47 g/L , hematocrit (Hct)- 0.12, erythrocytes ( Er
)-1.18. The newborn was transferred to a Tertiary Care
Center and admitted to Neonatal Intensive Care Unit
(NICU).

The newborn was intubated, sedated and placed on
mechanical ventilation. Blood sample tests were
performed and the results show hemoglobin Hgh-40g/L.,

Case report

blood group AB Rh (+). The newborn received two units of
red cell concentrates (RCC) and one unit of plasma without
acute adverse reactions. At the control blood count the
hemoglobin was Hgh-115 g/L. The newborn stayed in
NICU for 7 days. After extubation and stabilization, he was
transferred to the neonatal unit, where after 8 days he
was discharged home with the following blood sampling
parameters: hemoglobin HgB-111g/1, erythrocytes Er-3.62
x 10*12/1 and haematocrit Hct-32.6%.

Mother’s blood sampling was sent to the Transfusion
Institute for further tests and the presence of anti M
antibody was confirmed, The recommendation was:
a) to transfuse an anti M antigen negative concentrate
if transfusion is required; b).The pre-transfusion tests
should be performed with screening and identification for
anti -erythrocyte antibodies and when requesting blood
services the following should be specified: Sensibilisatio
anti M.

Postnatal care was normal, with no need for blood
transfusion. Third postoperative day the mother’s was
discharged home.

DISCUSSION

Clinically significant anti-M antibodies are rarity. Only
a few cases have been presented and published in the
literature. In pregnancy, they are usually detected due
to the previous obstetrical complication. Our case is a 28
year old mother with her first pregnancy. During routine
antenatal controls, the presence of M antibody was
detected without a significant titer.

Screening for anti-M antibodies should not be done
routinely. Screening and measurement of antibody titer
is recommended only in case of previous pregnancy
complications .

According to a study published in AJOG over a 15-year
period, collected data from 175 pregnancies found to
have anti M antibody at the Ohio State University and
no severe hemolytic disease of the newborn was found.
However, the authors of this study recommend that if
anti-M is detected in a pregnancy with a low titer of <
1:8 without a history of prior pregnancy complications
suggesting a hemolytic process, no further testing should
be done except IAT (indirect antiglobulin test) in the 28
weeks to screen for other alloantibodies of red blood
cells. In rare cases with an elevated initial titer 1:16 or
a concerning obstetrical history, it is a recommendation
to perform serial titers every 4 weeks and MCA Doppler
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assessment. In the setting of rapidly rising titers and/or
an elevated titer 1:64. Amniocentesis, cordocentesis, and
possible intrauterine transfusion are recommended for
elevated titers (1:64) with persistently elevated PSV on
MCA Doppler. (8)

Intheliterature thereisacase, agrandmultiparous 39 year
old women ,of 38 weeks with the presence of M antibody
and history of recurrent pregnancy loss (7 abortions),
delivered a male infant via emergency lower segment
caesarean section due to acute fetal distress with severe
hemolytic disease. Throughout the pregnancy she was
on thromboprophylaxis with subcutaneous enoxaparin
as part of the management for trombophilic risk due to
her history of recurrent pregnancy loss and confirmed
thrombophilia (mild protein S deficiency). Although
thrombophilia was considered as the cause of recurrent
abortions, the case raises suspicion that the possibility
of anti-M antibody causing spontaneous abortions cannot
be excluded. (9)

Thirty-three newborns with HDFN due to anti-M and one
due to anti-N have been reported in Japanese literature
from 1975-2013. The average titer was 1:64 and in ten
mothers it was 1:16 or less. 5 newborns (15%) of the total
number were stillborn or died immediately after delivery,
and 21 (72%) of the 29 survivors had severe hemolytic
disease and/or fetal hydrops.(10)

Based on previous studies, as in our case, if a mother
has IgG anti M, it is recommended to do an antibody
titer at the beginning of pregnancy. If the antibody titer
is 1:8 and without a history of previous complications in
pregnancy that indicate hemolytic disease , no additional
testing should be done. The antibody titer should repeat
at 28 weeks . If the initial titer is elevated, serial titers
should be performed every 4 weeks. Measurement of MCA
PSV in fetuses at risk for anemia provides an accurate,
noninvasive clinical test for predicting fetal anemia.
Elevated titers above 1:64 require invasive diagnostics
assessment and treatment same as RhD alloimmunization
protocols.

After birth the mother’s should have a postnatal care , if
there is a need of blood products transfusion it should
be done in consultation with a transfusionists and
anestesiologist. During maternal red cell transfusion,
M antigen negative concentrate crossmatch/compatible
with indirect antiglobulin test (IAT) should be given. We
need to be aware for clinically significant antibodies.
Transfusing blood products without considering blood
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group antigens may result in hemolysis or other side
effects and posttransfusion reactions.

CONCLUSION

Presence of M antibody can be clinically significant if it
is reactive at a temperature of 37 degrees. It can cause
severe hemolytic disease in a newborn. Antenatally, if M
antibody is detected, it is necessary close monitoring of
the mother. Obstetricians and pediatricians should be
aware of the possible severe complicationsin the fetus and
newborn with anti-M alloimmunization and be prepared
for the possible treatment of cases with intrauterine blood
transfusion or transfusion immediately after delivery.
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ABSTRACT

Dravet syndrome is considered as a developmental and epileptic encephalopathy .It is a rare form of epilepsy
that affects approximately 0.17% of all epilepsies or 1:15700 individuals. Mostly so called de novo mutation in
SCNIA gene is found in 80-90% of cases of Dravet syndrome but the mutations in other genes that are also
responsible for sodium ion channels can be found too. This syndrome is characterized with early seizures onset
with hyperthermia as a seizure trigger , recurrent and prolonged generalized tonic-clonic or hemiconvulsive
seizures, normal development, normal neurological exam and normal or nonspecific MRI and EEG findings at
onset of seizures, evident motor and cognitive disability by 18-60 months and no response to first line antiepileptic
drugs. Early diagnosis and early treatment is essential for the positive outcome. Multidisciplinary access plays a big
role in the treatment. There is no cure for Dravet syndrome. Seizures control with two or more antiepileptic drugs
and prolongation of developmental disabilities are the main goal for the treatment

INTRODUCTION Until 1989 few synonyms were in use for Dravet syndrome:

Dravet syndrome (DS) is a rare form of intractable m Epilepsy with polymorphic seizures
epilepsy that affects 1:15700 individuals in USA. (Wu2015)

Polymorphic epilepsy of infancy (PMEI)
and represents an estimated 0.17% of all epilepsies [1].

[ ]
m Severe myoclonic epilepsy of infancy (SMEI)
[ ]

It belongs in the group of SCNIA Mutation - related Severe myoclonic epilepsy of infancy-borderline

disorders such as: (SMFI-B)
m Familial Hemiplegic Migraines ( FHM) The Dravet syndrome is clinical diagnosis. According
Febrile seizures (FS), febrile seizures +, (FS+) Rosander in 2015 Dravet syndrome is associated with a

mutation in the SCN1A gene in 80-90% of cases. But the
presence of a mutation of the SCN1A gene alone without
clinical symptoms is not sufficient for the diagnosis, nor
does the absence of mutation can exclude the diagnosis.

|
m General epilepsy with febrile seizures + (GEFS+)
|

Intractable Childhood Epilepsy with generalized
Tonic-Clonic Seizures (ICE-GTC).
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There are other genes associated with Dravet syndrome
such as SCN2A, SCN1B, SCN8A, GABRAI1, PCDH19
GABARG2 and STXBP1 , but the clinical presentation is
atypical. This mutation is not often inherited from the
parents and is considered as “de novo” mutation. This
“new” mutation includes missense , nonsense, frameshift,
duplication/deletion and splice site mutations. Mosaicism
have been associated with Dravet syndrome too. [2,3,7]

These genes are responsible for the normal function
of Sodium ion channels which are located in the cell
membrane and regulate the movement of sodium ions
into and out of the cell and the propagations of the
electrical signals along neurons in the same time. That
makes them the critical part of every tissue that requires
electrical signals like heart and the brain. That's why
the Dravet syndrome is considered a “channelopathy”.
Since this syndrome due to seizures, is regarded as brain
disorder, it is considered as a developmental and epileptic
encephalopathy (DEE). Asa DEE ,Dravet syndrome belongs
in the group of severe epilepsies characterized with
frequent and difficult to treat seizures and significant
delays in child development. [3,6]

According to the 2017 consensus of North American
neurologist with expertise in Dravet syndrome the Dravet
syndrome presentation is characteristic and unique and
include:[4]

In first 2 years of life

m Typical seizure onset in the first 18 months of life
,average in 5,2

m Recurrent and prolonged generalized tonic-clonic or
hemiconvulsive seizures

m Appearance of myoclonic seizures by age of 2 later
followed by obtundation status, focal seizures with
impaired awareness and atypical absence seizure

m Hyperthermia is most often trigger for seizures.
Other triggers are, visual effects, stress, bowel
movements etc

m Normal development, normal neurological exam and
normal or nonspecific MRI and EEG findings at onset
of seizures

In older children and adults
m Persisting seizures which may be prolonged but

Status epilepticus is less frequent or absent by young
adulthood

m Hyportermia as a seizure trigger declines with aging

Case report

m Seizure exacerbration with use of sodium ion channel
blockers

m Evident intellectual disability by 18-60 months

m Ataxia, Hypotonia, crouched gait and impaired
dexterity

m Normal MRI or MRI with signs of mild generalized
atrophy and/or hipocampal sclerosis

EEG may show diffuse background slowing with
multifocal and/or generalized interictal discharges [4]

Clinical diagnosis criteria for Dravet syndrome include at
least 4 of the following conditions

Normal development before seizure onset

m Two or more febrile or afebrile seizures in the first
year of life

m Seizure type- myoclonic,hemiclonic or generalized
tonic-clonic seizures

m  Two or more prolonged seizures(> 10min)

m No response to first line antiepileptic drugs with
continued seizures after 2nd year of life

Genetic testing via an epilepsy panel should be considered
in patients with one of previously described conditions.[5]

Early diagnosis is crucial for proper treatment and
achieving the best results. Getting a best possible seizure
control is important for the improvement of child’s
development. Usually seizure treatments consist of 2
or more antiepileptic drugs, but the complete seizure
freedom cannot always be reached. Various medications
are approved for seizure treatment in Dravet syndrome:
Clobazam(Frisium), Topimarate(Topamax), Valproic
acid(Depacine), Stirpentol(Diacomid),Fenfluramine(Finte
pla) and Cannabidiol(Epidolex).

Itisimportanttoavoidsocalledsodiumionchannelblockers
like Carbamazepine(Tegretol), Oxcarbazepine(Trileptal),
Phentoine(Dilantin), Fosfophentoin(Prodilantin),
Lamotrigine(Lamal) and Rufinamide (Banzel) because
they can worsen seizures. Also the drugs like
Vigabatrin(Sabryl) and Tiagabine(Gabatril) can increase
the myoclonic seizures frequency.

Aketogenicdiet, diet high in fats and low in carbohydrates
also may be beneficial in some patients with Dravet
syndrome.[4]

A multidisciplinary team is needed to treat all motor and
cognitive development disabilities which can develop in
Dravet syndrome and can affect child and their family
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Children with Dravet syndrome normally achieve adult
age. However they have an increasing risk for Sudden
unexpected death in epilepsy (SUDEP) [2].

With aging the decline in cognitive function stabilizes and
varies from mild to profound, seizures tend to decrease
in frequency and duration and the gait abnormalities
looks to worsen, so the most teenagers and adults with
Dravet syndrome are dependent on their families and
caregivers[7].

CASE REPORT

We are presenting a 16 Month old female child who is
regularly followed in our neurological ambulance from 3
weeks of age with Dg/ Epilepsy (G40). The child initially
came bhecause of few successive prolonged febrile seizure
attacks. By initial check up neurological status was in
normal range for the age and EEG was with right sided
focus and ablated waves (Pict.1 and Pict.2). Treatment
with Kepra( levotiracetam) was initiated.

Pict. 1

Pict. 2
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In the period until the next check up there were two
additional seizures attacks. The second check up was at
the age of 2 months with normal neurological status for
the age and normal EEG. The third control was at the age
of 3 months. Because of persistence of seizures despite
antiepileptic drug the second antiepileptic drug Depacine
(Valproic acid) was added and additional investigations
(MRI, genetic panel) was ordered.

The MRI was performed by 4 month of age and was
without pathological findings

In Genetic test a mutation in gene SCN2A was isolated
which goes in favor in Epileptic encephalopathy or
atypical Dravet syndrome

The multidisciplinary access with defectologist and
physical medicine specialist was started. By age of 8
Months physical medicine specialist reported that child
tried to turn around, she didn’t use her hands for support,
didn’t seat alone, couldn’t communicate and didn’t follow
with her eyes. After one month of physical therapy she
was able to use her hands for support.

Last control was at age of 15 months. The parents didn’t
report new seizures attack. EEG was with ablated brain
activity.

DISCUSSION

The seizures onset was in the first month of age and they
were associated with fever and prolonged. The EEG was
irregular on the first check up and the development delay
is recognized in first year of life. The seizures control with
one antiepileptic drugs wasn’t good. The MRI was without
pathological signs. All these symptoms suggest for Dravet
syndrome but are not typical which is confirmed with the
genetic test that shows the mutation of SCN2A gene that
is responsible for atypical Dravet syndrome.

The SCN2A gene is located on chromosome 2 and
encodes a sodium membrane channel Na (v)1.2. which
is important for initializing and transmitting of neural
signals. SCN2A is expressed in myelinized nerve fibres in
the early development and later in nonmyelinized nerve
axons. Pathogenic variants of this gene is associated with
Developmental and epileptic encephalopathy 11, episodic
ataxia type 9, and with seizures, benign, familiar, infantile,
type 3.Mutations in SCN2A gene mostly affected the
early developmental period but some are find as reasons
for neurological diseases with late onset or combination
of both.
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The variant ¢.5645G>C,p.(Arg1882Pro) in exon 28 of
SCN2A gene is a missense variant which at the protein
level 1882 causes the replacement of the amino acid
arginin with prolin. This amino acid replacement
was previously described in the literature as a de novo
mutation in heterozygote form in patients with severe
epilepsy with congenital disability.

Direct DNA sequencing confirmed the detected variant
¢.5645G>C in SCN2A gene in our patient but didn’t show
its presence in parents which sugges de novo mutation.

Additionally the mutation in CRYGD gene is detected in
our patient and her parents too. This gene is responsible
for few types of cataract.

By the age of 12 Months seizure control is achieved
with the combination of Levotirecitam and Valproic
acid. Some motoric improvement is also achieved with
physical therapy.

CONCLUSION

Dravet syndrome is a developmental and epileptic
encephalopathy (DEE). Early diagnosis and early treatment
is essential for the positive outcome. Multidisciplinary
access plays a big role in the treatment. That’s why every
patient with prolonged seizures associated with fever or
not, which onset is in the first year of age should be tested
for Dravet syndrome.

There is no cure for Dravet syndrome. Seizures control
with two or more antiepileptic drugs and prolongation
of developmental disabilities are the main goals for the
treatment
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informed of the editorial board’s decision.

Articles to be published in Medicus will be peer-reviewed.
The editorial board will take into account the reviewer’s
comments and may then promt the author for changes or
further work.
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Numri i fageve (pérfshiré tabelat dhe/ose figurat/
ilustrimet) varet nga lloji i artikullit:

punim origjinal hulumtues -deri nel2 fage dhe jo mé
shumé se 6 tabela dhe/ose grafikone/fotografi;

punim profesional ose punim revyal - deri ne 8 fage dhe
jo mé shumé se 4 tabela dhe/ose figura/imazhe;

prezantim rasti apo kumtesé e shkurtér - deri 6 fage dhe
maksimum 3 tabela dhe/ose figura/imazhe.

Letér redaksisé - deri 2 fage

Sé bashku me doréshkrimin, dorézoni njé fage me
titullin e artikullit; emrin/at e autorit/ve, duke pérfshiré
emrin me jo mé shumé se dy tituj shkencor; emrin e
departamentit dhe institucionit né té cilin éshté héré
punimi; institucioni ku punon ( pér secilin autor); si dhe
emri dhe adresa e autorit té cilit do ti adresohen kérkesat
nga ana e Redaksisé (shihni Informacionet plotésuese pér
autorét)

Abstrakti duhet te jete me jo mé shumé se 250 fjalé.
Duhet té konsistojé né katér paragrafé, i klasifikuar né
Hyrje, Metodat, Rezultatet dhe Diskutimi (Pérfundimet).
Ato duhet té pérshkruhen shkurt, respektivisht, problem
genésor i studimit, se si éshté kryer studimi, rezultatet e
fituara, dhe perfundimi.

Tabelat, figurat dhe legjendat (shihni Informacionet
plotésuese pér autorét)

Fjalét kyqge -Tri deri pesé flaje apo fraza te shkurtéra
duhet t'i shtohen pjesés sé fundme té fages sé abstraktit.

Citatet e referencave né tekst duhet fillimisht té jené nga
revistat e indeksuara né PubMed. Stili i referencave gé
kérkohet nga Medicus éshté i formatit Vancouver (shihni
Informacionet plotésuese pér autorét).

Shkurtimet (akronimet) pérdoren pér njésité matése,
kurse né raste tjera kur pérmendet pér heré té paré, ai
duhet té jeté i sqaruar me fjalén bazé bashkangjitur.

Pér té gjitha barnat duhet té pérdoren emrat gjenerik
ndérkombétar. Nése né hulumtim jané té pérdorura
brendet e patentuara, pérfshini emrin e brendit né kllapa
né paragrafin e Metodave.

Doréshkrimi i dérguar tek botuesi duhet té shénohet nga
autorét , nése jané né seksionin e “punimeve origjinale
shkencore” apo né pjeset tjera pérmbajtesore té revistés.

Autorét marrin dy kopje té botimit pérkatés.

Information for authors

The number of pages (including tables and/or figures/
illustrations) is dependent upon the type of the article:

original research paper - up to 12 pages and no more
than 6 tables and / or graphs / pictures;

professional or review paper - up to 8 pages and no more
than 4 tables and / or figures / images;

case report or brief communication - up to 6 pages and
a maximum of 3 tables and / or figures/images.

Leter up to 2 pages

With the manuscript, provide a page giving the title of
the paper; the name(s) of the author(s), including the
first name(s) and no more than two graduate degrees;
the name of the department and institution in which
the work was done; the institutional affiliation of each
author; and the name and address of the author to whom
reprint requests should be addressed. (see Additional
Information for Authors)

Provide an abstract of not more than 250 words. It should
consist of four paragraphs, labeled Backround, Methods,
Results and Conclusions. They should briefly describe,
respectively, the problem being in the study, how the
study was performed, the salient results, and what the
authors conclude from the results.

Tables, figures and legends (see Additional Information
for Authors)

Three to five key words or short phrases should be added
to the bottom of the abstract page.

Quotations of references in the text should primarily be
fromjournalsindexed in PubMed which have proven their
significance. The style of references required by Medicus
is the Vancouver format (see Additional Information for
Authors).

Except for units of measurement, abbreviations are
discouraged. The first time an abbreviation appears it
should be preceded by the words for which it stands.

The international generic names should be used for all
drugs. When proprietary brands are used in research,
include the brand name in parentheses in the Methods
section.

All manuscript sent to the editor should be noted by the
authors whether they are meant for the “original research
papers” section or the rest of the journal’s content.

The authors receive two copies of the relevant issue.
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Informacione plotésuese pér autorét

I. Fagja e paré - ballina: Duhet té pérmbajé: (a) titullin e punimit,
té shkurtér, por informativ; (b) emri, inicialet e emrit té mesém dhe
mbiemrit té secilit autor; (c) institucioni; (d) emri i departamentit
qé i atribuohet punés shkencore; (e) emri dhe adresa e autorit pér
t'iu pérgjigjur né lidhje me doréshkrimin; (f) burimi/pérkrahja né
formé té granteve, paisjeve, barnave dhe né pérgjithési.

II. Fagja e dyté - abstrakti dhe fjalét kyge: Abstrakti duhet
té shkruhet me maksimum prej 150 fjalésh pér abstraktet e
pastrukturuara, dhe me 250 fjalé pér abstraktet e strukturuara
(pjesét pérmbajtésore: objekti/ete studimit ose hulumtimit,
procedurat bazé, sic éshté pérzgjedhja e subjekteve apo kafshét
laboratorike, metodat vrojtuese dhe analitike, pastaj, rezultatet/
gjetjet pérfundimtare (té dhénat dhe réndésia e tyre statistikore,
nése éshté e mundur), dhe konkluzionet kryesore. Vini theksin
mbi aspektet e reja dhe té réndésishme té studimit apo vrojtimit.
Nén abstraktin indentifikoni dhe shkruani fjalét kyqe: 3-5 fjalé
apo fraza té shkurtéra qé do té ndihmojné né paisjen me tregues
té punimit dhe publikimit té abstraktit. Pérdorni terme nga lista
e Index Medikus pér Néntituj Mjekésor (Medical Sub-Headings
[MeSH]); nése nuk ka term té pérshtatshém né MeSH pér disa terme
té reja, mund té pérdorni termet e dhéna.

III. Fagja e treté dhe té tjerat - teksti i ploté i artikullit: Teksti
i ploté I artikujve hulumtues ose vrojtues normalisht, por jo
domosdoshmérisht, duhet té jeté i ndaré né paragraf me kéta
néntituj: hyrja, metodat dhe materialet, rezultatet dhe diskutimi.

1. Hyrja: Krijoni njé kontekst apo prapavijé(trualli) té studimit (qé
né fakt éshté natyra e problemit dhe réndésia e tij). Pér té béré
kété duhet té béni njé hulumtim té literaturés - duke kérkuar,
gjetur dhe lexuar punimet pérkatése, qé duhet té jené si referencé
né doréshkrimin tuaj. Sqaroni hipotezat tuaja dhe planifikoni t’i
testoni ato, si dhe pérshkruani géllimet tuaja. Kini géndrim té
qarté se cka prisni té gjeni dhe arsyet qé ju udhéhogén tek hipotezat
qé keni krijuar. Objekti i hulumtimit mé sé shpeshti fokusohet kur
parashtrohet si pyetje. Mos pérfshini té dhéna apo rezultate nga
puna qé do té raportohet.

2. Metodat & Materialet: Ky paragraf duhet té pérfshijé até
informacion qé ishte né dispozicion né kohén qé plani apo
protokoli i studimit po shkruhej. Té gjitha informacionet e marra
gjaté studimit i takojné paragrafit té Rezultateve.

Pérshkruani pérzgjedhjen tuaj té pjesémarrésve sé vrojtimit
ose eksperimentit (pacientét ose kafshét laboratorike, pérfshiré
kontrollat) qarté, duke pérfshiré kriteret e pérshtatshme (inkluzive)
dhe pérjashtuese (ekskluzive).

Parimi udhéheqés duhet té jeté i garté se si dhe pse studimi
éshté béré né njé ményré té caktuar. Jepni detaje té mjaftueshme
pér metodat, mjetet dhe materialet (jepni emrin dhe adresén
e prodhuesit né kllapa), dhe procedurat pér té lejuar té tjerét té
kuptojné dhe riprodhojné rezultatet tuaja.

Nése njé metodé e caktuar qé éshté pérdorur éshté e njohur, atéheré
nuk éshté e nevojshme té jepet pérshkrim komplet i saj. Mund ti
referoheni punimit né té cilin sé pari heré éshté pérshkruar dhe té
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Additional Information for Authors

I. First page - front page: It should contain: (a) title of paper, a
short, but informative; (b) the first name, initials of middle name
and last name of each author; (c) the institution; (d) the name of the
department that is attributable to the scientific work; (e) the name
and address of the author with whom to correspond about the
manuscript (f) source/support in the form of grants, equipment,
drugs, or all.

II. Second page - abstract and keywords: The abstract should be
written with a maximum of 150 words for unstructured abstracts
and 250 words for structured abstracts (containing parts:
objective(s) of study or research, basic procedures, such as selection
of subjects or laboratory animals, observational and analytical
methods, then, the main findings/results (data and their statistical
significance, if possible), and the main conclusions. Emphasize the
new and important aspects of the study or observation.

Below the abstract identify and write the keywords: 35 words or
short phrases that will assist in indexing the paper and publication
of the abstract.

Use terms from the list of Index Medicus for Medical Sub-Headings
(MeSH); if there is no appropriate MeSH term for some newly
introduced terms, we can use the given terms.

II1. Third and further pages - full text of the article: The full text
of research or observational articles should normally be, but not
necessarily, divided into sections with the following headings:
introduction, material and methods, results and discussion.

1. Introduction: Provide a context or background for the study
(that is, the nature of the problem and its significance). To do this
you must complete a literature review - searching for, finding
and reading relevant papers, which must be referenced in your
manuscript. Explain your hypotheses and the plan to test them,
and describe your aims. Clearly state what you expect to find and
the reasoning that led you to the hypotheses that you have made.
The research objective is often more sharply focused when stated
as a question. Do not include data or conclusions from the work
being reported.

2. Methods & Material: This section should include only
information that was available at the time the plan or protocol for
the study was being written. All information obtained during the
study belongs in the Results section.

Describe your selection of the observational or experimental
participants (patients or laboratory animals, including controls)
clearly, including eligibility and exclusion criteria.The guiding
principle should be clarity about how and why a study was done in
a particular way.

Give sufficient details of the methods, apparatus and materials
(give the manufacturer’s name and address in parentheses), and
procedures to allow others to understand and reproduce your
results.

If a particular method used is well known then there is no need
to give a complete description. You can reference the paper in
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pérmendni ndonjé modifikim/ndryshim qé keni béré. Jepni arsyet
pér pérdorimin e tyre dhe vlerésoni kufizimet e tyre. Né fund,
pérshkruani se si i keni analizuar té dhénat tuaja, duke pérfshiré
metodat statistikore dhe pakon programore qé keni pérdorur.

Autorét e doréshkrimeve té rishqyrtuara duhet té pérfshijné
njé paragraf gé pérshkruajné metodat qé kané pérdorur pér
lokalizimin, pérzgjedhjen, ekstrahimin dhe sintetizimin e té
dhénave. Pérdorni formén joveprore té foljes, né vetén e treté, kur
dokumentoni metodat, gjé qé do té fokusonte vémendjen e lexuesit
tek puna qé éshté béré e jo tek hulumtuesi (P.sh. Jané marré, jané
realizuar, jané prezantuar etj.)

2. a) Statistikat: Pérshkruani metodat statistikore me detaje
té mjaftueshme pér t'ia mundésuar njé lexuesi me njohje né até
fushé t'i qaset té dhénave origjinale pér té verifikuar rezultatet e
raportuara. Kur éshté e mundur, pércaktoni sasiné e zbulimeve
dhe prezantoni ato me indikatoré pérkatés té gabimeve né
matje apo pasiguri (si¢ jané inter-valet e besueshmérisé). Evitoni
mbéshtetjen vetém né testet statistikore té hipotezave, sic jané
vlerat p, qé déshtojné té transmetojné informacion té réndésishém
mbi madhésiné e efektit. Jepni detaje rreth pérzgjedhjes sé rasteve
(randomizimi) dhe pérshkruani metodat dhe sukseset e vro-jtimit
gjaté realizimit té studimeve té verbuara. Definoni termet
statis-tikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

3. Rezultatet: Ky paragraf duhet t'i béjé gjetjet tuaja té garta.
Prezantoni rezultatet tuaja né rend logjik né tekst, tabela dhe
ilustrime, duke dhéné sé pari rezultatet kryesore ose mé té
réndésishme. Mos i pérsérisni té gjitha té dhénat né tabela apo
ilustrime, né tekst. Nénvizoni ose pérm-bledhni shkurtimisht
vetém vrojtimet mé té réndésishme.

Kur té dhénat pérmblidhen né paragrafin e Rezultateve, jepni
rezultate numerike jo vetém si derivate (pér shembull, pérqgindja)
por gjithashtu si numra absolut nga té cilét derivatet jané
llogaritur, dhe specifikoni metodat statistikore qé jané pérdorur
pér t'i analizuar ato.

Kufizoni tabelat dhe figurat né aq sa jané té nevojshme pér té
sqaruar argumentin e punimit dhe pér té vlerésuar té dhénat
ndihmése. Duke pérdorur grafikonet pér té reprezentuar té
dhénat tuaja si alternativé e tabelave, do té rrisé kuptueshmériné
e lexuesit. Mos i dyfishoni té dhénat né grafikone dhe tabela. Duhet
té jeni té qarté se cili lloj i grafikoneve éshté i pérshtatshém pér
informacionet tuaja. Pér shembull, pér té reprezentuar korelimin
mes dy ndryshoreve, preferohet grafiku vijézor, krahasuar me
grafikun rrethor apo né formé shtyllash.

Sa i pérket té gjitha paragrafeve, qartésia dhe té génit i thukté
éshté kyce. Mos prezantoni té njéjtat té dhéna mé shumé se njé
heré. Kufizojeni veten né té dhénat gé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-hilitetit (p) dhe té tregoni
se éshté shprehés (sinjig né nivelin gé ju po testoni. Varésisht nga
analizat e pérdorura, gjithashtu mund té jeté e réndésishme té jepni
intervalet e besueshmérisé sé rezultateve (Confidence Interval -

Information for authors

which it was first described and mentioned any modifications
you have made. Give the reasons for using them, and evaluate
their limitations. Finally,, describe how you analysed your data,
including the statistical methods and software package used.

Authors submitting review manuscripts should include a section
describing the methods used for locating, selecting, extracting, and
synthesizing data.

Use the third person passive voice when documenting methods
which would focus the readers’ attention on the work rather than
the investigator.(e.g. Were taken, was performed, were presented
itd.)

2. a) Statistics: Describe statistical methods with enough detail to
enable a knowledgeable reader with access to the original data to
verify the reported results. When possible, quantify findings and
present them with appropriate indicators of measurement error or
uncertainty (such as confidence intervals). Avoid relying solely on
statistical hypothesis testing, such as p values, which fail to convey
important information about effect size. Give details about the ran-
domization and describe the methods and success of observations
while using blinded trials. Define statistical terms, abbreviations,
and most symbols. Specify the computer software used.

3. Results: This section should make your findings clear. Present
your results in logical sequence in the text, tables, and illustrations,
giving the main or most important findings first. Do not repeat all
the data in the tables or illustrations in the text. Emphasize or
summarize only the most important observations.

When data are summarized in the Results section, give numeric
results not only as derivatives (for example, percentages) but also as
the absolute numbers from which the derivatives were calculated,
and specify the statistical methods used to analyze them.

Restrict tables and figures to those needed to explain the argument
of the paper and to assess supporting data. Using graphs to
represent your data as an alternative to tables will improve the
reader’s understanding. Do not duplicate data in graphs and
tables. You need to be clear what type of graphs is suitable for your
information. For example, to represent the correlation between
two variables, a line graph is preferred to a pie chart or a bar chart.

As with all sections, clarity and conciseness is vital. Don’t present
the same data more than once. Restrict yourself to the data that
helps to address your hypotheses. This is important whether
the data supports or disproves them. If you have carried out a
statistical analysis, you should give the probability (P) value and
state it is significant at the level you are testing. Depending on
the analysis used, it may also be important to give the confidence
intervals of the results, or the statistical parameters such as the
odds ratios. Provide a caption for each figure making the gen-eral
meaning clear without reference to the main text, but don’t discuss
the results. Let the readers decide for themselves what they think
of the data. Your chance to say what you think comes next, in the
discussion.

3. Tables: Each table should be inserted at the point of the text
where they have to be placed logically, typed by the same rules
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CI), ose parametrat statistikoré si proporcionet e rastit (odds ratio).
Béni pérshkrimin tek secila figuré duke béré té qarté domethénien
e pérgjithshme pa referencé né tekstin kryesoré, por mos diskutoni
rezultatet né té. Léreni lexuesin té vendosé veté se ¢faré men-don
pér té dhénat. Mundésia juaj pér té théné se cfaré mendoni, éshté
né vazhdim, tek diskutimi.

3. Tabelat: Secila tabelé duhet té vendoset né vendin e tekstit ku
duhet té vihet logjikisht, e plotésuar me té njéjtat rregulla sikur
teksti i ploté. Mos i dérgoni tabelat si fotografi. Secila tabelé duhet
té citohet né tekst. Tabelat duhet té jené me numra ashtu qé té
jené né koordinim me refer-encat e cituara né tekst. Shkruani njé
pérshkrim té shkurté té tabelés nén titullin. Cdo sqarim shtesé,
legjendé ose sqarim i shkurtesave jostan~darde, duhet té vendoset
menjéheré poshté tabelés.

4. Diskutimi: Ky paragraf éshté pjesa ku ju mund té interpretoni
té dhé-nat tuaja dhe té diskutoni duke ballafaquar dhe krahasuar
gjetjet tuaja me ato té hulumtuesve té méparshém. Rishikoni
referencat e literaturés dhe shihni nése mund té pérfundoni se si
té dhénat tuaja pérkojné me até qé keni gjetur.

Ju gjithashtu duhet té llogarisni rezultatet, duke u fokusuar né
mekaniz-mat né prapavij té vrojtimit. Diskutoni nése rezultatet
tuaja mbéshtesin hipotezat tuaja origjinale. Gjetjet negative jané
aq té réndésishme né zhvillimin e ideve té ardhshme sikur gjetjet
pozitive.

E réndésishme éshté se, nuk ka rezultate té kéqgija. Shkenca nuk
té béjé me té drejtén dhe té gabuarén, por merret me zgjerimin e
njohjeve té reja.

Diskutoni si jané paragitur gabimet né studimin tuaj dhe cfaré
hapa keni ndérmarré pér té minimizuar ato, késhtu duke treguar
se ju ¢cmoni ku-fizimet e punés tuaj dhe fuginé e pérfundimeve
tuaja. Duhet gjithashtu té merrni né konsideraté ndérlikimet e
gjetjeve pér hulumtimet né té ardhmen dhe pér praktikén klinike.
Lidhni pérfundimet me géllimet e studimit, por evitoni géndrimet
dhe pérfundimet e pakualifikuara, qé nuk mbéshteten né ményré
adekuate nga té dhénat. Shmangni prioritetet deklarative apo té
aludoni né punén qé nuk éshté krahasuar.

5. Referencimi: Referencat jané baza mbi té cilén éshté ndértuar
raporti juaj. Shqyrtimi i literaturés dhe leximi i referencave
giithmoné duhet té jeté piké fillestare e projektit tuaj. Ky
paragraf duhet té jeté i sakté dhe té pérfshijé té gjitha burimet e
informacionit qé keni pérdorur.

Né formatin “ Vancouver” , referencat numérohen njé nga njé, sikur
qé shfagen né tekst dhe identifikohen me numra né bibliografi..

Njé punim mund té keté mé sé shumti njé autor dhe 4 koautor.
Koautori i fundit duhet té jeté mentori ose koautori mé i aféért
me punimin. Pas emrave té autoréve shkruhet titulli i artikullit;
emri i revistés i shkurtuar sipas ményrés sé Index Medicus; viti i
botimit; numri i véllimit; dhe numri i fages sé paré dhe té fundit.

Referencat e librave duhet té jepen sipas emrit té autorit, titullii
librit (mund té citohet edhe titulli i kapitullit para titullit), vendi
i botimit, botuesi dhe viti.
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as for the full text. Do not send tables as photographs. Each table
should be cited in the text.Tables should be numbered so that they
will be in sequence with references cited in the text. Provide a brief
explanation of the table below the title. Any additional explanations,
legends or explanations of non-standard abbreviations, should be
placed immediately below the table.

4. Discussion: This section is where you interpret your data
and discuss how your findings compare with those of previous
researchers. Go over the references of your literature review and
see if you can determine how your data fits with what you have
found.

You also need to account for the results, focusing on the
mechanisms be-hind the observation. Discuss whether or not your
results support your original hypotheses. Negative findings are just
as important to the de-velopment of future ideas as the positive
ones.

Importantly, there are not bad results. Science is not about right or
wrong but about the continuing development of knowledge.

Discuss how errors may have been introduced into your study
and what steps you took to minimise them, thus showing that
you appreciate the limitations of your work and the strength of
your conclusions. You should also consider the implications of
the findings for future research and for clinical practice. Link
the conclusions with the goals of the study but avoid unqualified
statements and conclusions not adequately supported by the data.
Avoid claiming priority or alluding to work that has not been
compared.

5. Referencing: The references are the foundation on which your
report is built. Literature searches and reading of references
should always be the starting point of your project. This section
must be accurate and in~clude all the sources of information you
used.

In the Vancouver format, references are numbered consecutively
as they appear in the text and are identified in the bibliography by
numerals.

One article can have one author and 4 co-author. Last co-author
is the mentor of the article or closest co-author of the paper.”
The authors’ namer are fol-lowed by the title of the article; the
title of the journal abbreviated ac-cording to the style of Index
Medicus; the year of publication; the volume number; and the
first and last page numbers.

References to books should give the names of any editors, place
of publication, editor, and year.

In the text, reference numbers are given in superscript. Notice
that issue number is omitted if there is continuous pagination
through-out a volume, there is space between volume number and
page numbers, page numbers are in elided form (51-4 rather than
51-54) and the name of journal or book is in italics.The following is
a sample reference:
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Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
¢éshtja e numrave neglizhohet nése ka numértim té vazhdueshém
pérgjaté gjithé véllimit, ka hapésiré mes numrit té véllimit dhe
numrit té fages, numrat e fageve jané né kété formé: 51-4 né vend té
51-54, dhe emri i revistés ose librit éshté né italic. Né vazhdim éshté
njé shembull i referencés:

Artikujt e revistave:

1. Lahita R, Kluger J, Drayer DE, Koffler D, Reidenberg MM. Antibod-
ies to nuclear antigens in patients treated with procainamide or
acetylpro-cainamide. N Engl ] Med 1979;301:1382-5.

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
riesin developing countries. BMJ 2002;324: 1139.

3. Murray C, Lopez A. Alternative projections of mortality and dis-
ability by cause 1990-2020: global burden of disease study. Lan-
cet 1997;349: 1498-504.

Librat dhe tekste tjera:

4. Colson JH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.
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