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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
o 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
4 pérkatésia e besimit, e nacionalitetit, e racés, e politikés, apo pérkatésia
5 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
P' nderin tim personal.

X The Oath of Hippocrates

Upon having conferred on me the high calling of physician and

ﬁ; entering medical practice, I do solemnly pledge myself to consecrate
.3 my life to the service of humanity. I will give my teachers the respect
s and gratitude which is their due. I will practice my profession with

i 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. [ 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.

[ 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 I will not use my medical knowledge
contrcy"y to the laws of humanity. I make these :
prormses Solemnly, freely and upon my honor
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RRJEDHA AKTUALE NE SITEMIN
SHENDETESOR TE RM

Pollozhani A.

Universiteti Néné Tereza -Skopje

Sistemi shéndetésor i Republikés sé Magedonisé tani me
njé kohé té gjaté po kalon né faza té véshtira. Pérkundér
premtimeve dhe disa pérpjekjeve pér pérmirésimin e
tij né vitet e kaluara , i njéjti vazhdon té mos ngritet né
nivelin e pritjeve té pacientéve .

Mungesa e mjeteve finaciare pér intitucionet e
shéndetésore ,distribuimi joadekuat dhe joracional i
resurseve teknologjike dhe humane si pér nga niveli i
shérbimeve poashtu edhe nga aspekti rajonal , politizimi
i skajshém i pércjellé me masa populiste né ¢do nivel té
shérbimeve shéndetésore jané disa nga vecorité gé po
evidentohen njé kohé té gjaté.

Pérkegesimi i disa idikatoréve shéndetésoré né vitet
e fundit jo vetém qé e vértetojné kété por nxjerrin né
pah edhe pasojat e njé gjendje té tillé. Késhtu mund
té pérmendet rritja e shkalles sé vdekshmérisé sé
nénave gjaté lindjes( sado qé ajo nuk paraget trend té
stabilizuar negativ), shtimi i incidenceés sé inferkcioneve
intrahospilaliere, rritja e incidences sé vdekshmérisé nga
sémundjet kardiovaskulare dhe né vecanti té insulteve
cerebrale, rishfagja e disa sémundjeve té konsideruara si
té zhdukura nga kéto hapsira etj.

Eshté e réndésishme té pérmenden edhe disa dukuri
tjera qé poashtu , fatkeqésisht,dominuan kéto rrjedha
kohét e fundit dhe e shtuan pérceptimin negative pér
cilésiné e sitemit toné shéndetésor. Né kété kontekst
mund té pérmendim teknokratizimin dhe reduktimin
deri né formalitet té kompetencave té mjekut amé(mjeku
i familjes) i pércjellé edhe me pagartési té pérgjegjésive
né nivelet pérkatése té shérbimit shéndetésor, listat
e gjata té pritjes , niveli i ulét i pagave pér punétoré
shéndetésoré dhe né vecanti pér mjekét e rij , mungesé
e sistemit, motivimit dhe konceptit pér specializimin
e tyre. Njéherit disa studime flasin pér crregullimin
e raporteve né mes punétoréve shéndetésore dhe té
kétyre sé bashku me pacientét, gé po rezulton me njé
besueshsméri té ulét pacient- punétor shéndetésor,etj.
Mbi té gjitha shqetésojné rrjedhat e largimin e kuadrave
cilésor shéndetésor jasht vendit me pasojé dobésimi
deri né shprazje té segmenteve té caktuara té sitemit

CURRENT SITUATION OF THE HEALTHCARE
SYSTEM OF THE REPUBLIC OF MACEDONIA

Pollozhani A.
Mother Teresa University -Skopje

The healthcare system of the Republic of Macedonia for
an extended period of time passes through a difficult
stages. Despite the pledges made and a number of efforts
undertaken for the improvement of the healthcare
delivery in the past years, it has not risen up to the level
in order to meet the patients’ expectations.

The lack of finances for the healthcare institutions,
the inadequate and irrational allocation of the human
and technology resources, extreme politicization and
populism in every level of the healthcare services are
some of the features prevalent for a lengthy period of
time.

Worsening of some health indicators in the last years are
a proof, and at the same time reveal the consequences
of this trend. Thus, we can mention the increased
mortality rate of mothers during childbirth (which does
not represent a stabilized negative trend), the increased
incidence of the intra-hospital infections, increased
mortality rate of cardiovascular and cerebrovascular
diseases, as well as the reappearance of diseases that are
thought to be eradicated in our region.

Moreover, it is important to mention a few other
occurrences as well, that unfortunately have dominated
the recent period and have raised the negative perception
as far as the quality of the healthcare system is concerned.
In this context the following could be mentioned: the
technocratization and reduction of the primary health
care providers’ (family doctors), competences up to a
formality, furthermore, accompanied with uncertainties
for the duties and responsibilities for the given level of
healthcare service; long waiting lists; low salaries of
healthcare providers, especially young doctors facing lack
of proper system with clear concept for their specialty
training, rendering them less motivated. At the same
time, some studies show disrupted rapports between
healthcare providers, as well as between doctors and
patients, resulting in a reduced patients’ confidence in
healthcare providers. Moreover, the migration of highly
educated and skilled healthcare personnel abroad is the
most worrisome matter, up to an extent of completely
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tone shéndetésor. Té gjitha kéto konstatime mund té
ilustrohen me té dhéna té shumta qé po publikohen né
ményré periodike nga instituticonet pérkatése vendore
dhe ndérkombétare si dhe nga shogata dhe grupe té
interest qé pércjellin kété rrjedha.

Shtrohet detyre imediate e organeve pérgjegjése politike
dhe profesionale ,pérbérés té sitemit shéndetésor té
Republijkés sé Magedonise, qé té ndérmarin masat e
duhura né drejtim té ndérprerjes té kétyre rrejedhave
negative duke pregaqditur bazén pér pérmirésimin
gradual afatmeslm dhe afatgjaté té tyre.
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emptying certain segments of the healthcare system.
All of the above-mentioned can be illustrated with many
data published periodically by national and international
institutions, as well as societies and other groups of
interest in this matter.

Therefore, an immediate action is required from the
responsible political and professional healthcare
authorities of our country, for needed measures to be
undertaken in order to cease these negative trends, while
enabling a sound ground for a long-term improvement.
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CLINICAL AND DIAGNOSTIC IMPACT

PREVALENCA E INFEKSIONIT ME HPV DHE GJENOTIPET TE GRATE”ME
REZULTATE NORMALE DHE JONORMALE CITOLOGJIKE NE KOSOVE:
RENDESIA DIAGNOSTIKE DHE KLINIKE

Zejnullahu A.Vj.!, Zejnullahu A.V.!, Kerveshi-Sylejmani A.2, Rexhepi Sh.!, Panov S.5*
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ABSTRACT

The aim of this study was to evaluate the rate of the HPV infection and genotypes among women with normal and
abnormal cytological results, and its correlation according to the severity of the lesions.

Methods: Cervical samples from 214 women (median age 45.28 years; range 20-65) from the Outpatient Clinic
in University Clinical Center in Kosovo were tested for HPV-DNA after performing a conventional Pap smear.
Among them, a 100 women had a normal cytology ( NC), 45 cases were ASC-US, 37 LSIL, with 7 cases with ASC-H,
15 cases with HSIL and 10 cases with squamous cervical cancer.HPV detection and genotyping were performed by
PCR, using MY 09/MY1lprimers with subsequent genotyping by restriction-fragment length polymorphism (RFLP)
analyses using a combination of 3 endonucleases.

Results: HPV infections were detected in 109 cases (50.93%)out of 214 samples,a 100(46.73%) were with normal
cytology (NC) and 114 cases showed some type of cytological abnormalities: 45(21.03%) ASC-US; 37(17.29%) LSIL,;
7(3.27%) ASC-H; 15(7.01%) HSIL and 10(4.67%) werediagnosed with cervical cancer.

The rate of HPV positivity was dependent on the severity of the cervical lesions (62.22% for ASC-US; 85.71% for
ASC-H; 86.49% for LSIL; 93.33% for HSIL and 100 % for cervical cancer.

Multiple HPV infections did not correlate directly with the severity of the cervical lesions because in 44%, 72%,
71% and 80 % of samples with ASC-US, LSIL, ASC-H, and HSIL/CC respectively, only a single HPV type was found.
Multiple HPV infections with more than two genotypes were found in 18/109 patient samples or 8.41%.

The most prevalent genotype found was HPV 53 (26.77%). HPV 16 was second most prevalent type(22.83%) followed
by the third most common type 31(14.96%)

Conclusions: The most common type detected was HPV 53 followed by HPV 16 and 31.This study, for the first time,
provides insights regarding the HPV prevalence and genotypes in our country and based on the epidemiological
profile of HPV genotypes in this region, these results might prove auxiliary in establishing a platform for cervical
cancer screening as well as prevention strategies in the future.

Keywords: Human papillomavirus, polymerase chain reaction; cervical intraepithelial neoplasia; polymerase
chain reaction.

BACKGROUND

Cervical cancer is the fourth most common causeof more than 527,000 new cases diagnosed in 2012 (I-
cancer-related deaths among women worldwide with 2). According to a 2014 annual report, of the National
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Institute of Public Health of Kosovo, 67 (2.0%) new cases
of cervical cancer were diagnosed in 2014 in Kosovo.

Globally, the causal relationship between the cervical
precursor lesions, cervical cancer and HPV infection
has already beenestablished in several epidemiological
studies (3, 4). To date, beyond 200 papillomaviruses
have been isolated and sequenced, with more than a 150
human papillomaviruses included (5). However, the most
important species are considered to be the o9 and a7,
based on the carcinogenic potential of the types included
in those species (a-9 with HPVs 16,35,31,52,67,33,58
and o7 with HPVs 18,68,39,70,85,59,4597) (6). Risk
of progression from precursor lesions to cervical
cancer is decidedly related to HPV genotype (7,8) and
persistent infection (9, 10). There are some data that
HPV-16 has a longer persistence compared to other
types(11). Furthermore,HPV prevalence and geographical
distribution of the oncogenic genotypes differs among
continents, regions and studied population,probably
because of different prevalence of risk factors for
HPV infection, different detection rates and screening
possibilities (12, 13).Worldwide reports suggest that HPV
prevalence ranged from 11.20 % for South America up to
25.60% for North America. Remarkably, HPV prevalence
was reported to be 43.5% for East European countries and
25.3% for East African countries (14)

Published results regarding the association between the
grade of lesions and multiple HPV infection are noticeably
controversial.In several studies multiple infections
correlated with the progression and the disease severity
(15, 16, 17) while in other studies no association between
the grade of lesion and multiple infection were reported
(18,19).

A different distribution of HPV genotypes in the studied
populations is a crucial determinant in choosing a
screening test compatible to local HPV genotypes and
should also be incorporated into vaccination strategies
and programs.

The aim of the present study was to examine HPV
prevalence, genotype distribution and their correlation
with normal and abnormal cytology results in Pristina,
Kosovo.

METHODS

Study subjects and data collection

This prospective case-control study was conducted in
University Clinical Center in Pristina Clinic for Obstetrics
and Gynecology in Outpatient Clinic, on women who
were screened for cervical cancer and took place between
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September 2015 and September 2016.A total of 214 women
were included in the study after the fulfillment of the
inclusion and exclusion criteria. In order to be eligible,
subjects had to be aged 20-65 years, with normal and
abnormal cytological results, according to the Bethesda
2001 guidelines, sexually active women/previous sexually
active, negative or positive HPV status,witha determined
genotype including mixed infections.Women with a
history of hysterectomy, cold knife conisation or loop
electrosurgical excision procedure (LEEP), within 12
months prior to enrollment, as well as pregnant and
postpartum women were excluded from the study.

An informed consent was acquired from all the
participants enrolled in the study. The study protocol was
approved by the Ethical Review Committee, University
(linical Center of Kosovo with reference number 1/1292/
2016.

A specifically designed anonymous questionnaire, for
demographic and clinical -pathological parameters
like age, parity, abortions, smoking history, hormonal
contraception use or other co-morbidities was filled
out hefore proceeding with the study. A PAP test was
conducted in a conventional manner in all subjects
according to the given research protocol and interpreted
according to the Bethesda 2001 guidelines. Two cervical
specimens from endo- and exo-cervix were obtained from
each subject participating in the study. The first cervical
scrape smear was obtained by cytobrush for cytological
examination and the second one underwent molecular
techniques for HPV DNA detection and genotyping and
was collected with a swab and kept at -20°C until further
processing.

HPV detection and genotyping

Nucleic acids (genomic DNA and total cellular RNA)
were isolated using Trizol reagent from all 214 samples.
Presence or absence identification of the HPV genome
L1 region sequence will be conducted by a polymerase
chain reaction (PCR) on a PCR 9700 thermocycler,
Applied Biosystems,using MY09/MY11 primers and with
a subsequent genotyping using restriction-fragment
length polymorphism (RFLP) analyses with acombination
of 3 endonucleases.

STATISTICAL ANALYSIS

A two-sided Shapiro-Wilk test for the value of age
(expressed in years) in total patient population and
Fisher's exact test was used to evaluate statistical
significance between the lesion grade (N/B, ASC-US,
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ASC-H, LSIL, HSIL, and CC) and HPV infection status in Age distribution

the study. The distribution of the patients according to their age

at the time of the inclusion in this study, as well as the

major statistical parameters related to age, are presented
In this observational, case-controls study, we have jn Table 3 and Graph 2.

examined the data and cervical samples derived from 214
patients. Among them, a hundred patients (46.73%) have Table3. Major statistical parameters related to age

normal cytology results and have served as a control group, and cytological group

RESULTS

while the rest of the 114 cases (53.27%) have some type of Group n o | Mean | Min | Max | ¢p
cytological abnormalities, and were further stratified Age | Age | Age
) Normal 100 | 46.73 | 4140 21 63 10.44
according to the Bethesda-base cytology group. Those ASCUS 5 12103 | 4818 | 20 65 | om
samples with cytological abnormalities included 45 cases LSIL 37 | 1729 | 5035 | 33 65 | 893
(21.03%) with ASC-US, 37 cases (17.29%) with LSIL, 7 cases ASC-H 7 327 | 5357 | 39 64 | 948
(3.27%) with ASC-H, 15 cases (7.01%) with HSIL and 10 cases HSIL 15 701 | 4573 | 32 63 | 933
(4.67%) with Cervical carcinoma (Table 1 and 2, Graph 1). Cglffcrivnig?rlla 10 | a67 | 4580 | 27 65 | 11.42
Table1.  Study structure: control and abnormal All patients | 214 | 100.00 | 45.28 | 20 65 | 1053
cytology patients groups.
Group Total Mean Age (years + SD)
N % 0!
Normal 100 46.73 - B T
Abnormal cytology 114 53.27 o | _ T I T
Total 214 100.00 “ '
Table 2. Distribution of cytological groups of samples £l
according to Bethesda classification -
Group Total 10
N % ;
Normal 100 46.73 Mormal  ASC-US  LSIL ASC-H HSIL  Cervical  All patients
ASC-US 45 21.03 -
LSIL 37 179 Graph 2: Distribution of age among the cytological
ASCH / 3.27 groups of samples.
HISIL 15 701 R
Cervical carcinoma 10 167 Prevalence of HPV infection
All patients 214 100.00 The frequency distribution of the patients according to
N Distribution of eytological findings HPV infection prevalence at the time of the inclusion in
50 this study are presented in Table 4 and Graph 3.
4 Table 4. Prevalence of the HPV infection according to
a0 the cytological group
- ] ] Fisher’s
Group n(gl;:/ive p(I)-Isli)t‘i/ve Total eéasit
10
i B = n| % |n| % | n| % P
Normal ~ ASC-US LsIL ASCH HsIL Cervical Normal 81 [81.00| 19 | 19.00 [ 100 | 46.73 ref.

carcinoma

e . ASC-US 17 | 3778 | 28 | 6222 | 45 | 21.03 | <0.0001
Graph 1: Distribution of cytological groups of samples

according to Bethesda classification: normal LSIL > |1351] 32 | 8649 | 37 | 1729 | <0.0001
cytology (normal), atypical squamous cells of ASC-H 1 (1429| 6 | 871 | 7 | 327 0.001
undetermined significance (ASC-US), low-grade HSIL 1 1667 1419333 [ 151 701 | <0.0001
squamous intraepithelial lesions (LSIL), atypical
squamous cells-cannot exclude HSIL (ASC-H),
high-grade squamous intraepithelial lesions
(HSH_‘)’ squamous cell cervical carcinomas All patients | 105 | 49.07 | 109 | 50.93 | 214 | 100.00 | < 0.0001

(Cervical carcinoma).

Cervical
carcinoma 0 | 0.00| 10 {100.00 | 10 | 4.67 | <0.0001
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The difference between the HPV infection absence or
presence in each of the 5 patients groups with cytological
abnormalities and the reference Normal group (ref.)
were highly significant (p<0.01), as well as among all 6
cytological groups. These calculations were performed
using the Fisher’s exact test.

% Prevalence of HPV infection
100
90
30
70
B0
50
40
30
20
10 l
i

Normal

Cervical
carcinoma

ASC-US LSIL ASC-H HSIL

Graph 3: The difference between the HPV infection
absence or presence in each of the 5patients
groups with cytological abnormalities and the
reference Normal group (p<0.01)

The frequency distribution of the patients according to
the presence of multiple HPV genotypes at the time of the
inclusion in this study are presented in Table 5 and on
Graph 4.

Table 5. Single and multiple HPV infection in all
cytological groups
. HPV Fisher’s
Group HP‘t/ mggle multiple To(t)i%tlil‘}zv exact
P infection P test
n % n % n % P
Normal 19 11900 | 0 | 000 | 19 | 19.00 ref.
ASC-US 20 (4444 | 8 | 1778 | 28 | 6222 | 0.015
LSIL 27 | 7297 | 5 | 1351 | 32 | 8649 | 0.143
ASC-H 5 17143 1 | 1429 | 6 | 8571 | 0.240
HSIL 12 18000 | 2 [1333 | 14 | 9333 | 0.172
Cervical
carcinoma 8 |8000( 2 {2000 10 [100.00|{ 0.111
All
patients 91 4252 | 18 | 841 | 109 | 5093 | 0.146

As presented in the table, the differences between the
presence of single versus multiple HPV infection are
significant only between ASC-US patients group and
the reference Normal cytology (ref.) group (p<0.05). No
significance in the rest of cytological groups was found.

Revisté mjekésore - MEDICUS | 140

IS ISP

0000000000000

o% Prevalence of HPV multiple infection
25

20

Normal ASC-UsS LsSIL ASC-H HSIL Cervical

carcinoma

Graph 4. The differences between the presences of
single versus multiple HPVinfection are
significant only between ASC-US patients
group and the control group (p<0.05)

The distribution of HPV types in the HPV positive patients
is presented in Table 6 and Graph 5

Table 6. The distribution of HPV types in the HPV
positive patients

HPV type n %

6 6 4.72
1 3 2.36
16 29 22.83
31 19 14.96
33 8 6.30
45 6 472
52 3 2.36
53 34 26.77
82 9 709

MM4 10 187

Total 127* 100.00

Histogram - all types

6 11 16 3 33 45 52 53 82 M4
HPV types
B low-risk B high-risk

Graph 5. The distribution of the low and high-risk
types in HPV-positive samples.

It should be noted that, the total number of HPV types is
larger than that of the total number of patients positive
for HPV infection, since some patients have an infection
with multiple HPV types.
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Distribution of HPV types by patients age

m20-25
m26-30

3135
m36-40
w4150

5155
m56-60
m61-65

=

MM4

12

10

8

[}

c Il | Ill “ "I Ill I|I IIIII
6 1 16 3 33 45 52 53 82

HPV types

Graph 6. The differences between the HPV genotypes
distribution in the patients’ age groups were
not statistically significant by Fisher’s exact
test (p>0,05).

Distribution of HPV types by cytological group

m6
12 11
10 16

g m31
B

|

b LI ]
DII III IIIIIIIIII

m33
45
ASC-US LSIL ASC-H HSIL

m52
m53
mg2
mMM4

Cervical
carcinoma

Normal

Cytological group

Graph7. No significant differences between the HPV
genotypes distribution in the investigated
cytological groups were found by Fisher’s
exact test (p>0,05).

DISCUSSION

In the 214 cervical samples analyzed in our study, HPV-
DNA was detected in 109 cases (50.93%), while the
prevalence of single HPV infections was 42.52 %( 91/109).
The most prevalent type was type 53, followed by types 16
and 31, respectively.

HPV testing has already been suggested as a primary
screening tool for cervical cancer as an option to cytology-
based screening and co-testing, since negative hr-HPV
women are at a lower risk for CIN 3 (a lower detection
rate of CIN 3) compared to those with normal Pap test (20)

In our country, a high incidence rate of cervical cancer
(68 new cases of cervical cancer per 100.000 per year) was
associated with high HPV prevalence, estimated up to
50.93% in our study material.

We reported high HPV prevalence of 50.93 % in the present
study, data which are consistent with the findings from

Original scientific paper I

Meloni et al,(21),who reported an overall HPV prevalence
of 52,6 % in a cohort of 650 Italian womenwith cytological
abnormalities.

Our data showed similar results to those reported by
Hwang et al., who found a HPV prevalence of 44.8% in
a cohort of 2.470 patients (22) as well as the data from
Resende et al., who reported a HPV positivity in 87 % of
studied samples (23).

Overall, our results are consistent with the previously
published data, regarding the HPV prevalence which
reported a prevalence of HPV infection in a wide range
from 37, 7% up to 58% (24, 25, 26).

Contrarily, Al Obaid et al., reported a 9.8 % overall
HPV prevalence in Riyadh, Saudi Arabia, which may be
mainly contributed to cultural differences, a different
prevalence of risk factors and HPV exposure as well as a
moreconservative society( 27).

Albeit small, our study sampleisreasonably representative
for HPV prevalence in Kosovo, since all cases and
controls were generated from all cities in Kosovo, with
the University Clinical Center as the only referral center
for cervical cancer screening.

In the present study, HPV-DNA in women with normal
cytological results was detected in 19 % of cases which
is in accordance with previous studies, which reported
HPV prevalence in normal cytological results to be
up to 20 % in Turkey (28),14.4 in Asia( 29) and 14.3 % in
South America( 30). Data from Pista et al., reported HPV
prevalence in normal cytological samples to be up to 16.5
% (31).A meta-analysis of more than 1million women in 5
continents, showed an overall worldwide HPV prevalence
of 11.7 %, and in this case only normal cytological results
were analyzed and included (13).

Two models regarding the age-specific HPV distribution
were found in our study. As demonstrated in several
epidemiological studies, HPV is mostly prevalent in <25
years corresponding with the beginning of sexual life,
fewer usesof barrier methods,more liberal sexual attitudes
in this age etc. In our study, HPV was more prevalent
in age-group 41-50 years which is in accordance with
previous reports, where a second peak of HPV prevalence
was found in age-group 40-55 vears (13). This difference
in age-specific HPV prevalence in mostly explained by a
persistence of the infection rather than newly acquired
infections, host interference with the virus, features of
the viral type, changes in sexual behavior, and hormonal
changes related to a menopausal state (13, 32, 33)
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Age-specific prevalence for high-risk typeswas low in
young age groups (20-30) in our study, probably reflecting
transient nature of infection and immune cell-mediated
viral clearance, but there was increased prevalence for
the age-group 41-50.

In general, high HPV prevalence in our study material
might be partly explained by the high number of
abnormal cytological results (114 out of 214) the sensitive
methods for HPV detection or sample size, but mainly
this high prevalence is attributed to high-risk sexual
behavior, changes of sexual attitudes, increased divorce
rate, and overall significant change of our society from
a more conservative society to a more open one after the
war in Kosovo. Albeit, the beginning of sexual life of the
participants in the study did coincide with the marital
age, where more than 95 % of women reported only one
life-time sexual partner (data not shown), with the higher
prevalence of HPV infection principally explained by
their husbands sexual-behavior, related to the migration
for employment purposes before and after the war
in Kosovo. A significant portion of the results may be
attributed to the presence of foreign missions with vast
national diversity in Kosovo.

Regarding the cytological results and HPV prevalencein
our study, the HPV positivity rate correlated with the
severity of the disease and varied from 62.22 % for ASC-US
up to 86.49 %, 85.71%, 93.33 % and 100 % for LSIL, ASC-H,
HSIL, and Cervical cancer, respectively. Our results are
in accordance with previously reported data on overall
HPV prevalence in invasive cervical cancer, where HPV
prevalence ranged from 86 % and 94 % (34,35) and 100 % in
squamous cervical cancer (36). HPV prevalence increased
in progressive lesions, thus supporting the facts that
persistent infections pose a higher risk for disease
progression continually. Our results are in accordance
with data from Liu et al., where HPV positivity ranged
from 91.2 % for LSIL and 94.4 % for HSIL (37).

The prevalence of multiple infections was low in our study
material, from a total 109 HPV-positive samples only 8.41
% resulted with multiple HPV infections, whereas 42.52%
tested positive for a single type. However, precursor
cervical lesions and cervical cancer were associated with
a higher prevalence of multiple infections, compared
to the normal cytological result, where no multiple-
infection was found. Taking into consideration, the small
sample size, in this study, we could not find a difference
between the presence of single vs multiple infection
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and cytological group, except for the ASC-US group and
the normal/control group (p<0.05) Contrarily, Balbi et
al, deduced that multiple infections have a higher risk
for cervical cancer and high-grade CIN compared to
single HPV infections.(38) About the same data, were
derived from the study conducted by Pista et al, where
a significant correlation was found between the severe
lesions and multiple infection.(17) On the contrary, an
association between the multiple infections and severity
of the lesions was not reported in several studies. (18, 19)

Geographical distribution of HPV genotype shows
significant differences worldwide and is a crucial
determinant in the establishment of vaccination
programs and in the measurement of the efficiency of the
HPV vaccines. Thus, the specific genotype distribution
provides a cornerstone for the HPV-related disease
prevention.

In the present study, HPV 53 was the most prevalent
type and was detected in26.77% of the positive samples,
particularly in the ASC-US and LSIL group, with a
notable age-specific distribution in the age-group 41-50.
Remarkably, those three types were commonly observed
in the LSIL, ASC-US,HSIL and the cervical cancer group.
A similar prevalence of HPV-53 was reportedin several
studies conducted in Italy and Spain, in which HPV-53
was the second most prevalent genotype.(21, 25, 39, 40).

The high prevalence of HPV-53 in our study material and
its role in normal and precursor cervical lesions needs
further clarification through future studies.

Accordingly, with type 31 being the most frequent type
in Europe and Latin America, as referred by the meta-
analysis of more than 1 million women (13), our study
showed a similar genotype-specific distribution of HPV
31. In our study, it appeared as the third most frequent
type (14.96 %) mostly represented in ASC-US, LSIL, HSIL
and cervical cancer group.

The most prevalent types in SCC, in our samples, were
HPV 53 (5 cases), HPV 16 ( 3 cases) and HPV 31 (2 cases).
Meta-analysis from Clifford et al, revealed HPV-16 as
the most prevalent type in ICC presented with 51.0 %,
followed by other carcinogenic types 45,31,33,58 and
52 (12) Importantly, in our samples, those types were
variably represented with type 31, present in ASC-US,
LSIL, HSIL and CC, type 33 was frequent in LSIL, ASC-H,
HSIL and cervical cancer while type 45 was found only in
ASC-US and LSIL group.Type 52 was found only in LSIL



ANy

and ASC-H group. Generally, this might be conditioned by
an under-detection of other types or a local distribution
in our region.

Findings from our study are not consistent with other
published data, where HPV 16 is the most common type
globally with some exception, dependent on the study
area, (41) HPV-16 was observed in 22.83 % of the samples
notably in the age-group 41-50 years and mainly in ASC-
US, ASC-H LSIL, HSIL and cervical cancer group, but
appeared as the second most common type. Moreover,
this data is warranted to be validated in larger cohorts of
patients in future studies.

The observed variability in our results regarding the
HPV specific types detected, might be partially attributed
to the sensitivity of the PCR primer sets and overall
intermediate analytical sensitivity of PG MY09/11 (41, 42,
43) This might be an important source of variable results
among other cofactors in this geographic area.

Results from this study, although provide important
data regarding the HPV prevalence and genotypes, do
not represent the HPV prevalence among the entire
population in Kosovo, mainly due to the small sample size
and such findings cannot be entirely generalized.This is
the potential limitation of the present study. Therefore, a
larger cohort study would further address this topic.

CONCLUSIONS

OurstudyhighlightsahighHPVprevalence, corresponding
with a high incidence rate of cervical cancer in Kosovo.
The most common type was HPV 53 followed by HPV 16
and 31 respectively. This study, for the first time, provides
insights regarding the HPV prevalence and genotypes in
our country, and based on the epidemiological profile of
HPV genotypes in this region; those results might prove
auxiliary in the establishmentof a platform for cervical
cancer screening and prevention strategies in the future.

The high incidence rate of cervical cancer is a sufficient
indicator that there is a great necessity for an organized
cervical cancer screening program to be implemented
on a national level,instead of opportunistic screenings
in Kosovo, since the latter is less effective because of the
low sensitivity of the single Pap smear.Even with the 4552
Pap test performed in 2015, the 67 new cases of cervical
cancer in 2014 and 68 new cases in 2015 are sufficient
indicators of the low cervical cancer screening coverage
within Kosovo.

Original scientific paper I

The results from this study have important scientific
and public health implications. An implementation of
a future vaccination programin our countryshould be
mandatory,even though even with a good vaccination
program, vaccines cannot protect against all carcinogenic
HPVs, knowing which HPVs are more prevalent in Kosovo,
might play a role in prevention strategies through future
next-generation prophylactic, therapeutic and RNA-based
vaccines.

Asin other developing countries, the cost is a determinant
factor, therefore analyses of the best and lowest-costing
screening and prevention strategies are of crucial
importance for the future.

Based on the data from this study, HPV detection and
genotyping is useful for the management of patients with

abnormal Pap smears, particularly for the age group of
41-50 years.

Abbreviations

HPV-Human papillomavirus;
[CC-invasive cervical cancer;
SCC-squamous cervical cancer;
CIN-cervical intraepithelial neoplasia;
PCR-polymerase chain reaction;
HR-high risk;
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ABSTRAKT

Qéllimi i kétij studimi éshté té evaluojé prevalencén e infeksionit me virusin human papillomatoz (HPV) si dhe
gjenotipet te graté me rezultate citologjike normale dhe jonormale si dhe korelimin e kétyre rezultateve me
shkallén e lezionit.

Materiali dhe metodat: Mostrat cervikale nga 214 gra ( mosha mesatare 4528 vjet; prej 20-65) nga Shérbimi
Ambulantor né Qendrén Klinike Universitare té Kosovés jane testuar pér ADN e HPV-sé pas kryerjes sé Pap testit
konvencional. Prej kétij numri, 100 gra kishin citologji normale (CN), 45 raste rezultuan me ASC-US, 37 LSIL, 7
raste me ASC-H, 15 raste me HSIL si dhe 10 raste me karcinomé skuamoze té qafés sé mitrés.

Detektimi i HPV dhe gjenotipizimi jané kryer me PCR, duke pérdorur prajmeret MY 09/MY11 si dhe mé pas éshté
béré gjenotipizimi me analizén restriction-fragment length polymorphism (RFLP) duke pérdorur kombinimin e 3
endonukleazave.

Rezultatet: Infeksioni me HPV u zbulua né 109 raste (50.93%) nga gjithésejt 214 mostra cervikale, 100 raste (46.73%)
rezultuan me citologji normale (CN) dhe 114 raste me abnormalitete citologjike té qafés sé mitrés: 45 (21.03%)
rezultuan me ASC-US; 37(17.29%) LSIL; 7(3.27%) ASC-H; 15(7.01%) HSIL dhe 10 raste (4.67%) u diagnostifikuan me
karcinomé té gafés sé mitrés.

Shkalla e pozitivitetit pér HPV varej nga shkalla e lezionit té qafés sé mitrés (62.22% pér ASC-US; 85.71% pér ASC-H;
86.49% pér LSIL; 93.33% pér HSIL dhe 100 % pér karcinomén e qafés sé mitrés.

Infeksionet multiple me HPV nuk korreluan drejtpérsedrejti me shkallén e lezioneve cervikale sepse né 44%, 72%,
71% dhe 80 % té mostrave respektive me ASC-US, LSIL, ASC-H, dhe HSIL/CC éshté gjetur vetém njé tip i HPV-sé.
Infeksionet multiple me HPV me mé shumé se 2 gjenotipe jané gjetur né 18 nga 109 mostra positive pér HPV té
pacienteve ose 8.41%. Tipi mé prevalent i gjetur éshté tipi HPV-53 (26.77%). Tipi i dyté mé i shpeshté ishte tipi 16
(22.83%) i pércjellur nga tipi i treté mé i shpeshté HPV-31(14.96%).

Konkluzioni: Tipi mé i shpeshté i detektuar rezultoi tipi 53 i pércjellur me tipin HPV-16 dhe 31. Ky studim pér
heré té paré, ofron té dhéna pérsa i pérket prevalencés dhe gjenotipeve té HPV-sé né vendin toné dhe bazuar né
profilin epidemiologjik té gjenotipeve té HPV-sé né kété regjion, kéto rezultate mund té ndihmojné né krijimin e
platformés pér skrining pér karcinomé cervikale ashtu sikurse edhe pér krijimin e strategjive parandaluese né té
ardhmen.
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ABSTRACT

Aim: This study was conducted to assess the impact of non-surgical periodontal therapy and Low-level Laser
Therapy (LLLT) on high-sensitivity C-reactive protein (hs-CRP) and glycosylated haemoglobin (HbAlc) serum levels
in patients with type 2 diabetes mellitus.

Methods: Full-mouth scaling and root planning followed by LLLT on the affected side were applied in 24 patients
with type 2 diabetes (clinical attachment loss > 4mm and at least 50% of teeth affected) and 24 non-diabetic
subjects, both with chronic periodontitis. Gingival index (GI) and probing pocket depth (PPD), as well as hs-CRP and
HbAlc serum levels were evaluated at baseline and at 3-months after periodontal treatment.

Results: At 3-months after periodontal treatment we found significant reduction of GI (1.13+0.45) and PPD (4.19+0.15
mm) scores compared to baseline values in the diabetic patients (p<0.001). Significant decreasing of hs-CRP serum
levels from 0.76+ 0.02 mg/dl at baseline to 0.40+0.04 mg/dl at 3-months after treatment (p<0.001) and reduction
of the HbAIlc levels from 770+0.38 % at baseline to 7.12+0.25% post therapy (p<0.001) were detected in the diabetic
patients.

Conclusions: The clinically successful non-surgical periodontal therapy combined with LLLT tends to reduce hs-
CRP and HbAlc serum levels and improve GI and PPD scores.

Keywords: C-reactive protein, diabetes mellitus type 2, glycosylated haemoglobin, non-surgical periodontal
therapy, periodontitis

INTRODUCTION

One of the most common systematical factors that affect ~diabetes (DM). DM is unequivocally proven as a rather
for initiation and progression of the parodontopathy is important risk factor that causes a metabolic disorder
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characterized by hyperglycemia due to impaired secretion
or activity of insulin.[1] The literature refers to data that
indicate a varying degree of linkage between these two
diseasesinthe populationindifferent parts of the world.[2]
In general, diabetes is said to be found in about 25.6
million people, or 11.3% of the population in the United
States, including people with diagnosed and diagnosed
diabetes.[3]

Therapeutic possibilities in these conditions are limited,
difficult, and the clinical effects are not always successful.
In these special conditions, therapists find themselves
facing a serious dilemma to apply therapeutic modality
in order to reduce inflammatory mediators, to improve
the clinical effect and to correct the heated subjective
symptomatology, followed by an inadequate therapeutic
effect, frequent exacerbations, short remissions And
even more complications.

The usual and conventional procedures are often
insufficient to achieve the desired effect, which is a
problem for the therapist, but also for the patient. But the
literature also presents opposite findings.Namely, non-
surgical periodontal treatment showed an important role
in the periodontal maintenance of the health of patients
with diabetes and chronic parodontopathy.There is a
significant decrease in the percentage of bleeding sites in
the examined groups.[4-5]

Technological advances have opened up new possibilities
in the treatment of this category of patients despite the
usual treatment procedures, in recent years special
emphasis has been given to laser therapy. Low-Intensity
Laser Therapy (LLLT) has been proven as an effective
procedure that allows the reduction of inflammatory
changes in various clinical pathologies.

The use of LLLT has proven to be effective in the
treatment of damaged blood vessels, the impact on
microcirculation, wound healing, [6-7] relief of pain, [8-9]
treatment of fractures reducing inflammation and
reducing swelling. [10- 11]

The aim of this study was to determinate the effect of
full-mouth scaling and root planning together with LLLT
on the systemic inflammatory marker hs-CRP and levels
of HbAlc among a population of type 2 diabetes patients
afflicted with chronic periodontitis, as well as their
influence on improving of the periodontal parameters.

Revisté mjekésore - MEDICUS | 148

IS ISP

0000000000000

MATERIALS AND METHODS
Patients

A total of 48 participants were evaluated from April 2015
to July 2015, at the Department of Periodontology and
Oral Disease of the University Dental Clinical Center of
Kosovo, Prishtina. Twenty four of them, in the age group
of 53+9.34 vyears, suffering from type 2 diabetes and
chronic periodontitis (clinical attachment loss >4 mm and
at least 50% of teeth affected) were taken as test group. All
patients are receiving oral medications to control their
glucose levels, and have diabetes in duration of 7.7+3.15
years in average. The other twenty four participants,
in the age group of 46+8.43 years, were non-diabetic
patients with chronic periodontitis and were taken as
control group. Both groups were recorded for periodontal
parameters: gingival index (GI) and probing pocket depth
(PPD). The entry condition of the presence of at least two
fully functional own teeth (not indicated for extraction)
within at least one sextant, according to the WHO Oral
Health Country/Area Profile Program has been obeyed
in our investigation.[12] Exclusion criteria were using
of systemic antibiotics during the previous 4 months,
pregnancy, smoking, other systemic disease, having
received non-surgical periodontal treatment within the
past 6 months or surgical periodontal treatment within
the past 12 months, using the immune suppressive
medications, or any medication that could interfere in
the periodontium or in response to periodontal therapy
(phenytoin, cyclosporine, calcium channel blockers, etc.).

The study was approved by the Ethics Committee of the
University Dental Clinical Center of Kosovo. Written
consent was obtained from the participating subjects.

Measurements

(Clinical parameters were measured at baseline, prior
to treatment and at 3 months after treatment. GI and
PPD were measured by a single examiner with a PCP
(PCPUNC 156, HU-Friedy, Chicago, IL USA) periodontal
probe at four sites per tooth at all teeth, excluding third
molars, according to Loe and Silness .[13] After baseline
measurements of clinical parameters, all participants
underwent a full-mouth scaling and root planing. Pocket
irrigation was done with 1% chlorexidine gel (three timesin
10 minutes). After that, on the gingival side of the affected
region LLLT was applied (660 nm, 10mW, 8 min/day)
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with contact to gingival, (model: Hager & Werken LASER
HF “confort” V023-17, Duisburg, Germany) for five
consecutive days. 10 ml of venous blood was collected
from each participant at baseline and at 3 months post-
periodontal treatment, and levels of hs-CRP and HbAlc
were measured at the Central Laboratory Department of
the University Clinical Center of Kosovo. The hs-CRP level
was measured by latex turbidometric immunoassay in a
fully automated analyzer (Hitachi 911 Analyser, Hitachi
Medical Corporation, Tokyo, Japan). The reference range
for high-sensitivity C-reactive protein is <3 mg/L.[14] The
HbAlc serum level was measured using EKF Quo-Lab
analyzers (EKF).

Statistical Analysis

Data were analyzed using computer software Statistical
Package for Social Sciences (SPSS) version 20 (Chicago,
IL, USA). Data were expressed as frequency and
percentage, as well as mean and standard deviation.
To clarify the associations and comparisons between
different parameters, Chi-square (y?) test was used as a
nonparametric test. Student’s paired t test was used to
compare different groups. For all statistical evaluations,
a two-tailed probability of value <0.05 was considered
significant.

RESULTS

We found differences in GI scores among diabetic patients
at baseline (2.17+0.48) and at 3 months post-therapy
(1.13+0.45), p<0.001 (Fig. 1). Also, GI score was significantly
higher in the diabetic than in the non-diabetic patients at
baseline (p=0.01) as well as at 3 months after treatment
(p=0.03), Table 1.

Moreover, PPD values was significantly higher in the
diabetic than in the non-diabetic patients at baseline
(p<0.001) as well as at 3 months after treatment (p<0.001),
Table 1.

Table1.  GIand PPD values in diabetic and non-
diabetic patients at baseline and at 3 months
after periodontal treatment.

Patients with DM | Control group
Baseline 2.17+0.48 1.64+0.48
Gl At 3 Months 1.13£0.45 0.79+0.59
p Value <0.001* <0.001*
Baseline 5.13:0.17 4.49+0.28
PPD (mm) | At 3 Months 4.19+0.15 3.61:0.17
p Value <0.001* p<0.001*

Original scientific paper I

The values are presented as arithmetic mean + standard
deviation. Significant changes in GI and PPD between
baseline and 3 months after therapy for both groups are
marked with * for p<0.05. Abbreviations: GI, Gingival
Index; PPD, Probing Pocket Depth; p, level of significance

Gingival index (GI)
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Figure 1. Gingival index values (GI, degree 0-3) in
the patients with diabetes mellitus type 2
at baseline and 3 months after periodontal
therapy

Mean PPD in the diabetic patients was reduced
significantly from baseline (5.13+0.17 mm) to final visit
(4.19£0.15 mm), p<0.001, Fig. 2.
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Figure 2. Probing pocket depth (PPD) values in the
patients with diabetes mellitus type 2 at
baseline and 3 months after periodontal
therapy

Furthermore, we found that scaling and root planing
together with LLLT significantly affect the serum level of
hs-CRP. Thus, hs-CRP levels was reduced from 0.76+0.02
mg/dl at baseline to 0.40+0.04 mg/dl at the final visit
(p<0.001) in the patients with DM (Table 2).
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Table 2. Detected hs-CRP and HbAlc serum levels at
baseline and at 3 months after periodontal
treatment in the patients with type 2 diabetes
and non-diabetic patients.

Patients with DM | Control group

Baseline 0.76=0.02 0.26+0.03
hs-CRP | At 3 Months 0.40+0.04 0.24+0.15
(mg/dl)

p Value <0.001* 0.004(<0.01)

Baseline 77+0.38 5.33+0.26
HbAlc
(%xSD) At 3 Months 712+0.25 5.24:0.37)

p Value <0.001* 0.35

The values are presented as arithmetic mean + standard
deviation. Significant changes in hs-CRP and HbAlc levels
between baseline and 3 months after therapy for both
groups are marked with * for p<0.05. Abbreviations: hs-
CRP, high sensitivity c-reactive protein; DM, diabetes
mellitus; HbAlc, glycosylated haemoglobin; p, level of
significance

Levels of hs-CRP in the diabetic patients were higher than
in the control patients at baseline (p<0.001) and post-
therapy (p<0.001), Table 2. Moreover, the HbAlc level in
the group of patients with DM was significantly decreased
after periodontal treatment (7.12+0.25%), p<0.001 (Table
2). At the control group of patients, the HbAlc level also
decreased after treatment, however the difference did
not reach statistical significance (p=0.35), Table 2.

DISCUSSION

Our study showed that the full-mouth scaling and root
planning of the root surface with additional LLLT for five
days lead to significant decrease of hs-CRP and HbAlc
serum levels among type 2 diabetes patients suffering
from chronic periodontitis (p<0.001). Meanwhile, we
found 2-fold lower mean GI (p<0.001) and 1.2-fold lower
PPD (p<0.001) scores after periodontal therapy as
compared to baseline scores in the patients with type 2
diabetes.

Researchers suggest that LLLT reduces gingival
inflammation, reduces bleeding and contributes to
better therapeutic results when LLLT is applied during
conventional parodontal therapy, compared to classically
applied conservative treatment. [15]

In another study, the efficacy of LLLT in the treatment
of parodontopathy in patients with type 1 and type 2
diabetes has also been demonstrated. The results of
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this study found that LLLT as an additional therapeutic
modality reduces gingival inflammation in patients with
diabetes mellitus type 1 and 2, even in advanced clinical
forms of perodontopathy.[16]

Although previous researchers emphasize the positive
clinical effects of the use of LLLT in addition to the
treatment of periodontal disease, however, Ioannidou
[17] does not support the hypothesis in its meta-analysis
that periodontal treatment can reduce the systemic level
of vs-CRP, and hence And affect the clinical effects of the
disease.

We obtained almost 2-fold lower CRP serum level after
non-surgical periodontal therapy in the diabetic patients
(p<0.001) and one -fold lower among the control group
(p<0.01).

There are researchers who fully support the view that
further LLLT therapy after conservatively administered
treatment can cause a reduction in gingival inflammation
and resultsinbetter clinical effects compared to classically
applied conservative periodontal treatment.[18-19]

Quadri [15] demonstrated better clinical effects of the
investigated parameters in patients with DM: reduced
depth of the periodontal pockets, corrected dental plaque
index and reduced gingival inflammation following
additional laser treatment.

The meta-analysis of the pilot study conducted on 94
individuals and where serum CRP and IL-6 were evaluated
initially, 2 and 6 months after conservative therapy
demonstrated a decrease in serum CRP and IL-6, together
with an evident improvement in all clinical periodontal
Parameters with therapy. [20] Yamazaki [21] did not
receive a significant difference between the serum IL-6
and vs-CRP values before and after therapy. He argues
that this lack of significance can be a consequence of the
various clinical forms of parodontopathy as well as the
different type of inflammation in different patients.

We obtained reduction of HbAlc for 7.5% in the diabetic
patients (P<0.001) and reduction of HbAlc for 1.7% in
the non-diabetic patients (P=0.35), both suffering with
chronic periodontitis, at 3 months after periodontal
treatment.

Researchers emphasize that glycosylated hemoglobin
(HbA) testing is a highly standardized procedure and is
becoming more and more popular due to its economy and
ease of use.

The literature finds a lot of information that associates
periodontal disease with different hemoglobin markers
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in diabetic and non-diabetic patients. But, unfortunately,
there are such where the link is not found.In a study of
Wahi [22] in non-diabetic individuals, no significant
correlation was observed between parodontopathy and
HbAlc levels. Contrary to these findings, it has been
proven that inflammation of the periodontal disease may
affect the control of glycaemia in systemically healthy
subjects.In fact, periodontal therapy has improved the
status of parodontal disease and reduced glycosylated
levels of hemoglobin, which reduces the likelihood of rapid
relapse of the disease at systemic and local levels.[23] The
cause of the positive effects after the taken parodontal
therapy is thought to be changes in systemic monocyte
gene expression, and a decrease in systemic inflammation
and insulin resistance, leading to a reduction in HbAlc
levels.[24] This confirms the positive correlation between
the HbAlc levels and the effects of the conducted non-
surgical periodontal therapy therapy.[25] In contrast,
few studies do not confirm the association between
parodontopathy and glycosylated hemoglobin. These
studies reported that HbAlc levels were not significantly
elevated in patients with chronic parodontopathy. [26-27]
[t is obvious that the controversies on this topic are large
and numerous.

In conclusion, our results support the effectiveness of
the clinically successful non-surgical periodontal therapy
combined with LLLT in the reduction of the circulating
hs-CRP and HbAlc levels, as well as in the improvement
of GI and PPD scores in the patients suffering from type 2
diabetes and chronic periodontitis.
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ABCTPAKT

Iem: OBaa ctymuja Gelile cITpoBefieHa 3a fia ce MPOoIeHN BWjaHNeTO Ha He-XUpypIIKaTa TIepUOIOHTaTHA Teparuja 1
HICKO-HUBO TacepcKa Tepanuja (LLLT) Ha BucoKa uyBcTBUTENHOCT na C-peakTrBeH mpoTterH (hs-CRP) u Ha cepymcKu
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HIBOA Ha MKo3wimpaH xemoriobud (HbAlc) kaj marenTu co tur 2 aujabetec MemuTyc.

MeToau: pasMepyBame Ha IIOJHA yCTa UM KOpeH IjlaHuparhe mpocieneHo co LLLT Ha moromeHara crpaHa Oea
NpUMeHeTu Bo 24 maiyeHTd co aujaberec ThI 2 (KIMHWYKA MPUBP3aHOCT 3aryba > 4 mm u HajMmanky 50% of
rorofieHuTe 3a6m) 1 24 He-nujabeTHyHUTe CyOjeKTH, 1 ABETE CO XPOHUUEH ITepUoJoHTUTHC. [ nHruBaTtiot uxgekc (I'M)
1 mtabounHaTa Ha TapafioHTanHuor 11e6 (PPD), kako n hs-CRP Bo cepymor u HuBoTto Ha HbAlc Gea oreHeTy Ha
MOYETOKOT M Ha 3 Mecell T10 MapojIOHTaJIHUOT TPeTMaH.

PesynraTtu: Ha 3 Mecely 1o mapoJoHTOMIONIKM TpeTMaH MPoHajLoBMe 3HaunTeHo HamasnyBame Ha GI (1,13 = 0,45)
u PPD (4,19 = 0,15 mm) pe3ynTaTy Bo criopegba co OCHOBHUTE BPEeOHOCTH Kaj AujabeTruHuTe manueHTH (p <0,001).
3HAUMTEJIHO HaMaJlyBakke Ha cepyMcKkuTe HuBoa Ha hs-CRP on 0,76 = 0,02 mg / dl Bo ocHoBHO HUBO 110 0,40 = 0,04 mg
/ dl Ha 3 mecenu 1o TpetMmaHoT (p <0,001) u HaMmanyBame Ha HuBoaTa Ha HbAlc o1 7,70 = 0,38% Ha 6a3a Ha 7,12 + 0.25%
noct-Teparnuja (p <0.001) buie oTKpUeHH Kaj raiueHTuTe co nujaberec.

3aksyuoru: KIMHUUKY yCIlelllHaTa HeXUpypllKa NepruofoHTaIHa Teparuja KomouHupaHa co LLLT uMa TeHaeHLMja
naru Hamanu cepyMckute HuBoa hs-CRP u HbAlc u pa ru momo6pu GI 1 PPD pesynrarure.

Knyuuu 360poBu: C-peakTUBEH MPOTENH, Aujabertec MeUTYC TUI 2, TIMKO3WIMPAH XeMOITIOOMH, HeXUPYpPLIKa
TepPUOJIOHTAJTHA Teparnja, MepPUogOHTUTHIC.

153 | Medical Journal - MEDICUS

AN



Original scientific paper

L )

THE INFLUENCE OF COMPLETE DENTURES ON XEROSTOMIA AND THE
CONCENTRATION OF SALIVARY PROTEINS

B/INJAHNE HA TOTAJIHUTE ITIPOTE3U BP3 KCEPOCTOMUJATA 1
KOHIIEHTPAITHJATA HA CAJTUBAPHH ITPOTENMHH
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ABSTRACT

The aim of this study is to determine the severity of xerostomia and the concentration of total proteins and
albumin in the saliva of edentulous individuals, before and after wearing complete dentures. To realization of
the objective, the study included 50 subjects of both sexes aged 30-70 years. The sample of the subjects was
divided into two groups. The first group, the experimental group, consisted of 25 edentulous subjects. The second
group, the control group, consisted of 25 subjects who have at least 20 teeth. Special questionnaires were made
for determining the level of expression of xerostomia. The collecting of the unstimulated saliva was performed
using the Spitting method and total salivary proteins were determined with Biuret test (g/l), salivary albumin was
determined with modified bromocresol test (g/l).

Xerostomia is much more present among patients before the insertion of the complete dentures than after the
insertion. There was no significant difference between the concentration of salivary proteins and albumins before
the insertion of the dentures and the biochemical composition of the saliva, after the insertion of the complete

dentures.

Keywords: complete dentures, xerostomia, salivary proteins

INTRODUCTION

The fabrication of complete dentures, among edentulous
individuals, and the oral healthcare are important for
the overall health, especially for the elderly. Edentulous
patients who do not have dentures, or have poorly made
dentures, have a greater possibility of developing an
oral mucosa disease, inadequate nutrition, respiratory,
cardiac, or stomach disease. These problems are more
impressive if the patient’s age is more advanced.

Biological, physical and mechanical factors that improve
the functional and aesthetic characteristics of complete
dentures, also influence the retention and stabilization
of the dentures. Good retention of dentures is produced
by using a valve effect, the strength of adhesion, with
mechanical retention which depends on the anatomical
features of the jaws and proper placement of teeth.
It should meet the rules of articulation and occlusal
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relations, to provide space for the tongue and satisfy
aesthetics and phonation. [2,3]

The problems associated with oral health among adults,
which are constantly increasing in our country are
becoming more serious with age. These problems include
loss of teeth due to complications of periodontitis,
abrasion and attrition of the teeth, the occurrence of
root caries, xerostomia, taste disturbances, and difficulty
chewing and swallowing food. [4,5,6]

Because of these problems, it is more likely for older
individuals to have some sort of prosthetic assemble,
usually complete or partial dentures. Celebici et al.
[7] point out that patients with complete dentures are
significantly more satisfied in achieving speech function,
compared with patients who have partial dentures.
Complaints of patients with complete dentures, are more
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commonly associated with avoiding various types of
food, while patients who wear partial dentures, mainly
complain of problems with retention of the dentures.
Overall, more pleasure and satisfaction of dentures is
registered in patients with complete dentures than in
patients with partial dentures.[8] The pain which occurs
in the improperly made dentures can be the reason for
developing insomnia and a disruption of the eating habits.
All this leads to diminished self-esteem of the person and
its reduced activity in social life. [9,10]

The retention of dentures greatly depends on the
presence of saliva in the mouth. It is defined as the
ability of the denture to resist the forces which tend to
separate the denture from the basis.[11] The successful
rehabilitation of edentulous patients depends on
the patient satisfaction with denture retention. Two
important factors associated with the retention of the
denture are: adequate and intimate fitting on the oral
mucosa and an adequate valve edge.[12] Among other
physical factors (adhesion, cohesion, surface tension,
atmospheric pressure, and weight) that provide retention
of the complete denture, saliva in adequate quantities
and with an adequate composition is also an important
physical factor that enables retention.[12-14]

Xerostomia prevalence increases with age and is present
in 30% of those aged over 65 years. Drugs are the most
common cause of xerostomia, because most older people
take at least one medication that has a negative influence
on salivary function.[15] Patients with xerostomia may
have problems while eating, speaking, and swallowing
while wearing the dentures. Denture wearers can have
problems with the retention of the dentures, occurrence
of traumatic ulcers and sticking the tongue on the palate.
Patients also complain of halitosis, chronic burning and
intolerance to spicy food.[16] Xerostomia is more common
at night, because the secretion of saliva is lowest during
sleep. The problem increases if there is a habit of mouth
breathing present. Speaking and eating difficulties can
disrupt the social interactions.[17]

Ship et al.[18] and Mendoza et al.[19] point out that
xerostomia is relatively common in edentulous patients,
which makes the wearing of complete dentures extremely
problematic. Several studies point out even extreme
discomfort in complete denture wearers. [18,19]

THE AIM OF THE STUDY

The aim of this study is to determine the severity of
xerostomia and the concentration of total proteins and
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albumin in the saliva of edentulous individuals, before
and after wearing a complete denture.

MATERIAL AND METHODS

The study included 50 subject from both genders aged
from 30 - 70 years divided into two groups.

The first group, the experimental one, in need of complete
dentures was consisted of 25 edentulous patients,
admitted at the UDCC St Pantelejmon - Department for
removable dentures in Skopje.

The second group, the control group, consisted of 25
subjects who have at least 20 teeth present in the mouth.
These subjects were recruited in the University Dental
(Clinical Centre in Skopje.

A questionnaire was carried out among all subjects, in
which questions were primarily directed to determine
the medical history of the patients and to estimate
the subjective feelings of the patients associated with
xerostomia. This study excluded (either from the
experimental or the control group) smokers, alcoholics,
pregnant women, individuals with salivary glands
surgery, individuals after radiation therapy in the head
and neck area, individuals suffering from Sjogren’s
syndrome, diabetes, rheumatoid arthritis, or lupus
erythematosus and individuals who take medications
that affect the secretion of saliva.

Special questionnaires were made for determining the
level of expression of xerostomia. The study used the
questionnaire recommended by Carda, 2006.[20]

Question A: Have you had a feeling of dryness in the
mouth in the last 6 months? Yes/No

Question B: How much saliva is there in your mouth?
A bit/Enough/ A lot

Question C: Do you have difficulty swallowing food?
Yes/No

Question D: Do you have a need to take fluids in order to
make the food swallowing easier? Yes/No

The level of expression of xerostomia was determined
based on the answer to these questions:

Xerostomia 1 (mild): When the answer is positive only
under question A

Xerostomia 2 (moderate): When there is a positive
answer under question A and another positive answer (B,
CorD)
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Xerostomia 3: (severe): When there is a positive answer
under question A and two other (B, C or D)

For determining the total salivary proteins and albumin,
from all the subjects, both the control and experimental
group, we collected total unstimulated saliva under the
recommendations of Navazesh[21] for a period of 10
minutes. The subjects were advised one hour before the
collection of saliva not to eat, smoke, or drink coffee, tea,
cola nor to brush their teeth. The collection of saliva was
performed in the same time of day (10-11h) for all of the
subjects

The collecting of the unstimulated saliva was performed
using the Spitting method.

The biochemical parameters in the saliva were
determined in the biochemical laboratory of Surgical
Clinics at the University Clinical Center “Mother Teresa”
in Skopje, using a biochemical analyzer INTEGRA
400-Roche, including:

m Total salivary proteins - Biuret test (g/1)
m Albumin - modified bromocresol test (g/1)

All the tests listed were made only once for the control
group, in the agreed term for the collection of the saliva.

The determining of the level of expression of xerostomia
and the biochemical parameters in the saliva was carried
out, during the first examination (before taking the
primary impression for dentures) and during the control
examination (one month after the patient received the
dentures).

RESULTS

Table 1:  Distribution of the patients according to

gender
EG/sex opoj %
Male 12 48.0
Female 13 52.0
Total 25 100.0
CG/sex

Male 12 48.0
Female 13 52.0
Total 25 100.0

Table 2:  Average age of the subjects from both

examined groups
age |number | average minimum |maximum| Std.Dev.
EG* 25 58.4 49.0 67.0 5.551877
CG* 25 58.1 35.0 69.0 |9.360021

Legend: *EG - examined group

**CG - control group
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Table 3: Mann-Whitney U test
Rank Sum | Rank Sum U Z
603.5000 | 671.5000 |278.5000 |-0.659697

p-level
0.509449

age

The study included 50 examinees, who were divided
into two groups. The examined group (EG) consisted
of edentulous patients, for whom acrylic complete
dentures were made. The second group was the control
group (CG), consisted of 25 examinees who had at least
20 teeth in their mouth. Both groups were identical
regarding the presence of gender, and the difference
registered inside the same groups (48.0% and 52.0%) was
statistically insignificant for p>0.05. It’s a homogenous
group (Table and Chart 1). The average age of patients in
the experimental group was 58.4 + 5.6 years and in the
control group was 58.1 + 9.4 years (Table 2). The difference
registered between age, between the two groups was
statistically insignificant for p>0.05 (Table 3).

Table 4: Representation of the level of xerostomia in

both groups and in the examined group after
the insertion of the complete dentures

EG-before the insertion of dentures/xerostomia | number | %
No xerostomia 3 12.0
mild 16 64.0
moderate 6 24.0
EGafter the insertion of dentures/xerostomia

No xerostomia 18 72.0
mild 7 28.0
CG/xerostomia

No xerostomia 22 880
mild 3 12.0

The level of xerostomia is more common among the
patients from the examined group (mild xerostomia
-64.0% and moderate xerostomia 24.0%) in the pre-made
period of the dentures , regarding the control group (mild
xerostomia -12%) and after the insertion of the dentures
(mild xerostomia-28.0%) (Table 4). The percentage
difference registered between the absence of xerostomia
in the examined group before and after the insertion of
the dentures is statistically significant for p<0.0001. The
percentage difference registered between the absence of
xerostomia in the examined group before the insertion
of dentures versus the control group is statistically
significant for p<0.0000.

The percentage difference registered between the absence
of xerostomia in the examined group after the insertion
the dentures versus the control group, is statistically
insignificant for p=0.1638.
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Table 5:  Average value of total salivary proteins in the examined group before taking the primary impression,
after insertion of the denture and in the control group

Total salivary proteins g/L number average minimum maximum | Standard deviation
Before the insertion of dentures - EG 25 16 0.0 3.0 1.224745
After the insertion of dentures - EG 25 19 1.0 3.0 0.971253
Control group 25 15 0.0 4.0 0.871780
Table 6: Mann-Whitney U’s test
Total salivary proteins g/L Rank Sum | Rank Sum U Z p-level
Between the EG before insertion of the dentures and the CG 645.0000 630.0000 305.0000 0.145521 0.884299
Between the EG after insertion of the dentures and the CG 574.0000 701.0000 249.0000 -1.23208 0.217920
EG before and after the insertion of dentures 590.0000 685.0000 265.0000 -0.921635 0.356719

The average value of total salivary proteins in the
examined group before the denture insertion was 1.6+1.2
g/L, after the insertion was 1.9+1.0 g/L, while in the
control group, it was 1.5+0.9 g/L (Table and graph 5).

Table 7:  Average value of the albumin concentration in

According to Mann-Whitney U test, the registered
difference between the average values of total salivary
proteins in the examined group before and after dentures
insertion, as well as in the control group, is statistically
insignificant for p>0.05 (Table 6).

saliva in the examined group before the taking of the

primary impression, after dentures insertion and in the control group

Albumin in saliva g/L number average | minimum | maximum | Std.Dev.
Before dentures insertion EG Albumin before - EG 25 1.0 0.0 2.0 0.675771
After dentures insertion EG Albumin after - EG 25 1.2 0.0 2.0 0.707107
Control group Albumin - CG 25 13 0.0 3.0 0.645497
Table 8: Mann-Whitney U’s test
Albumin in saliva g/L Rank Sum Rank Sum U Z p-level

Between EG before insertion and the CG 585.5000 689.5000 260.5000 -1.00895 0.313000
Between EG after insertion and the CG 626.5000 648.5000 301.5000 -0.213431 0.830991

EG before and after the insertion of dentures 579.5000 695.5000 254.5000 -1.12537 0.260435

The average value of albumins in saliva in the examined
group before the denture insertion is 1.2+0.7 g/L, while in
the control group it is 1.3+0.6 g/L (Table 7).

According to the Mann-Whitney U test, the registered
difference between the average values of salivary
albumins in the examined group before and after the
insertion of the complete dentures, as well in the control
group is statistically insignificant for p>0.05 (Table 8).

DISCUSSION

For many individuals, the only solution for the complete
loss of teeth is by fabricating complete dentures. By

making the adequate dentures and with their proper
maintenance and acceptance by the patient, it is expected
for the main oral functions to be recovered.

The saliva has several important function (protective,
antimicrobial, digestive, reparatory, regenerative and as
a buffer) by which it participates in maintaining the oral
health.[22, 23, 24]

The study included 50 subject from both genders aged
from 30 - 70 years divided into two groups. In order to
get valid results, the examinees in both groups were
approximately the same age and gender. Also, as criteria
for exclusion from the study, were listed all the conditions
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and diseases that affect the secretion of saliva and usually
cause xerostomia.

Xerostomia caused by medications is an often problem,
especially in the elderly patients because they take a
lot of medications(antihistamines, antidepressants,
antihypertensive medications, anxiolytics, diuretics etc)
during the day that may have an impact on salivary glands
function.[18, 25, 26] The irradiation of the head and neck
region, diabetes, HIV, emotional stress, diseases of the
salivary glands also may contribute to the occurrence of
xerostomia.[27] The reason behind the exclusion of these
diseases or conditions from the study is to determine the
effect of complete dentures on salivation.

The level of xerostomia was more common among
patients from the examined group. In fact, before
the insertion of dentures we marked a very low level
of xerostomia in about 64.0% of the patients in the
examined group and 24.0% highly expressed xerostomia
(moderate). Only 12% (3) of the control group examinees
registered poorly expressed xerostomia (mild). One month
after the insertion and wearing complete dentures, only
28% of examinees who belonged to the examined group,
registered a poorly expressed xerostomia (Table 4).

The percentage difference between the registered absence
of xerostomia in the examined group before the insertion
of dentures versus the control group was statistically
significant for p <0.0000. The difference between the
registered absence of xerostomia in the examined group
before the insertion and one month after, is statistically
significant for p <0.0001. The percentage difference
registered between the absence of xerostomia in the
examined group after the insertion of the dentures versus
the control group is statistically significant for p=0.1638.
That means that, patients who wear complete dentures
for one month, have their subjective feeling of dryness in
the mouth significantly reduced.

Xerostomia, means a subjective feeling of dryness in the
mouth. This symptom is often present among patients
in dental practice and it is confused with the term
hyposalivation. Hyposalivation is defined as a decreased
secretion of saliva. Not always, the subjective feeling of
dryness in the mouth is followed by decreased secretion
of saliva. The results from the examination, showed that
most of the edentulous patients noted lower or higher
level of xerostomia. It is expected that edentulous patients
are followed by this symptom of dry mouth because of
the lack of mechanical stimulation for the secretion of
saliva. The proper and normal salivation requires certain
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stimulations (mechanical, chemical and physical) of the
receptors in the oral cavity. Among edentulous patients
mechanical stimulations are missing the most, and
because of that xerostomia is more common and visible.
One month after wearing dentures, patients have the
subjective feeling of dryness reduced, because complete
dentures compensate the lost oral functions. Also, the
masticatory function is re-established, and the stimulus
number on the numerous mechanoreceptors and
gustative receptors is increased.

Our results are consistent with the findings of
Maheshwari,[28] while in contrast with the findings
of Bekiroglu [29] and Michael.[30] We assume that the
differences in the results that we got were due to the
differences that appeared in the examined groups. We
must point out that our examinees were without systemic
diseases and without any medical treatment that affects
the secretion of saliva. On the other side, in Bekiroglu’s
[29] and Michael’s [30] studies, the patients were with
certain systemic diseases or received treatment which
affected the salivary flow.

Some studies [31,32] determine the concentration of
salivary proteins in patients with complete dentures.
Usually salivary proteins among these patients are
correlated with the occurrence of prosthetic stomatitis.
The conclusion from these studies is that patients
who have prosthetic stomatitis have an increased
concentration of salivary proteins.

In the saliva there are many proteins, which are mainly
descended from the acinus cells but some of them,
such as the albumin, derives from the blood plasma.
Most of the proteins in saliva are present in very small
concentrations, but are important for maintaining the
healthof all the oral structures. The thing thatis especially
important for patients with complete dentures, related to
salivary proteins, is the presence of a number of proteins
(histatins, PRP and immunoglobulins, etc.) which have an
antifungal role. It is proved that salivary histatin 5 with
his effect destroys the fungus Candida albicans. During
our research we determined the total salivary proteins
and salivary albumins. The results from our study are the
following: the average value of total salivary proteins in
the examined group before the dentures insertion was
1.6 + 1.2 g / L, after the insertion was 1.9+1.0 g/L, while in
the control group the concentration of salivary proteins
was 1.5 + 0.9 g / L (Table and chart 22). The average value
of albumin in the saliva in the examined group before
the insertion was 1.0+0.7 g/L, after the insertion of the
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denture it was 1.2+0.7 g/L, while in the control group the
result was 1.3 + 0.6 g / L (Table and Chart 24).

During our study, we did not register significant changesin
the concentration of total salivary proteins and albumin,
before and after the dentures insertion. Also, there was
not a significant difference between the concentration
of total salivary proteins and albumins in the saliva of
patients in the examined group and the concentration
of total proteins and albumins in the control group.
Our results are not in accordance with the results of
Bencharit [32] and Byrd, [31] who registered an increased
concentration of salivary proteins among patients with
total dentures. This difference that exists between our
results and the results in the mentioned studies, is due
to the fact that our patients wore the dentures for just
a month and none of them had the manifestation of
prosthetic stomatitis.

Based on the analysis of the results, we believe that
complete dentures in edentulous patients have a
significant influence on the salivary flow. Xerostomia is
much more present among patients before than after the
insertion of complete dentures. There was no significant
difference between the concentration of salivary proteins
and albumins before the insertion of the dentures and the
biochemical composition of the saliva, after the insertion
of the complete dentures.
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B/INJAHHUE HA TOTAJTHUTE ITPOTE3M BP3 KCEPOCTOMUJATA i KOHITEHTPAITHJATA HA
CAJIMBAPHH ITPOTENHH

Tmasa-[[paryma A.!, EnenueBcku C.2, [TanueBcka C.2, byngeBcka J.2, I'pueB A.2, iBanoBcku K.2, IlomoBcku b.2

! YauBep3urercka CtomaTonoruja Knuanuku mentap Ha KocoBo

2 YuuBepsurer ,,C.Kupun u Metopuj“ - Ckomje, CromaTonomku akynrer - Ckorje

AIICTPAKT

Ilenta Ha OBOj TPy € [a ce YTBPAM M3Pa3eHOCTAa Ha KCepoCTOMMjaTa KaKO M KOHLIEHTpalujaTa Ha BKYITHUTE
MPOTeUHU W aJIOYMUH BO IUIYHKATA Kaj 6e33abu MHAMBUIYY IPe U [0 TOTaJHOTO IIPOTe3rpame. 3a peaju3alnja
Ha IocTaBeHaTa LieJl BO UCIIUTYBameTo bea BKayueHu 50 UCMIUTAHULIM Off [iBaTa Iosia Ha Bo3pacT of 30-70 romuHu.
[TprMepoKOT Ha UCIIUTAHUIIK Oellle TTofleJieH Ha AiBe Ipynu. [IpBara rpyra, eKcrepruMeHTasHaTa, ja counHyBaa 25
6e33abu uctitaHny BropaTa rpyra, KOHTPOIHATA, ja COUMHYBaa 25 UCTIMTaHWIIM KO NMaaT HajMasnky 20 TprucyTHr
3a0u Bo ycTarta. Kaj cute ncriurtanuim Geliie CripoBe/ieH MpaliaHuK, BO KOj IpaliamaTa Oea HacoueHU Tpef ce, fla ce
YTBPAU MEIMILIMHCKATA aHAMHe3a Ha ITal[MeHTUTe U Ia ce TIPOLIeHAaT CyOjeKTMBHUTE UYBCTBA Ha IMal[MeHTUTe ITOBP3aHU
co KeepoctoMuja. KolmeKunoHUpameTo Ha HeCcTUMY/IMpaHara IlyHKa bOelle nu3BeneHo co Spitting method (Meittiog co
1ykare) BKYITHY caymMBapHU [TPOTerHU Opa orpegenyBaHu co buyper peakiuja (g/1) a anbyMuHoT co MmoguduumupaH
6pomkpesor tect (g/l)

KcepocTomujaTa e MHOTY TIOBeKe TPUCYTHA Kaj TAl[UeHTHTe Tpej] MOCTaByBambe Ha TOTAJHATA TPOTe3a OTKOMKY 110
Hej3MHOTO TIocTaByBae. Hemanie 3HavajHa pa3muKa moMmery KOHIIEHTpaIjaTa Ha CallMBapHUTe TIPOTEMHU W aioyM
TIpeJ TI0CTaBYBabeTO Ha IPOTe3HTe M OMOXeMUCKUOT COCTaB Ha IUTYHKATa I10 TI0CTABYBAMETO HA TOTAIUTE TPOTE3H.

Knyasu 360poBu: ToTaHa [TPOTE3a, KCePOCTOMU]a, CaIUBAPHU MTPOTEUHU
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KRIPTORHIDIZMI-KOMPLIKIMET E TRAJTIMIT TE VONUAR

CRYPTORCHIDISM-COMPLICATION OF DELAYED TREATMENT

Kelmendi B.!, Heta H.2, Hyseni N.5, Kurshumliu F.#, Jashari H.>

! Kirurg Pediatrik-Qendra Klinike Universitare e Kosovés-Klinika e Kirurgjisé sé fémijéve.
2 Kirurg Pediatrik-Qendra Spitalore Universitare “Néna Terezé”- Shef shérbimi né Kirurgjin Infantile
3 Kirurg Pediatrik-Qendra Klinike Universitare e Kosovés- Drejtor né Kliniken e Kirurgjisé sé fémijéve
4 Patolog-Instituti I Patologjise-Qendra Klinike Universitare e Kosovés
> Kirurg Pediatrik-Qendra Klinike Universitare e Kosovés-Klinika e
Kirurgjisé sé fémijéve
Medicus 2017, Vol. 22 (2): 161 -166

ABSTRACT

Qéllimi.-Cryptorchidismi éshté cregullimi mé i shpeshté endokrinologjik gé haset te pacienét pediatrik meshkuj..
Efektet e trajtimit té vonshém jané vérejtur né studimin e kryer né republikén e Kosovés . Né rastin e Kosovés
kemi pasur njé okupim té egér pérgjaté viteve 1989-1999, trajtim ndaj popullatés vendase gé kufizohet me
lufté biologjike. Popullatés shgiptare i éshté mohuar né térsi kujdesi shéndetésor, nga niveli primar deri né
terciar. Masa qé kané rezultuar me impakt té réndé né shéndetin e popullatés, posacérisht té fémijéve. Gjaté
hulumtimeve kemi vérejtur se mosha mesatare e pacientéve té operuar nga kriptorhidizmi éshté mé e vjetér se
mosha e preferuar,prandaj kemi vendosur té pércjellim démtimin si pasojé e intervenimit té vonuar dhe dallimet
histopatologjike te testiset e trajtuara me hormone né raport me testiset e pacientéve té cilat I jané nénshtruar
direkt ndérhyrjes operative.

Qéllimi i punimit.-N¢é kété punim kemi vérejtur pasojat e trajtimit té vonuar té kriptorhidizmit, me ¢'rast
ndryshimet degjenerative ireverzibile té pacientéve kané gené evidente. Si parametra kemi pasur TFI (Tubule
fertility index), dhe praniné e gelizave gjerminative.

Materiali dhe metodat.-Né QKUK gjaté periudhés 2010-2013 jané operuar 523 pacienta. Nga ky numér 70 prindér
té pacientéve kané shfaqur interesim pér té vlerésuar shkallén e démtimit té testiseve si pasoje e retencés, grup
nga I cili jané marré biopsite . Grupi me hormone 32 fémijé, té cilét jané trajtuar né bazé té protokolit me tre
cikle hCG , me doze 1001U/kg té peshés trupore dhe 38 te cilét [ jané nénshtruar intervenimit kirurgjik pa marré
hormone. Fémijét e té dy grupeve ishin té moshés 1 deri 15 vjec.

Rezultatet.-Nga tabelat dhe grafikonet e paraqitura vérehen garté se ndryshimet degjenrative té indit testikular
jané progresive. Gjaté vitit te 1 té jetés nuk kemi hasur né démtime sinjifikante té indit testiular, ndérsa né ¢do
vit pasues ndryshimet jané me evidente.

Péfundimi.-Né bazé té rezultateve histopatologjike dhe punimeve te publikuara rekomandojme se ndéhyrja
kirurgjike duhet té jeté metodé primare né trajtim, éshté ambulantore, ka kosto té liré dhe pérgindja e komplikimeve
éshté papérfillshme,ndérsa koha optimale pér trajtim éshté para se pacienti té mbushé 2 vjet.

Fjalé kyc: Kiptorhisém,Kosové,inetvenim i vonuar.

HYRJE

Kryptorchidisimi éshté cregullimi mé I shpeshté 1 nénkupton testisin. Pérkufizimi mé I sakté I retencés sé
giéndrave endokrine qé haset te pacientét pediatrik testisit éshté kur testisi nuk mund té manipulohet né
meshkuj. Fjala Cryptorchidism rrjedh nga gregishtja fund té geses skrotale pa tension té kordés spermatike.|']
e vijetér ku kryptos do té thoté I fshehur ndérsa orchis Testisi I vendosur né gesen skrotale ka temperaturé 3°C

161 | Medical Journal - MEDICUS

AN



I Original scientific paper

deri né 4°C mé té ulté se testisi né pozité intrabadominale,
kjo éshté me réndesi té vecanté pér njé zhvillim normal
postnatal té testisit.[2] Studimet tregojné degjenerim té
hershém té gelizave gjerminative prej moshés 6 deri né
12 muajsh, ndérsa te femijet e moshés shkollore éshté
evidente atrofia makroskipoike, fakte gé flasin né favor
té degjenerimit progresiv té testisit retent.[3,4] Efektet
e trajtimit té vonshém té pacientéve jané verejtur né
hulumtimet e bera né Republikén e Kosovés . Né rastin
e Kosovés kemi pasur njé okupim té egér, trajtim ndaj
popullatés vendase qé kufizohet me lufté biologjike.
Popullatés shqiptare I éshté mohuar né térsi kujdesi
shéndetésor, nga niveli primar deri né terciar. Masa
qé kané rezultuar me impact té réndé né shéndetin e
populates, posacérisht té fémijéve. Duke pasur parasysh
qé né Republikén e Kosovés sistemi shéndetésor ka gené
[ shkatérruar, I njéjti ka filluar té ndértohet nga e para.
Sensibilizimimi popullates per pasojat e kritorhidizmit
ka gené mjaft I ulét. Gjaté hulumtimeve kemi vérejtur
se mosha mesatare e pacientéve té operuar nga
Kriptorhidizmi éshté mé e vjetér se mosha e preferuar,
kemi vendosur té pércjellim démtimin si pasojé e
intervenimit té vonuar dhe dallimet histopatologjike te
testiset e trajtuara me hormone né raport me testiset e
pacientéve té cilat I jané nénshtruar direkt ndérhyrjes
operative. Duhet cekur se viteve té fundit kemi rezultate
shpresédhénése, pasi ge mosha mestarate e pacientéve té
operuar ka filluar ndjeshem té bie.

Trajtimi né nivel global ende shogérohet me kontradikta,
me crast njé pjesé e profesionistéve shéndetésore
preferojné trajtimin hormonal dhe né rast té mos suksesit
indikohet ndérhyrja operatore, dhe profesionistéve qé
preferojne ndérhyrje operatore té hershme.Rezultatet e
terapisé hormonale jané té ndryshme dhe sipas autoréve
té ndryshém suksesesi éshté nga 10% deri né 50% [5,6,7]. Po
pernje gje pajtohen te gjithe ge trajtimi [ hershém kirurgjik
bazohet né parandalimin e ndryshimeve sekondare
degjenerative té testisit si pasojé e tempertaurés sé
larté.[8]

QELLIMI I PUNIMIT

Né kété punim [ kemi vérejtur pasojat e trajtimit té vonuar
te kriptorhidizmit, me crast ndryshimet degjenerative
ireverzibile té pacienteve kané qené evidente. Si
parametra kemi pasur TFI (Tubule fertility index), dhe
praniné e gelizave gjerminative. Pas njé pune intenzive
kohét e fundit kemi vérejtur ulje té ndjeshme té moshes
mesatare té pacientéve té operuar. Zakonisht rastet e
vonuara vijne nga zonat e thella rurale.
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MATERIALI DHE METODA

Né QKUK gjaté periudhés 2010-2013 jané operuar 523
pacienta. Nga ky numér 70 prindér té pacientéve kané
shfaqur interesim pér té vlerésuar shkallén e démtimit
té testiseve si pasoje e retencés, grup nga I cili jané
marré biopsite . Grupi me hormone 32 fémijé, té cilét
jané trajtuar né bazé té protokolit me tre cikle hCG , me
doze 100IU/kg te peshées trupore dhe 38 te cilétkjané
hyré dirket né intervenim kirurgjik pa marré hormone.
Fémijét e té dy grupeve ishin té moshes 1 deri 15 vjecare.

Kriptorhidizmi 2010-117 Pacienta

Bilateral

Né 2010 kané gené té operuar 117 paciente, 62 prej tyre
kané pasur retencé testikulare té anés sé djathteé, 49 té
anés sé majté dhe 6 kané gene bilateral. Mosha mesatare
ka gené 6.5 vjec.

Né vitin 2011 jané operuar 120 paciente, 71 kané pasur
retencé testikulare té anés sé djathté, 42 té anés sé majté
dhe 7 kané gené bilateral. Pér shkak té ndryshimeve
degjenerative té testisit jané performuar 4 orhiektomi.
Mosha mesatare e pacientéve ka gené 6.1 vjec. Pér shkak
té ndryshimeve degjenerative jané béré 4 orhioectomi.

Kriptorhidizmi 2011-120 pacienta

Billateral
6%

Né vitin 2012 jané operuar 142 pacienté, 63 kané
gené retencé e anés sé djathté, 71 té anés sé majté, 8
bilateral. Mosha mesatare ka gené 5.7 vjec. Pér shkak té
ndryshimeve atrofiko-degjenerative jané béré 10 funikulo-
orchioektomi, 3 né anén e djathté dhe 7 né anén e majteé.
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Kriptorhidizmi 2012-142 pacienta

Billateral
6%

0%

Né vitin 2013 jané operuar 144 pacient, 86 kané gené
retencé e anés sé djathté, 54 té anés sé maijté, 4 bilateral,
ndérsa mosha mestare ka gené 5.3 vjec.

Kriptorhidizmi 2013-144 pacienta

Bilateral
3% 0%

Te 53.9% e fémijéve té operuar né klinikén e Kirurgjise sé
Fémijéve né QKUK retensioni ka gené djathtas, ne 41.3%
té rasteve majtas dhe 4.8% bilateral.

Prej kétyre fémijeve né hulumtim té métutjeshem jané
pérfshiré vetém 70 prej tyre te té cilét jané béré analizat
patologjike. Grupi me hormone 32 fémijé dhe 38 ata te
cilét kané hyré drejt né intervenim kirurgjik pa marré
hormone. Fémijét e té dy grupeve ishin te moshes 1 deri
15 vjecar.

Tabela 1. Té hulumtuarit sipas grupit té studimit dhe

Original scientific paper I

Mosha (vjet)

Grafiku 1

Siq shihet edhe né grafikun 1 fémijet e pérfshiré né
hulumti ishin té moshave te ndryshme me numrin mé té
madh té rasteve té moshés 3 dhe 4 vjecare.

Tabela 2. Té hulumtuarit sipas grupit té studimit dhe
diametrit té tubuleve semifere

Gr. Studimit

l]{i?ll)llllfgrz Me hormone | Pa hormone Gjithsej
seminifere N % N 9% N %
Reduktuar 12 375 16 41 | 28 | 400
Nuk vérehen 2 6.3 10 26.3 12 171
I zakonshém 18 56.3 12 316 30 | 429
Gjithsej 32 11000 | 38 |[100.0| 70 |100.0
X-test X?=6.639, P=0.036

Te 40.0% e fémijéve té pérfshiré né hulumtim diametri
[ tubuleve seminifere ishte i reduktuar. Te grupi me
hormone 37.5% kurse te ai pa hormone ne 42.1% te rasteve
diametri i tubuleve seminifere ishte i reduktuar. Me X*-
test kemi fituar dallim me sinjifkance te rendesishme
statistikore ne diametrin e tubuleve seminifere sipas
grupeve (X2=6.639, P=0.036),(Tabela 2).

Tabela 3. Diametri i tubuleve seminifere te te

moshés hulumtuarit sipas grup-moshes
Gr. Studimit Gjithsej c Diametri i tubuleve seminifere
Mosha | Me hormone Pa hormone rup- Nuk Gjithsej
N % N % N % H(l‘?izt)a Reduktuar | srehen | zakonshém
1 5 15.6 1 2.6 6 8.6 N % N % N % N %
% % 23119 g 173-92 160 &63 1-2vi. | 3 | 250 2 [167 | 7 [583]| 12 {1000
4 6 18:8 i 1(')‘5 10 1 4:3 3-4 vj. 8 [400| 4 |200| 8 |400| 20 {100.0
5 B B ) 5.3 ) 29 5-6 vj. 3 1300 - - 7 | 700 | 10 |100.0
6 5 15.6 3 79 8 114 7-8 vj. 4 1500 1 12.5 3 3715 8 [100.0
et A (90w | 2 500 - [~ |2 [500] 4 [1000
9 3 [ 6 T2 X 112vi.| 5 | 455 3 |23 3 | 273 11 [1000
10 3. 2.6 2 2.9 13+ 3 60.0 2 40.0 - - 5 1100.0
1 - - 5 3.2 5 71 " ;
5 5 63 1 05 2 36 Gjithsej | 28 | 40.0 | 12 171 | 30 | 429 | 70 |100.0
3 - - 2 5.3 2 2.9
g 1 3j1 %g % %.'2 Te 58.3% e femijeve te moshes 1-2 vjeqare ka pasur
Gjithsej | 32 100.0 38 | 100.0 | 70 | 100.0 | diameter te zakonshem te tubuleve seminifere ne indin
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testikualr te ekzaminuar. Me rritjen e moshes eshte
zvogelaur pergindja e tubuleve seminifere me diameter te
zakonshem (Tabela 3).

Tabela 4. Té hulumtuarit sipas grupit té studimit dhe
presences se gelizave gjerminative

Qelizat Gr. Studimit Gjithsej
gjerminative Me hormone | Pahormone
N % N % N %
Po 23 719 26 684 49 70.0
Jo 9 28.1 12 31.6 21 30.0
Gjithsej 32 11000 | 38 | 1000 | 70 | 100.0
X2-test X2=0.003, P=0.958

Qeliza gjerminative ne indin testikualr jane gjetur ne
70.0% te rasteve te perfshira ne hulumtim. Te grupi me
hormone gelizat gjerminative jane gjetur te 71.9% kurse
te grupi pa hormone jane gjetur tr 68.4% e rasteve te
perfshira ne hulumtim. Me X? test nuk kemi fituar dallim
me sinjikance te rendesishme statistkore ne gjetjen e
gelizave gjerminative sipas grupeve (X?=0.003, P=0.958)
(Tabela 4).

Tabela 5. Prezenca e gelizave gjerminative te té
hulumtuarit sipas grup moshés

Qelizat gjerminative r
Grup-mosha &l Gjithsej
. Po Jo
vjet)
N % N % N %

1-2 vj. 1 91.7 1 8.3 12 100.0
3-4vj. 12 60.0 8 40.0 20 100.0
5-6 vj. 8 80.0 2 20.0 10 100.0
7-8vj. 4 50.0 4 50.0 8 100.0
9-10 vj. 3 75.0 1 25.0 4 100.0
11-12 vj. 8 72.7 3 273 11 100.0
13+ 3 60.0 2 40.0 5 100.0
Gjithsej 49 70.0 21 30.0 70 | 100.0

Te 91.7% e femijeve te moshes 1-2 vjegare ka pasur geliza
gierminative ne indin testikualr te ekzaminuar. Me
rritjen e moshes eshte zvogelaur pergindja e gelizave
gjerminative (Tabela 5).
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Pergindja e rasteve me geliza gjerminative te te
hulumtuarit sipas grup moshes

Pra, te te dy grupet bashke me rritjen e moshes eshte
zvogeluar pergindja e rasteve me geliza gjerminative.

Tabela 6. Prezenca e gelizave gjerminative te te
hulumtuarit sipas grupeve dhe grup- moshes

Gr. me hormone Gr. pa hormone
Grap-| Q. Q | Q4 Q
mosha |gjerminative|gjerminative |gjerminative|gjerminative
(vjet) verehen |[nukverehen| verehen |nukverehen
N % N % N % N %
1-2 vj. 2 1100.0 6 66.7 3 33.3
34vj. | 6 [100.0 5 1833 1 | 167
56v. | 1 [1000| - - 2 [500] 2 |500
78vji. | 8 |[615| 5 |[385| 4 |51 | 3 |429
9-10vj. | 3 60.0 2 40.0 5 11000| - -
M12vj.| 1 |333| 2 |667| 3 |600| 2 |400
13+ 2 11000| - - 1 [500] 1 |500
Gjithsej| 23 | 719 | 9 | 281 | 26 | 684 | 12 | 316

Te grupi me hormone gelizat gjerminative kane gene
prezente te 100.0% e femijeve te moshes 1 deri 6 vjet dhe
33.3% e atyre 11-12 vjet. Te grupi pa hormone te mosha
1-2 vjet gelizat gjerminative kane gene prezente te 66.7%
kurse te at ate moshes 11-12 vjet 60.0% (Tabela 6).

DISKUTIM

Eshté evidente roli i trajtimit té hershém te rastet me
kriptorhidizim. Né bazé té rezultateve té ekzaminimeve
histopatologjike éshté mé se i qarté reduktimi i diametrit
té tubuleve dhe zvogélimi i prezencés sé gelizave
gjerminative né ményre progresive te rastet e vonuara
si pasoje e ndryshimeve degjenerative né indin testikular.
Rezulatate kéto ge jané mjaft té ngjajshéme me literaturén
e publikuar deri mé tani mbi kété temé.

Aplikimi i terapise hormonale si terapi e paré, ende éshté
mjaft e shprehur ne Evropén Juglindore. Né shumicén e
Qendrave Klinike udhézohet né menyré standarde. Kohét
e fundit jané béré mjaft hulumtime pér pasojat afatgjate té
terapis hormonale. Njé ndér studimet qé ka shérbyer pér
krijimin e protokollit té trajtimit duke pasur parsysh edhe
efektet afatgjate éshté béré nga grupi punues i vendeve
nordike per Kriptohidizim té publikuar né vitin 2008, ku
konstatohet se pas administrimit té njé doze té madhe
té hCG, rritet presioni intratestikular, vérehet edeme
itersticiale dhe ekstravazion I leukociteve. Ndryshime té
njéjta morfologjike jané vérjetur edhe te pacientét té ciléve
[ éshté marré biopsé gjaté operimit, tek té cilét trajtimi
me hCG ka rezultuar pa sukses, ndryshime qé me kalimin
e kohés jané zhdukur. Vérehet gé menjéher pas aplikimit
té hCG, ka shtim té apoptozés sé gelizave gjerminative né
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testiset e trajtuara me hCG, né krahasim me pacientét qé
I nénshtrohen direkt ndérhyrjes kirurgjike.[9,10] Poashtu
gjaté pércjelljes sé pacientéve té trajtuar me hCG éshté
vérejtur se né kohén e adoleshencés testiset e tyre né
dimatér jané mé té vegjél deri né 50%, dhe se ka lidhje né
mes té volumit testikular dhe shkallés sé apoptozés.[11]
Sipas kétyre té dhénave konkludojmé se aplikimi I hCG
mund té démtoj spermatogjenezén né té ardhmen. Duke
pasur parasysh shkallén e ulét té efikasitetit té trajtimit
hormonal, benefitet e diskutueshme dhe démtimin
e mundeshém té spermatogjenezés né té ardhmen,
grupi nordik konkludon se kirurgjia primare duhet té
preferohet né trajtimin e kriptorkidizmit.

PERFUNDIM

Né bazé té rezultateve histopatologjike dhe punimeve te
publikuara rekomandojme se ndéhyrja kirurgjike duhet
té jeté metodé primare né trajtim, éshté ambulantore,
ka kosto té liré dhe pérgindja e komplikimeve éshté
papérfillshme,ndérsa koha optimale pér trajtim éshté
para se pacienti té mbushé 2 vjet. Cdo tentim i ordinimit té
terapisé hormonale sidomos te rastet e diagnostifikuara
pas moshés 2 vjecare pérvec se rezulton me sukses te
limituar éshté humbje e kohés sé cmuar, dhe ndryshimet
degjenerative ireversibile té indit testikular.
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CRYPTORCHIDISM-COMPLICATION OF DELAYED TREATMENT
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ABSTARCT

Introduction. - Cryptorchidism is the most common endocrinal disorder encountered in pediatric male patients.
Testis that is located in scrotum has 3°C to 4°C degree lower temperature than testis located intraabdominaly.
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Effects of delay in treatment were observed in study conducted in Republic of Kosovo. During the occupation 1989-
1999 we were confronted with apartheid that sometimes was in a brink of biological war. Major population was
denied of any kind of medical care, from primary to terciary level. During our studies we noticed that the mean
age of patients that are operated for cryptorchidism is higher than the recommended age. We decided to exam
the degenerative changes in testes that hat a delayed intervention and differences between patients treated with
hormone and the ones that underwent direct surgery.

Aim.-The aim in this study was to see the results of delayed treatment of cryptorchidism, where irreversible
degenerative changes of testicular tissue have occurred. We measured TFI (tubule fertility index) and the presence
of germ cells.

Material and methods.-In our department from 2010-2013 523 patients were operated. From this number 70
showed interest taking part in the study. Treated with hormonal therapy prior to surgery were 32 patients and 38
had direct operation. Patient’s that received hormonal therapy according to protocol of 3 cycles of hCG 100 1U/kg
of body weight. The children were aged from 1 to 15 years.

Results. From the charts and table’s is it clear that degenerative changes of testicular tissue are progressive. In
the 1 year of the life we didn’t encounter a significant number of changes, while with every subsequent year the
changes become more evident and significant.

Conclusion.-Following the histopathology results and published papers, we recommend that surgical intervention
should be the therapy of first choice in the treatment of cryptorchidism. Idealy operation shpould be performed
before patient reach 2 years of age. Every attempt of hormonal therapy after the patients is 2 years or older, results
with limited sucess, lost of precious time that result with degenerative changes of testiculat tissue.
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ABCTPAKT

BoBej: PusnuHoOTO OfiHECYBahe I10 37IpaBjeTo Ha afjo/IeclieHTUTe e 3HauaeH jaBHO-37IpaBCTBEH MTPOOJIeM BO 3eMjuTe
Ha EY. TomeMm men on GomecTuTe ce pe3yiTaT Ha PU3MUHOTO OfHECYBarbe TOBP3aHO CO HaBUKHUTE BO TYIIEHHE.
[TpobneMuTe KoM HOBeAyBaaT [10 PU3MUHOTO OJIHECYBame MOyKe Aa ce 6apaaT M BO C/1abMOT KBAJIUTET Ha CeMejHUOT
JKUBOT Y HEITPUMEPHUOT HAUMH Ha BOCIIUTYBAmbe.

Ilen Ha TpyAoT: /la ce yTBpAM MOBP3aHOCTa Ha BOCITUTHUTE CTHJIOBU Ha MajKaTa co HaBUKUTE 3a IyIllerhe IUrapu Kaj
aJloJIeCIIeHTUTE.

Martrepwujan u metomu: CripoBeieHa e MPOCIeKTUBHA CTy/IMja Ha TTpecek Ha TTpuMepok of, 600 ncrnuTaHuim, yd4eHuI 1
OJl OCHOBHUTE U CpefiHM YUWIULITa Ha Teputopujata Ha [lomomkuor peruoH. [IprMeHeTa e ckajiaTa HaMeHeTa 3a
MIPOILIEHYBake Ha BOCIIUTHUTE CTWJIOBM Ha pomurenuTe-“‘Egna Minnen Batraffande Uppfostran” (EMBU), kako u
AHKEeTHWOT ITpallaJHUK of1 “I7100a/IHOTO UCTPasKyBamke 3a 34paBjeTo Ha ajosecteHTuTe”. CTaTUCTUUKATA aHa/IM3a Ha
rofaToLuTe JOOMEeH! Ofl UCTPasKyBambeTo Oellle HarlpaBeHa BO CTATUCTUUKUOT rmporpaM SPSS 17,0.

Pesynratu u guckycuja: CTpyKTypara Ha WCIIUTAHULIATE ja coumHyBaa 264 (44%) mamku u 336 (56%) sKeHCKu
yueHULIM. ETHUUKATA CTPYKTYpa Ha yueHuLuTe ja counHyBaa 300 yuenuiy Makegoniu 1 300 Anbaxiu, mpuiuro 172
(28.67%) bea yuenuuu on IX-to onpenenue, 203 (33.83%) on I-Ba roguHa cpegHo yuuniite, u 225 (37.5%) bea yueHULIN
on ll-pa ropuHa cpepHo yuunuinTe. Kaxko nymaun ce pgexaapupaa 161 yaeHUK, OJHOCHO MpeBajieHIIdjaTa Ha MyllieHe
Oemre 26.8%. Co 3royemyBarbe Ha BpeJIHOCTA Ha cyOCcKajaTa ,eMOIlMoHaIHa TOTUIMHA” 32 eUHNLA CKOP, PU3UKOT 3a
pa3BUBarbe PUMUHO OJHECYBathe Kaj aJlofeclieHTHUTe Off ACTeKT Ha TMyllere Urapy ce HaMasyBa 3a 2% (OR: 0.974,
95% CI 0.951 - 0.999).

BHKTIY‘IOK: P63YHTaTI/ITe o MCTpasKyBabbaTa IIOKayKaa [eKa BOCIIMTHHTE CTWUJIOBM Ha MajKaTa nmaar 3HaqajHo

B/IMjaHMe Ha PU3MYHOTO OJHeCYBakhe Ha aJoJ/IeCHeHTUTe O[] aCIlIeKT Ha IyLIeHhe HUurapu.

KJ'[Y‘IHI/I 360p0BI/I: BOCIIMTHM CTUJIOBU, MajKa, aOJIECLIEHTH, ITYIIEeHhe Urapn

BOBE]]

Pu3nuHOTO ofjHECYBame 110 37IpaBjeTo Ha afIoNieCleHTUTe  PU3UYHOTO OJ[HEeCYBame IMOBP3aHO €O HABUKHUTE BO
e 3HAauaeH jaBHO-37[paBCTBEH TMpOOeM BO 3eMjuTe mymieme. IIpobaeMuTe KoM JoBeyBaar 10 NPUCYCTBO Ha
Ha EY. Tomem pen op OomectuTe ce pe3ylaTaT Ha pPU3HUYHOTO OHECYBaibe MOJKE Jia ce OapaaT i BO C/IaOMOT
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KB/IUTET Ha CEMEJHHOT JKUBOT ¥ HENPUMEPHUOT HAUMH
Ha BocmuTyBame. TyKa cera ce HaMeTHyBa moTpebaTa
POJIUTENITE CO CBOKTE Jiela 1a OMfIaT Ha peaiyja Kajie
OTBOPEHO Ke ce pasroBapa W Ke ce [aBa IpU3HAHUE
Ha HUBHMTE 3aKIyYOLM M Pa3sMUCIyBamba CEKaKo BO
MO3UTKHBHA KOHOTallMja, Of0erHyBame Ha aBTOPHUTET,
CYNepUoOpeH poauTen ¥ WH(MEPUOPHO JeTe CO 1Ief
n30erHyBame Ha CIIPOTMBCTaBYBame. Hus nmureparypara
MajKaTa ce CTIOMHYBa KaKo HajBaykHa MmpuMapHa (urypa
He caMo BO MPBUTE IIeT TOUHHU, TVKY U HU3 OCTAHATHUTE
pa3BOjHU MEPUO/M HI3 KoM JleTeTo ce pa3BuBa (1). JIokonky
0[] MHOTY IIPUUMHM MajKaTa He MOKe Jla Ce TPIKHU 3a
JleTeTo Kako, Ha Mp: 0OJecT Ha MajKara, OTKaKyBambe
Ha MajkaTa Off JITeTO M CJIMYHO, TOTall pelleHUeTo e
eJHOCTaBHO - HEOIMXO[Ha € aJleKBaTHa CYOCTUTYILIHja.
Kako 3ameHa Moke fa Oupe TaTkoTo, 0abaTa, [efoTO
WIH, T1aK, TIOCBOMTENN Koy 01 Ouie Herosarenu. Jlerjata
He cMear Jla ce Of[BojaT Of MajKuTe, HUTY, TaK, Jia ofiaT
BO TpajjiHKa, TYKY MajKuTe fla ce rpwkar 3a Hub. Ce
pasbupa, oBa e MuT. TyKa ce MOKaKyBa [leKa e BaskeH
KBQIUTETOT, @ HE CaMO KBAHTHTETOT Ha IOMHHATOTO
BpeMe, 3aToa IITO Off KBa/JMTETOT HA OJHOCOT MHOTY
3aBHCH MOHATAMOIIHMOT T€K Ha JKUBOTOT, 0COOEHO BO
OHOj TIepHOJ, Ha aJiojieciieHIMja Kora JiellaTa caMu Tpeba
7la JoHeCyBaaT OfTYKI. MOKHO e OU/I0 KOj Off pOfIUTe/IuTe
7la e IOCTOjaHo CO JIETETO, HO BPEMETO /1a He € KBaJIUTETHO
HCIIOJIHETO CO JbYOOB, I'PUKA, BHUMAHHUE, 3a/I0BOYBaibe
Ha OMONIOIIKKUTE MOTPeOM, a 10T0Aa M Ha COLMjaTHUTE
roTpe0u, IIOTpedKTe 3a JOMKUP, TOIIMHA U CTTUYHO.

Bo 0Boj cyuaj HeMa Jia ce co3fajiaT VCIOBU 3a 37IpaBO
COIIMOEMOIIMOHATHO Bp3yBake, TYKY HAMpPOTHUB, HEKOj
BHJI Ha HapyIIyBaibe BO COIMOEMOIMOHATHUOT pPa3Boj
(2). IlocTom pas3nmuKa BO OJHOCOT IITO af[OJIECLIEHTUTE TO
uMaaT €O TaTKOTO M OHOj co MajkaTa. TaTKOTO HajuecTo
e ONMINYBAaH KAaKO COBETOflaBel] KOj IMOCTaByBa jacHU
OueKyBama. HeroBure uHTepecH ce HACOUEHH KOH
VUWIMIITHUOT YCTieX ¥ TJTaHOBUTe 3a Bo MHKMHA. MajkaTta
MaK, ¥Ma TIOIIMPOKW WMHTepecH 3a aponecieHToT. U
Taa ce MHTepecHpa 3a HeropaTa MHWHA, HO NOBEKe e
BKJIy4eHa BO HETOBHOT COIMjaJieH U eMOI[IOHAJIeH JKUBOT.
OpnHOCOT €O MajkaTa BK/IyuyBa OJIMCKOCT ¥ TIOUHTYBakbe,
HPUjaTeNICKU OJHOC ¥ OJJHOC CO aBTOPUTET ( 3).

LHEJTHA TPYIOT

HH ce YTBpAu IIOBP3aHOCTAa Ha BOCIUTHUTE CTHUIIOBU
Ha MaiKaTa CO HaBUKHTe 3a IVliemhe »Ourapu Kaj
aJjojIeCHeHTHUTe.
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MATEPHJAJI U METOIN

3a 1e/iuTe Ha OBa MCTpakyBake ce MpuMeHHja: CKkanara
HaMeHeTa 3a IpoIleHyBambe Ha BOCIUTHUTE CTUIOBM Ha
poputenute-“Egna Minnen Batraffande Uppfostran”
(EMBU). OBaa ckanma op JIukepToB THII € COUMHETa O
64 ajremu opmynupaHn Bo OOMMK Ha TBpfeHa CO
yeTHpUUIeHa CKajla Ha u300p. KoHcrpyupana e of
HBeCKUOT ucTpaskyBau [lepuc (Perris ),a agantupana
on Apungen ( Arrindell ). AjanTipanata Bep3uja, Koja e
KOPUCTEHa BO OBa MCTPaKyBarbe, COMPKU 5 CYOCKamu:
eMOI[MOHAJTHA TOIUIMHA, OT(pIame, Mpe3allTUTyBambe,
(aBopusMpame Ha JIETETO U HEJTOCTeHOCT, KaKo U
AHKeTHHOT TpallajHUK ofi [700aHOTO HCTpaKyBatbe
3a 37paBjero Ha aponeciientute. CTaHyBa 300p 3a
crangapaed npamanduk Ha C30 u CDC Koj compsku 24
Tpaliama Kajie Oelie oriateHa M yoTpedaTa Ha TYTYHOT.
[IpamansukoT Oelle [u3ajHMpaH TaKa [la OAroBapa Ha
BO3pacTa U ToJIOT Ha MCITUTAHUIIUTE.

CraTMCTHUKaTa aHa/lM3a Ha MOJATOLMTe JOOMEHH Off
MCTPAKYBAWETO Oellle HampaBeHa BO CTATHCTUYKKOT
nporpam SPSS 17,0. Kateropuckute (aTpuOyTHBHH)
Bapuja0Iu ce MPUKa)KaHW CO amCOMYTHU M PelaTHBHU
OpoeBu. Hymepuukute (KBaHTMTATMBHHM) Bapujabin
ce TpHKaKaHM CO TMPOCEK, MHHUMATHU BPEJHOCTH,
MaKCUMaJlHi BpPeJJHOCTH, W CTaHflapfiHa [eBujaliuja.
3a KoMmapupame Ha CKOpPOBMTEe Mery JiellaTa Mymiauyu
1 Henyuraud Oeme KopucteH CrtymeHToB Tect (Student
t-test). Jlormctuuka Perpecmona aHanmm3a  Oeiie
KOPHCTEHa 3a JIeTepMUHUPae Ha BOCIIUTHUTE CTHJIOBHU
CUTHU(MKAHTHO TOBP3aHM CO pa3BMBame HaBUKa 3a
nymeme nurapu.CTaTUCTUYKAaTa CHTHH(UKAHTHOCT Oelle
neduHupaHa Ha HuBO 3a p<0.05.

PE3YJITATU U1 JUCKYCHJA

Bo wucrpaxyBamero Oea BkayueHu 600 HCHIMTAHUIH,
VUEHUIIM Off OCHOBHWTE M CpeJHM VUWIMIITa Ha
teputoprjata Ha [lomomkuor pervon. IlomoBara
CTPYKTYpa Ha WCIUTaHUIUTe ja counrHyBaa 264 (44%)
MalIK{ V4eHuI, 336 (56%) yueHHIM off KEeHCKM MO
ETHMYKaTa CTPYKTYpa Ha yueHunuTe ja counmHyBaa 300
yuenunm Makemonny, 300 yuenui AnOaHiy, Iofieka
BO OJIHOC Ha 3acTaneHocTa 1o ofijenenuja, 172 (28.67%)
0ea yuenuiu of IX-To opmenenue , 203 (33.83%) ox I-Ba
rofiHa cpemHo yumnuinte, U 225 (37.5%) Oea yueHMIHM
on II-pa romuHa cpenHo yumnumite. Bo oBaa rpyma Ha
VUeHMIW, KaKo Tyllaud ce Jeknapupaa 161 yueHUK,
O[THOCHO IIpeBaJieHIIjaTa Ha Iyiiekbe Oetre 26.8%.
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He l'l)'lllﬂ‘lll
439(73,17%)

mymavn
161(26,83%)

I'paduk 1.CTpyKTYpa Ha HCIUTAHKUIIUTE CIIOPE MYIIIeHhe
Urapu

Ha mpamameTo ,, Ha Konky roguHu 3a mpB maT mpoda

urapa?”, JOMUHKMpPaa y4eHUIIM KoM TTpo0arte urapa Ha 14

w15 romunn - 67 (41.61%), moeka Hajmai 6poj, OHOCHO

TPOLIEHT OZITOBOPHMJIE JieKa mpobase nurapa Ha 10 wm 11

roguun - 11(6.83%).

Ta6enal.
Ha KOH;I{}/)(I)'ggI&I:II;I;I?al;pB mnmaTt N (%)

<7 15(9.32)

8-9 12 (745)

10-11 11(6.83)
12-13 37(22.98)

14-15 67 (41.61)

>16 19 (11.8)

Bo rpadukoHoT 2 1 Tabesa 2 MpUKasKaHU Ce ITPOCEUHUTE
CKOPOBM, KaKO M HajHMCKUTe U HAjBUCOKU CKOPOBU 3a
aHa/M3MpaHKTe CYOCKaJIH.

HeJI0CIIe THOCT 1061

€MOIIHOHATTHA TOIUTHHA A7

or(prarse S

IIPE3aCUTEHOCT 3129

(aBopmI3Upae 7,86

0 10 20 30 40 50 60
me an

I'pachuk 2. BrmjaHue Ha ofijie/THA BOCTIUTHY CTUJIOBH Ha
MajKaTa Bp3 HaBMKAaTa 3a Myllehe IUrapyu Ha

aZlo/ieCueHTuTe
Tabena 2.
Cybexana Descriptive Statistics
N mean = SD | min - max
HeJ0C/IeJHOCT 567 10.61 = 2.6 7-21
eMOLIOHa/THA TOIIIMHA 593 51.37 £ 8.7 17-66
oT(prame 594 31.69 £ 6.3 25-69
[IpesanrtuteHocT 591 3129+ 6.8 15-62
(haBopu3Mpame 579 786+2.8 5-20
PQBYHTHTI/ITG 0 MCTPAKYBabeTO IIOKaKaa [I€Ka

BOCIIMTHUTE CTWJIOBU Ha MHjKHTa nMaart 3Ha‘IHjHO
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B/IMjaHUe Ha PU3UIHOTO OJIHECYBatbe Ha JiellaTa off acTeKT
Ha TyIlIee [UrapH.

Jleriata mynrauy ¥ HemyIauyu CUrHU(UKAHTHO Pa3nyHO
TY OlleHWIe BOCIIUTHUTE CTWIOBM Ha MajKaTa pPOJUTEN
3a cure 5 cyockanmum o Ckamata 3a TpOIleHKa Ha
POJIUTETICKUTE CTUJIOBU.

Bo rpymarta MCIMTaHWIM KOM MyLIAT PErUCTPUpPABME
CUTHU(UKAHTHO  TOBMCOK CKOp 3a  CcyOCKajara
»HEJOCNIeIHOCT” CTIOpefleHo €O TpynaTta [erna Kou He
nymat murapu (11.35 + 2.6 vs 10.36 = 2.6; p=0.000013).
OBOj CTAaTUCTMUKM pe3ylTaT Cyrepupa 3aKJIyuoK
JeKa BOCIIMTHUOT CTWI Ha MajkaTa BO KOj JOMUHHMPA
HeJIOC/IEIHOCT 3HAUajHO € TOBP3aH CO PHU3UYHO
OJIHECYBame aHAJM3UPAHO TMpPEeKy Mylleme [Urapy.
Majkute Ha fleljaTa KO NyIIAT IUrapi IOKaKyBaaT BO
BOCIIUTYBahETO CUTHU(UKAHTHO TOBHCOK CTelleH Ha
HeJ[0CTIefIHOCT.

[TpocednnoT cKop 3a cydcKkaaTa ,, eMOI[OHAJTHA TOTUTMHA
u npucakame” m3HecyBa 50.05 + 8.9 Bo rpymara jiela Kou
nymaTt murapu, a 51.85 £ 8.5 Bo rpymaTa Kou He MyIiar.
TecTupanaTa pas/inKa ce MOTBPAM KaKO CUTHU(PUKAHTHA
3a p=0.03, nITo Mak MHUIMPA 3aKIYUOK JIeKa BOCTIUTHUOT
CTWI Ha MajKUTe BO KOj JIOMUHMpA €MOIJMOHA/IHA
TOIUTMHA U TIpUQaKatbe 3Ha4ajHO ro HaMasyBa PU3UUHOTO
OJlHECYBame aHAJM3UPAHO TPEeKy MyIIewme I[Urapu.
MajkuTe Ha fleliaTa KoM TyHIaT L[Urapi MOKaKyBaaT BO
BOCITUTYBabeTO CUTHU(DUKAHTHO TOHM30K CTeleH Ha
eMOIMOHA/THA TOTUTMHA U TIpraKarbe.

3a p=0.0004 ce motBpau cUrHU(MKAHTHO MOBUCOK CKOP
3a cyOcKajaTa ,, oT(piame” BO rpymaTa fella KOy IylaTt
IUrapu, KOMIIapMpaHo CO TpymaTa fiella Kou He TyliaT
(33.20 + 6.6 vs 31.13 + 6.1). OTdhpneHocTa Ha JIETETO Of
CTpaHa Ha MajkaTa 3HayajHO IO 3rojeMyBa PU3UUYHOTO
OfTHECYBale aHAJM3UPAHO TPEKy TMyIIeme IUrapu.
MajkuTe Ha fiellaTa KoM MyLIaT L[Urapd MOKaKyBaaT BO
BOCITUTYBabeTO CUTHU(UKAHTHO TMOBUCOK CTeleH Ha
oTdprame.

[IpeTepaHaTa 3amITHTa Ha JIETETO Off CTpaHa Ha MajKaTa
UMa 3HauajHO B/IMjaHWe HA pPa3BUBAE  PU3UUHO
OJTHECYBame Kaj JeTeTO Of acleKT Ha MyIlewe IUrapu
(p=0.028). Bo rpymara MCOMTAHUIM KOM IIyIIAT
perucTpupaBMe CUTHU(MKAHTHO TOBUCOK CKOp 3a
cyOcKasaTa , [Ipe3acuTeHOCT” CIopeieHo o IpyIaTa felja
Kou He mymraT murapu (32.30 + 6.6 vs 30.92 + 6.8), ogHOCHO,
MajKuTe Ha JleljaTa KoM TyliaT Urapyd TOKa)KyBaaT BO
BOCITUTYBabeTO CUTHU(DUKAHTHO MOBUCOK CTeleH Ha
npeTepaHa 3alllTHTa.

Bo rpymaTta MCIIMTaHWIM KOM MyIIAT PErHCTPUpPABME
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cUrHU(MKAHTHO  TIOBMCOK CKOp 3a  cyOcKajaTa
,(aBopusupame” CHOPeIeHO CO TpymaTa [ielia Kou
He mymar urapu (8.62+3.2 vs 757+2.6; p=0.00006).
OBOj CTAaTUCTUUKM pe3ylITaT Cyrepupa 3aKIyuoK
JleKa BOCTIMTHMOT CTWJI Ha MajKaTa BO KOj JIOMUHMpa
CeJIeKTUBHOCT BO OJIHECYBAKETO KOH JieliaTa 3HauyajHo e
MOBp3aH CO PU3MYHO OfIHECYBAIbe aHATU3UPAHO TPEKY
nyniete urapi. Majkute Ha fieriaTa KoM MymIaT [Urapu
TIOKayKyBaaT BO BOCITUTYBAbETO CUTHU(MKAHTHO TIOBUCOK
cTereH Ha (haBopu3Mparbe.

0000000000000

(p=0.038), u haBopusupame (p=0.001).

Co3roneMyBambe Ha BpeIHOCTa Ha CYOCKaTa ,HacieqHocT”
3a e[ MHUIIA CKOP, PU3MKOT 3a Pa3BUBAIE PU3UUHO
OJJHECYBabe Kaj JiellaTa off acleKT Ha NYILIeHhe IUrapy ce
sronemyBa 3a 12.7% (OR: 1.127, 95% CI 1.037 - 1.225);

Co sromemyBame Ha BpegHOCTa Ha CyOCKanTa
»EMOIIMOHAJTHA TOIUIMHA” 332 eIMHUIIA CKOP, PUSMKOT 3a
pa3BUBalbe PU3NYHO OJJHECYBame Kaj Jelara of acreKT
Ha TIyIIeme urapu ce Hamanysa 3a 2.% (OR: 0.974, 95%
CI10.951-0.999);

Tabena 3.

Tamm Descrivtive Stafistics Co s3romemyBame Ha BpeJHOCTa Ha cyOCKajTa
TYIIHII P - p value »(haBopusupame” 3a  eQUHUIIA CKOp, PU3MKOT 3a
uurapu? N | mean + SD | min - max .

HepocnepocT Pa3BUBame PU3MYHO OIHECYBame Kaj Jleliata off acIeKT

1a 147 113526 720 p=0.000067+ | Ha MyLIerbe Lrapy ce 3rojieMysa 3a 12.5% (OR: 1.125.974,

He 420 10.36 2.6 721 95% CI1.050 - 1.204);

€MOIIMOHAJIHA TOIUIMHA U npn(bal'(a}be
1a 159 | 5005:89 | 2566 p-0025* | Tabema5.
He 434 51.85 £ 8.5 1765 MynrusapujanTha Jloructuuka Perpecrona ananmmsa 3a
Ordprname TpeIUKIIMja Ha PUSHYHO OffHECYBaHhe
a 159 3320 6.6 25-61 =0.00038** . i o

e % s T B T sapujabna | RS | crosy pvalue
(iipe3acuitierociii) HeJ[OC/IeHOCT 1.127 1.037-1.225 0.005*

pit:] 158 32.30 = 6.6 17- 62 p:028* eMOIIOHAaJTHa «

He 135 | 3092:68 | 15-5 TONTHHA 0974 | 0.951-0399 |  0.038
(hasopusupare) oT(prame 0.996 0.958 - 1.036 0.856

it 157 8.62+3.2 5-20 | p=0.00006* TPe3acUTEHOCT 1.019 0.984 - 1.056 0.288

He 422 7512.6 5-19 aBopi3mpare 1125 1050-1204 |  0.001*

(Student t- test)  *p<0.05 **p<0.01

Jloructnuka Perpecriona aHanu3a Oelle KOpuCTeHa fia
ce JeTepMHHMpPAaT BOCIUTHUTE CTWIOBM Off CTpaHa
Ha MajKaTa, KoM ce CHTU(PMKAHTHU MPETUKTOPH 3a
pa3BHBare HaBUKA Kaj JleriaTa 3a Myllerwe [UrapHu.

YuuBapujantHata Jloructmuka PerpecuoHa aHamm3a
TOKayKa JieKa cuTe 5 BOCIUTHM CTHJIOBM Of CTpaHa Ha
MajkaTa ce CUTHH(DMKAHTHO IMOBP3aHM CO pPa3BHBaibe
HaBMKa 3a MyIleke IUrapy Kaj felara.

Ta0ena 4.

YuuBapujanrtHa Jloructiuka Perpecuona ananu3a 3a
Ipe/MKIHja Ha PU3HYHO OJIHECYBathe

Bapujabma Una(gﬂsted CI195% | p-value
HeJ[0C/IeTHOCT 1.151 1.072-1.235 | <0.000
eMOIIMOHA/THA TOIIMHA 0.977 0.957-0.997 | 0.001**
oTdprame 1.049 1.021-1.079 | 0.001*
pe3acuTeHoCT 1.031 1.003 - 1.059 | 0.029**
(haBopu3Kpame 1132 1.064 - 1.205 | <0.000

*p<0.05 *p<0.01

MyntuBapujanTHata Jlorucrtiuka PerpecruoHa aHanm3a
KaKo BOCIIMTHM CTWIOBM Of CTpaHa Ha MajkaTa
CUTHU(PUKAHTHO TOBP3aHM CO pa3BUBame HaBUKa 3a
nyllerbe Urapy Kaj eliata, I IOTBP/M: HeJoCIeJHOCTa
(p=0.005), emomuoHanHaTa TOIVIMHA W TpHaKarme
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*p<0.05 **p<0.01

[la ce buyie poxuTen He e efHOCTaBHA yrora. Kembarta
Ha CeKoj pOfIuTeN e Ja Co3fiajie eMOIMOHANIEHO 3peN U
cTa0WIeH MoefIMHell, cpekeH MOeMHel] Koj YCIelIHo Ke
ce MHTErpupa BO colyjajiHaTa cpefuHa. [locrojaT jBe
KJIYYHU TIMEH3UH Ha POJUTeNCTBO. [Ipsaiiia gumeH3uja ce
OJTHECYBa Ha POJUTEICKOTO pa3bupare W POIUTe/ICKaTa
TOIJIMHA, HACTPOTH HENpUjaTeJICKOTO OCy/lyBalke U
ofberHyBame. Bilopailia gumeH3uja ce ofHecyBa Ha
POIUTENICKMOT Haf3op. KombuHalujaTa Ha OBHe JIBe
TMMeH3MH TPeTCTaByBa OHa IITO 3aeJHUYKY ce HapeKyBa-
poguutiencku cuiunosu (4).

PesyyiTaTiTe JOOMEHH O HCTPAKYBAETO 1a/10a O[ITOBOP
Ha [OCTaBeHaTa Iie/l. YHMBapujaHTHaTa JlormcTiuka
PerpecrioHa aHanu3a TOKa)kaa JieKa CUTe 5 BOCIUTHU
CTWIOBM OfI CTpaHa Ha MajkaTa ce CUTHM(MKAHTHO
TIOBP3aHU CO Pa3BHBaibe HaBUKA 3a MYIIEHe [Urapu Kaj
metata. HayunuTe JjoKas3u MOKaKyBaaT fleKa BIMjaHUETO
Ha POJIUTEJICKUTE CTUJIOBM Ha YIOTpeda Ha TYTYH Kaj
aJIo7IecIleHT! Baprpa BO Pa3UUHU 3eMju.

HaBukuTe M cTaBOBUTEe Ha MajkaTa OMTHO B/IMjaaT Bp3
OJTHECYBaETO Ha JlellaTa MOBP3aHO CO YIoTpeba Ha



ANy

TyTyH(1). McTpakyBameTo 3a pPU3MUHO OJHECYBambe
Kaj miagute Bo Amepuka, United States, Youth Risk
Behavior Survey (YRBS), crpoBegero Bo 2007 ropuHa
(5), ru mapie clegHUTE pe3yaTaTH MOBP3aHU CO HABUKUTE
Bo nymieweTo: 20.0% o yueHunute Bo AMepuKa myuiese
1 unu noBeKe fileHOBU BO mocienHute 30 eHa, Mpy IITO
HPOLIEHTOT € TMOBMCOK Kaj MoMummata (21.3%) Bo ofHOC
Ha JeBojuMmara (18.7%). Crymmjara Ha HanmoHanHuOT
MHCTHUTYT 3a 37I0YIIOTpeda Ha Jpora, ajKoxol W IUrapu
u3gageHa Bo gekemBpu 2015 rofi. Bo AMepuKa, OKaKyBa
Jleka cO Bo3pacTa ce 3rojeMyBa IIpeBajieHIlaTa Ha
yroTpeba Ha TYTYH Kaj yueHumure (6).

Ha Tepuropujata Ha PMakegoHuja, Bo yuyeOHaTa
2007/2008 rogvHa WCHOUTYBAaHM Ce COCTOjOMTE CO
3aBUCHOCTUTE Kaj aflojeclieHTHTe, MPULITO Kaj BKYITHO
2116 yuenuiy Ha Bo3pact of 11-17 rof.,yTBpieHO e eKa BO
nocniefnuBe 30 feHa Myliesie Urapyu 3Ha4uTeTHO TIoBeKe
neBojunmba (15,1%) Bo omgHoc Ha 11,4% momuuma. CKOpo
CeKoj BTOP aHKeTHPaH YUeHUK MMa POJIUTE UTH CTapaTest
KOj IYLIK ¥ HajrosieM 0poj Ha nyre 31,1% myiuese pemoBHO
BO HUBHOTO ITPHCYCTBO (7).

BpojHu HcTpaKyBatba IIOKaKyBaaT IekKa KOMYHUKAIHjaTa
CO POMUTENNTEe, CIIOfENYBAETO, KAK0O M aKTUBHOTO
VUeCTBO Ha MIalATe BO CeMejHaTa JIMHAMHKa IO
10/100pyBaaT 3/paBjeTo Ha ajoNeCleHTUTe, a CO CaMOTO
TOA 1 IO HaMajIyBaaT PU3UKOT Off PaHU WA KOHTUHYHUPAHU
UCKycTBa co urapara (8,9,10).

JlellaTa KoM MMaaT MajKa Koja MyIIM ce cO Torojema
BEpOjaTHOCT /a ce 3aM04He CO MYIIeHhe, OTKOJIKY HUBHUTE
BPCHHUIIM KOM HeMaaT (haMuivjapHa MCTOpPHja Ha TaKBO
ofiHeCyBame ( 7).

[leriaTa Kou ce u3jacHusIe leKa MajkaTa IIOMUHYBa IIOBEKe
BpeMe CO HUB M KOMYHHMIIPAaT CO HUB IOYECTO, UMaJie
HOHM30K CTENeH Ha II0YETOKOT Ha KOPUCTeHe Ha TYTYH
BO MOCTeTHUOT Mecell. HapyiieHoTo ofHecyBame T
3ro/ieMyBa IIIAHCHTE Jla afIoNIeCIleHTUTe KOPUCTAT TYTYH
IBOjHO ToBeKe. Poputenute Tpeba fma Oupar obyueHu
€O MHOryOpojHM MH(OPMAlMM M 3HAeHwa, BO MIHUTE
HporpamMu 3a IpeBeHIWja off VIIOTpeba Ha TYTVH, IIpef
HUBHHUTe Jelja fia cTaHaT agonecuenti (11-15).

3AK/IYYOK

On mobueHuTe pe3yiTaTd Ce TOTBPAM XUIOTe3aTa Koja
TBpiellle JleKa KapaKTepUCTUUHMOT BOCTIUTEH CTHI Ha
MajkaTa 3a eMOI[MOHA/IHA TOIUIMHA M TpudaKameTo
3HauajHO KOpenpa cO HaMajeHO PU3UYHO OJJHECYBArbe
Kaj aJIofiecileHTUTe Off acTeKT Ha TMyIIee IUrapw,
lofileKa BOCIIMTHMTE CTMJIOBU Ha MajkaTa BO KOU

Original scientific paper I

JIOMMHMPA MPe3aIITUTEHOCT, OT(pambe, HeJoCTeHOCT
1 (haBopu3Mparbe HETATUBHO KOPEMPAaT CO HAMaTyBarbe
Ha PU3MYHOTO Of[HECYBale Kaj fellaTa Off acreKT Ha
TyIIerbe [Urapu.

HOTpe6HO € IIOTTUKHYBalhe Ha poguTennuTe fa Ir'u cjaenat
dKTUBHOCTUTE U HpI/IjHTETICTBBTa Ha ajojleCueHTuTe
IIPpeKy BOCIIOCTaBYBalbe Ha IIpaBWla 3a TOa IOTO €
[OO3BOJIEHO, a UCTUTE Cce ed)I/IKaCHI/I BO CIIpeuyBame Ha
Jenara, l'[pO6J'I€MaTI/I‘IHO Ha ce oaHecyBaart.
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ABSTRACT

Introduction: Misbehavior (risky behavior for the health of the adolescent) is severe public health issue in the EU
countries. A huge number of adolescent health issues derive from misbehavior correlated with smoking cigarettes
habits. Issues leading to misbehavior should be sought in low quality of life and inappropriate upbringing.

Aim of the study: Determining correlation of mother upbringing patterns with adolescents’ smoking habits.

Materials and methods: A prospective study of the intersection has been conducted. 600 respondents were
included, students of primary and secondary schools in the Polog region. For the aim of this study EMBU (Egna
Minnen Betraffande Uppfostran) a self-reporting questionnaire, as well as the questionnaire for global health
research on adolescent’s health were utilized. Statistical analysis of the data obtained were generated by the
statistical application SPSS 17, 0.

Results and discussion: Respondents’ gender structure was of 264 (44%) males and 336 (56%) female students.
Ethnical structure was consisted of 300 ethnic Macedonians and 300 ethnic Albanians, while their class distribution
was 172 (28.67%) of ninth grade of primary school, 203 (33.83%) of first year in high school and 225 (37.5%) were
students of second year in high school. 161 pupils were declared as smokers, i.e the prevalence of smoking was 26.8%.
By increasing the value of the subscale “emotional heat” for the unit score, the risk of developing misbehavior in
adolescents from the aspect of cigarette smoking is reduced by 2% (SR: 0.974, 95% CI 0.951 - 0.999).

Conclusion: Research results show that mother upbringing patterns have a major impact in adolescent’s
misbehavior in the sense of smoking cigarettes habits.

Key words: Upbringing patterns, mother, adolescents, smoking cigarettes
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E-KAJIEPUH/B-KATEHMHCKIN CUTHAJIEH ITAT H HETOBATA
Y/IOTA KAJ ITAODUEHTKH CO CEPO3EH OBAPHJAJIEH U TYBAPEH
KAPI[IHOM (PA3TJIEJTYBAIBE HA JINTEPATYPATA)

E-CADHERIN/ 8 -CATENIN SIGNALING PATHWAY AND ITS ROLE IN
PATIENTS WITH OVARIAN SEROUS AND TUBAL CARCINOMA IN
ADVANCED STAGE (REVIEW OF THE LITERATURE)

Anynocku 1.}, [lerpymeBcka I'.2, Kocragunoscka Kynoscka C.2, Joanosuu P.2, TanTypoBcku M.!

1 Oppenenue 3a TMHEKOJIONIKA OHKOJOTHja, YHUBep3uTeTcka KiuHuka 3a ['mHekonoruja u AkymepctBo-Ckomje
2 IuctutyT 3a IlaTomonika anatomuja, MeguumHcku dakynarer CKormje

ABrop 3a KopecnongeHuuja: Ac. i1-p Urop Anynocku e-mail: i_aluloski@hotmail.com
Medicus 2017, Vol. 22 (2): 173 -179

ABCTPAKT

OBapujanmHuoT KapIlIMHOM ITPeTCTaByBa MeTTa Bofleuka ITpUdrHa 3a CMPT off 61710 Koja Tpyria Ha KapiMHOMU U BoJleuKa
MPUUMHA 38 CMPT OJf CUTEe TMHEKOJIOIIKU MaJIMTHOMU, TTIOMeT'y KeHcKaTa rnormynanuja Bo CeBepHa AMepuka 1 EBporia.
OBapujaJHIOT KapLrHOM oridaka 1,3% o cute ciaydan Ha KapunHomu Bo CAJL. TTpoueneTo e geka Bo 2017 romyHa, Kaj
okony 22,440 skenu Bo CAJ] ke Oujie AujarHOCTULIMPAH OBapujasieH KapLyMHOM U fieka okosy 14,080 jkeHu Ke rounHar
KaKo 11ocsieiniia o 0Ba 3abonyBatbe. TybapHUOT KapIMHOM ce cMeTa 3a peTka hopmMa Ha KapiuHoM. Kopucrejku ru
MOMEHTAaJTHO JIOCTAITHUTE CTATUCTUYKH MOJIATOIM, KaplIMHOMOT Ha (DajionueBaTa Tyba ce cMmeTa JieKka MpeficTaByBa
1% on cute (hopMu Ha KapiMHOMU Ha JKEHCKUTE PETTPOAYKTUBHU opraHu. [loBekeTo off maliMueHTKUTe yMrupaat of] OBa
3ab0yBarbe, MITO ce MOKK Ha (haKTOT IITO HAjTOJIEMUOT OPOj Of1 HUB Ce AMjarHOCTUIIMpAaaT BO HaMpeIHAT CTaluyM
Ha Oorecra (FIGO stage 11I-1V) 1 Kako pe3yaTar Ha NpyUMapHa WIM CTeKHATa XeMOpe3UCTeHIrja. E-KajmepuHCcKruoT/
OeTa-KaTeHMHCKUOT KOMITUIEKC Urpa CUTHU(UKAHTHA yiora BO UHTepIey/IlapHUTe aTXe3UBHU TPOLIeCH, BasKHU 3a
CTIpeuyBame Ha MeTacTa3suparmeTo U MHWITpaljaTa Ha MaJIMPHUTE HeoIyIa3MU. YKaXKaHo e JleKa pejlyliipameTo Ha
MMYHOEeKCcIIpecHjaTa Ha beTa-KaTeHnH,/E-Kaie puHCKUOT KOMITIEKC, € TTOBp3aHa co MHTeH3udMKallija Ha rporpecujaTta
Ha MaJUTHOMOT M HEroBMOT TIOTEHIIWjasl 3a MeTacTa3zipame Kaj Cepo3HUTe oBapujajHu KapuuHomu. [locebHoO 3a
onioeneskyBarbe e (haKkTOT IITO JIUTeparypaTa e JlocTa ITMMUTHpaHa Kora ctaHyBa 300p 3a MPOrHOCTUYKATA yriora Ha
MMYHOeKCITpecrjaTa Ha OeTa-kaTeHnH/E-Ka/lepUHCKUOT KOMITJIEKC Kaj Cepo3HUTe OBapujasiHd TyMOpH. [IpeKy oBoj
Tpyllcakame fia ce Jiajle NOMPUHOC BO pacTeukara HaydyHa MUCTIA 3a MOBP3aHOCTa Ha OBUE MOJIEKYJIapHU MapKepu Co
MporHo3aTa U Mporpecujata, Kako 1 HUBHOTO JIMPEKTHO BIMjaHUe BP3 CTAarKaTa Ha MPEeXUBYBAke Kaj 0BApUjaTHUOT
Ccepo3eH KapLuyuHOM U TyOapHUOT KapLMHOM.

Knyunu 360poBU: oBapujasieH KapiuHoM, E-kajieput, beta-KaTeHuH, TybapeH KaplyuHOM

BOBEJIEH JIET

BapujaJIHAOT KapLMHOM IIpeTcTaByBa IeTTa Bojeuka OBapujaJHUOT KapLuHoM ordaxa 1,3% of cute ciyuau Ha
0 1 il 0 1,3%

MpPUUMHA 33 CMPT Off OWIO Koja Tpyna Ha KapiUHOMHU
M BOfIeUKa MPUYMHA 332 CMPT Off CUTE THHEKOJOIIKU
MaJIMTHOMM, TIOMel'y JeHcKaTa momynaiuja Bo CeBepHa
Amepuka u EBpoma. [1] Co KopHCTeme Ha CTaTHCTHUKH
MOJIe/I 3a aHa/ln3a, YTBPEHO e JleKa BO TMOCje[HUBe
10 ropuHM, cTamKMTe Ha HOBU CJy4ayd Ha oBapujajieH
KapIMHOM ce HaMmajyBaaT Bo Tpocek 3a 1,1% cekoja
royiuHa. [2]

KapiuHomu Bo CA/I. IIpoiieHeTo e meka Bo 2017 roguHa,
Kaj okoiny 22,440 sxenu Bo CAJI Ke Oujie iujarHoCTUIMpaH
oBapujajieH KapuumHoM u Jeka okony 14,080 skeHu
Ke ITIOUMHAT KaKo MOC/e[uila Off OBa 3a0oiyBame[2].
KopucTejku T MOMEHTaJHO JIOCTAIllHUTE CTAaTUCTUUKU
ToflaToIy, KapimHOMOT Ha QajtonueBara Tyba ce cMeTa
Teka npeycraByBa 1% of cuTe hopMu Ha KapIMHOMY Ha
JKeHCKUTe PempojyKTUBHU opraHu. (3] HoBure HayyHH
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NOKa3M CyrepupaT [eKa OBapHjalHAOT KapiUHOM e
BO MHOTY TIOOJMCKA TOBP3aHOCT CO KapUMHOMOT Ha
(aonmeBara Ty0a OTKOJIKY IITO Ce CMeTaJia II0paHo, IITo
r0 TPaBU KApIIMHOMOT Ha TybaTa MHOTY MOYECT OTKOJKY
IITO Cyrepupaaar OBUe CTaTMCTUUKU MOZIATOIIN.

['maBHaTa mpuuvHa 3a JIOIIATa CTallKa Ha CEBKYIHOTO
npexkuByBate (CII), mpeTcraByBa OTCYCTBOTO Ha
CHMITTOMH BO PaHMOT CTaJiuyM Ha 0OosecTta, Koja IITO
MaK Ofl Jpyra CTpaHa ce JeTeKTUpa BO HalpeJHaTH
craguymu (craguym III-IV) u Toa HajuecTo Beke Kako
MpoIIMpeHa MeTacTaTcKa 00/ecT T.e. JMCEMUHUpaHa
MHparepuTOHea Ha KapIimHOMAaTo3a.

lMeHo, Bo TeK Ha TMocjiefjHaTa YeTBPTMHA Off OBOj
BeK, HEKOJIKY HayuHU [JOCTUTHYBama T'M MpeJu3BKaje
TPaJMIMOHA/IHUTE  KOHIIENTH 32  OBApUjaIHAOT
KapiuHoM. MHuIMjamHo, YTBP/IEHO e IeKa OBapujalHuoT
KapIMHOM He TpeJiCTaByBa XOMOTeHa 00/IecT, TYKy Tpyra
Ha 0osecTH-ceKoja co pa3nuyHa Mopdhosoruja u OMIONIKO
ofiHecyBame. AnpokcumatuBHO 90% of oBapujaTHUTe
KapIXHOM Ce KapIMHOMM (MaJIMrHY eMUTEeTHA TYMOPH) U
BP3 OCHOBA Ha XUCTOMATOJIOTHjaTa, UMYHXUCTOXeMUjaTa 1
MoJieKy/TapHUTe TeHeTCKM aHalu3M, ce pa3rpaHudyBaaT
MeT IJIaBHU TUIIOBU: Cepo3eH KapIMHOM CO BMCOK
rpagyc  (high-grade serous carcinoma) HGSC-70%;
engomeTpousied KapiuHom EC-10%; cBeTno-KieToueH
KapuuHoM (clear-cell carcinoma) CCC-10%; myiuHO3eH
KapuuHoM MC-3%; cepo3eH KapIIMHOM CO HM30K I'pajiyc
(low-grade serous carcinoma) LGSC-5%.[4]

IITO BCYHIHOCT CE CJIYUYBA

Cepo3HHOT  oBapujajieH  KaplUHOM  IpeTcTaByBa
HAjuecTMOT TUIl Ha eNuTeJieH OBapujajieH KapIMHOM
U Ha Hero oTmaraar noBeke ofi 70% ofi MHBa3UBHUTE
OBapujaJIHU KapirHoMu. TOKMy 1opajid Toa HajroieMuoT
0poj Ha HAayUYHO MCTPAKYBAUKU TPYJOBU Ce 3aHMMAaBaaT
CO pa3yIMJyHKUTe AacleKTd Ha Cepo3HUOT OBapujajieH
KapIMHOM.

ArpecuBHaTa XMpyplIKa IMTOpPeNyKIMja cjiefleHa co
XeMoTepanyja pPe3yaTHpa €O KOMIUIETeH KIMHUYKA
oxrosop Kaj 50-80 % op maiuenTkuTe. Kaj moseke og 70%
0]] OHHe KOY OJITOBOPHJIE Ha TeparujaTa (pecroH/iepH) ke
ZojAie 10 TIOBTOpYBame Ha Oosecta (pefarc) BO IepHof
of 24 Mecely U Kaj MOBEKETO Of HMB OoJlecTa CTaHyBa
pe3uCTeHTHa Ha TepanujaTa (xeMoTepanujara). 5]

[TaBHUOT HAuMH Ha JUCEMUHMpalbe Ha OBapHjaTHUOT
KapUUHOM € M0 IaT Ha ekcdonujaiyja Ha KIETKUTe
o TIPUMAPHUOT TYMOP BO TepUTOHeasHaTa IIYIIIMHA.
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THIMMYHO, TYMOPCKUTE KIIETKH OCTAaHYBaaT BO MPOCTOPOT
Ha abJoOMMHAIHATA IIVIUIMHA M TOAa KAKO CJI0OOHO-
(IOTUPAUKM KJIETOUHM arperaTd ¥ Kako MepUTOHeaIHu
MMIUTAaHTH, IITO [OBeJyBa [0 IMOJ/IerHyBame Ha
TALeHTOT KaKo MOC/IeMIa Ha JIOKAIHITe KOMIUIMKALH
Ha 6orecra [6].

Pa3BojoT Mak Ha Jla/ledHuTe MeTacTasu, ro MpeTcTaByBa
KpajHUOT CTaMyM Ha MpOrpecujaTa Ha KapIMHOMMUTE,
BKJIVUMTEJIHO M HA OBapHWjaJIHUOT KAapI[MHOM, a TOKMY
TOA € IJIaBHaTa MPMYMHA 32 MOBEKeTO CMPTHH MCXO[U
MOBP3aHM €O KapiuHOMOT. Mako co WCKIyuuTenHa
KIVMHAYKA BAKHOCT, OHMO/OrMjaTa HAa MeTacTas3uTe
ocTaHyBa HepasjacHeTa. [IpolecoT Ha TYMOPCKOTO
MeTacTa3upame ce COCTOM Off MYITUIUIA YeKOPH, IPH ILTO
CUTe ce HeONXOJHH 3a Jla ce TOCTUTHe MPOUIMPYBabe
Ha TymopoT [7,8]. IIpBo, KapLMHOMCKHUTE KJIETKH
“beraat off mpuMMapHaTa JIOKaluja Ha Tymopor. IloToa,
KapLMHOMCKUTE KJIeTKM ja WMHBA[paaT CTpoMaTa Ha
TYMOPOT U BJIeTYBaaT BO IMpKY/lalyjaTa UPEKTHO
WIK BO JIUM(MATUYHUOT CHCTEM ITIPeKy MHTpaBasalluja.
[loBekeTo off LMPKYIMPAuKUTe KapIMHOMCKU KIIETKU
JOKMBYBAaT amoITo3a Iopajiu T.H. aHOMKHUC (anoikis)
yeroBu [9]. JIOKONKY KaplMHO3HUTE KIIETKM IpeKuBeaTt
BO IIMpKy/alyjaTa, MOXe Jia JIoMmpaT [0 MOCOOJIBETHU
JIOKalluM, TIPeKy MPUKperyBambe 3a eHI0TeHUTe KIIeTKU
1 HUBHA eKcTpaBasaliija off IMpPKy/alujaTa BO OKOTHOTO
TKUBO. /1 KOHEuHo, 3a JlaJIeYHO KOTOHU3UPame TI0TPeOHO
€ KapI[MHO3HUTe KJIeTKH /la ja UHBAJMpaar u Jja 3alouHaT
CO PacT BO HOBaTa CpefIuHa.

Jlo meHec, MoneKy/lapHUTe MeXaHU3MH KOM WM
OBO3MOJKYBaaT Ha OBapHjaJIHATE KapIMHO3HHU KIIETKH Jja
ce “oTKauaT" off MPUMAPHUOT TYMOP U I10CTIelOBATE/THO fia
CTaraT BO MHTepaKIIfja co ePUTOHeaTHUOT Me30Te/IUYM,
He Ce jacHO ONHMIIAHM M MpPelu3UpaHd, HO IOCTOH
rojieMa BepojaTHOCT jieKa BO IPOIeCOT e MHBOJIBMpPaHa
peryiMpaHara eKcrpecuja Ha crelupuuHd KIeTOUHH
aTxe3uBHU Monekymu (KAM-mn).

Ho He3aBuCcHO 01 ce, jacHo e mpudaTeHo IeKa 3arybara Ha
enuTeNHaTa JudepeHIjaija Kaj KapyuHOMKTe, IITO e
TIPOCIIEJIEHO CO 3rojieMeHa MOOMTHOCT 1 MHBA3HUBHOCT Ha
TYMOPCKUTE KJIETKH, YeCTO € MOCIeMIla of peAyKijaTa
Ha MHTepPKIeTOYHaTa K/IeTKA-CO-KIeTKa II0BP3aHOCT
(aTxe3usnoct) [10,11].

Pasnmnubn amMuMy Ha TMOBPUIMHCKM TTMKOMPOTEMHH
M TJIMKOKOHjYTaT! Ce OJIFOBOPHM 3a CIIPOBE[yBame W
OJIp)KyBalbe Ha TOBP3aHOCTa KJeTKa-co-KieTKa. Toa ce
Ha puMep, immunoglobulin cell-cell adhesion molecule
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superfamily (Ig-CAMs) u Kagepun cynepdamuimja, Kako
u cell-to-extracellular matrix (ECM) unTepakuuuTe, mro
ja oBOo3MOKyBaaT (hamwivjaTa Ha WHTETPUHM ¥ JIPYTU
HOBPIIMHCKY KJIeTOUHH perienrtopu Kako CD44 [12].

E-KAJJEPUH/B-KATEHUHCKNOT CUTHAJIEH
ITAT 1 HET'OBATA YJIOT'A BO ITPOI'PECHJATA HA
KAPIIUHOMOT M HETOBOTO MPOIHOCTNYKO
3HAUEILE

KnacuunuTe MporHOCTHUKM (haKTOpH 3a OBapWjaHUOT/
TYOAPHUOT KapLMHOM Ce: KJIMHUYKUOT CTAfiyM Ha
oonecta (cropen FIGO kmacudukaiujara), CTeneHOT Ha
nucepeHuyjaruja, roreMiUHaTa Ha TYMOPOT, IIPHCYCTBOTO
(1M OTCYCTBOTO) Ha TIEPUTOHEATHH MMIUIAHTH M HUBHATa
MBa3WUBHOCT, BOMYMEHOT Ha Pe3u TyaTHO TKMBO 1 BO3pacTa
Ha maipeHTKaTta. Ce jocera, peJlaTMBHO MaJIKy Ce 3Haellle
3a MIMYHOXMCTOXeMHCKMTe MapKepu mpudaTeHd Kako
TIPOTHOCTUYKY MH/IMKATOPM 3a OBAPHjaTHUTE/TyOApHUTE
KapiuHoMu. Bo Taa cMucIa MOCEOHO ce HCTaKHyBa
3HAUeHeTO Ha aTXe3MBHUTE MOJIEKYITH, OeTa-KaTeHNHOT 1
E-KajiepuHOT.

KafiepuHuTe mpeficTaByBaaT T'eHCKa cymepdamuinja
Ha WHTeTpaHi MeMOPAaHCKM [IJIMIONPOTeMHU KOM
ce OfroBopHM Bo TocpenyBake Ha (Ca?-3aBHCHa
MOBP3aHOCT (aTXe3wja) Ha KIeTKaTa, IO IIaT Ha
xoMountu uHTepakiuu [13,14]. TeHepanHo, ce BepyBa
JleKa KaJiepuH-TIocpelyBaHaTa IMOBP3aHOCT e 3aBHMCHA
O] BUCOKO CIIeIM(UUHN U HEMEHIMBY (KOH3ePBUPaHH)
[IUTOIIa3MaTCKu JoMeHd Ha oBue KAM-mu, Kou ce BO
WHTepaKi{ja co Ipyna Ha WHTpaLeIylapHd MPOTeHH,
H03HAaTH Kako KaTeHWHH [15]. B U y-KaTeHMHUTE ce BO
IMpeKTHa MHTepakKl{ja co KafIepMHUTe Ha B3aeMHO
eKCKy3uBeH HauuH (16, 17]. o-KaTeHnHOT ' moBp3yBa
3ae[JH0O KajepuH - KaTeHHHCKUTe KOMIUIEKCH 3a
I[IUTOCKETIETOHOT TI0 T1aT Ha [AWpeKTHa MHTepakuuja [18]
WM TIPEKY oi-aKTUHUHOT [19].

['yoeweTo Ha (VHKIMOHAJHATAa eKcIpecdja OWIo0 Ha
KaJlepUHUTe WIM HAa KaTeHWHUTe TH KOMITPOMUTHpA
aTXe3MBHHUTE KapaKTePUCTHKK Ha KaJepUH/KaTHUHCKHOT
KOMIIEKC U TIPOMOBMpA Pa3Boj Ha MHBa3MBEH (heHOTHIL
Omimro KajkaHo, JIOMIO JAWepeHIMpPaHUTe, BUCOKO
METACTaTCKU KapLMHO3HH KITeTKH, MaHK(eCTHpaaT HUCKO
WM HeJieTeKTHOWTHY HUBO Ha E-kapiepuH (E-cad), mopeka
mak J100po audepeHIMpaHuTe, Cl1ab0 METACTaTCKH
KapIMHO3HU KJIETKH YeCTO I'M eKcIpecrpaar oBre (hopmu
Ha KAM-nu. Vcto Taka upentuduiypanu ce E-cad reHcku
MYTaIlMM, BO XYMaHUTe KapIMHOM, LITO Pe3yITHpa CO
eKcrpecrja Ha HeyHKIoHamHI u3odopmu [20, 21). 1
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HaBHCTHHA, 0bjaBeHO e meka >80% of cuTe KaplMHOMU
HeMaaT eKCITpecyja Ha eJjHa WX IT0BeKe KOMIIOHEeHTH O]
E-cad/kaTeHuHCKHOT KoMITekc [22].

AbGepHTHaTa KaJiepHMHCKa eKCIpecHja Kaj emuTeTHUTe
KJIETKM WCTO Taka OBO3MOKYBA (DEHOTUIICKHU ajITepaliu
W TO MPOMOBMpA CTEKHYBAalbeTO U IporpecujaTa KOH
HEeOIIaCTHYHa COCToj0a Ha KietkuTe [23]. Ha mpumep,
N-kagepusor (N-cad)u kagepun-11(cad-11) ce setexTrpanu
BO KJIETOUHY JIMHUYU ¥ TKUBO Ha MHBA3WBEH KapI[MHOM Ha
TpoCTaTa a BO CTO BpeMe BO HUB € OTCYTHA eKCIpecHjaTa
Ha E-cad. CimuHO Ha OBa, CKBAaMO3HO KJIETOUHMTE
eNuTe/HM KaplMHOMM Ha I7laBaTa ¥ BPaTOT KOM MMaaT
penviupana E-cad excnipecuja yTBpfieHO e JeKa MMaat
BHUCOKO HMBO Ha ekcrpecuja Ha N-cad. Bo KoHTeKcT
Ha OBMe 00CepBalMM 3aKIyUeHO € JleKa IPeMHHOT
(switch) Bo ekcrpecujaTa Ha KaJepHMHCKMTE MOJTHUIIOBH,
TpeficTaByBa JIMHAMUUeH Tpoliec Koj UM JI03BOYBa Ha
KapLIHOMCKHUTe KJIeTKH fla ce “oTKavaT"” of] MPUMapHUOT
TYMOp, /la MHBAJMpaaT BO OKOJTHATa CTPOMA M eHJ0TeN
WIM Jla MeTacTa3upaar [0 Crelu(pUUHd CeKYH[apHH
JIOKAI[U! TIPEKy BOCIOCTaBYBame Ha HOBU XOMO(MITHU
MHTEePaKIUH.

BakBu anrepariuy Bo HUBOTO Ha KaJlepUHCKaTa eKcIpecHja
Cce acolMpaHU U CO Pa3BOjOT Ha OBapHjaTHAOT KapLMHOM
[24].

Kako 1mTo e BeKe yTBp/IeHO 3a JAPYIM TKMBA, Taka U
aHa/jM3aTa Ha KIeTOYHU JTMHWHU Off YOBEUKH KIIETKH Of
oBapujaHKOT moBpiuHCKH enuten (OITE), nemoHcTpupa
MHAMpeKTHa Kopenanuja moMery E-cad ekcmpecujata u
MHBA3UBHKOT KaMal[iTeT Ha OBHe KIeTKH in vitro [25]. Ce
3aeJIHO, OBHe OICepBaluy yKaxkyBaaT jeka E-cad urpa
KJIy4Ha y/Iora BO HeoIIaCTMUHATa TpaHcdopMmaliyja Ha
yopeukuTe OIIE 1 meka pemyKijaTa Bo eKCIpecujaTa Ha
oBue KAM-nu ro mpoMoBUpa MeTacTaTCKUOT ITOTeHIHjal
Ha OBHUe KJIEeTKU.

Enurendor Kajepud (E-KajiepuH), TO3HaT M Kako
knetoueH KAM 120/80 (KnetouHa aTxe3uBHaA MOJIEKYIa),
npencraByBa 120 kDa Kamuym 3aBMCHAa KJIeTOYHA
aTXe3uBHa MoJieKy/a, TPUNAHAK Ha KaJiepuHCKaTa
(damunja ¥ e MamMpaHa Ha xpomo3omoT 16¢22.1 [26].
OBWe MOJEKYIH Ce TPaHCMeMOPAHCKHU TJTHMKONPOTEMHH
JIOKa/M3UpaHy Ha TO3MIMjaTa HAa TeCHUTe BPCKU Ha
eNUTe/IHUTe KJIeTKM ¥ MocpeyBaaT BO XOMOTHITHO
KJIeTKa-CO-KJIeTKa MoBp3yBame. Kako mTo e Beke
cromeHaro, E-KaJiepuHoT e Bo acorujaliuja co akTUHCKUOT
IIUTOCKE/IETOH TMpeKy Tpyrma Ha MamOpaHa acoIpaHu
MPOTEUHH, o-KaTeHWH, B-KaTeHUH U y-KaTeHHWH KoM ce
eceHIMjaJTHA 3a OJIp)KYBame Ha crabwiHa E-KajepuH
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HocpeyBaHa KJIETOUHA MOBP3aHOCT U € MHBOJIBUPAH BO
peryimpame Ha KJIeTOUHUOT MOTwuTeT [27]. ['yOemwero
Ha E-KajlepuHCKaTa eKcIpecuja ce cMeTa 3a LieHTpajeH
HaCTaH Kaj TYMOPCKOTO MeTacTasupame, OujejKu
ry0emeTo Ha aTXe3MBHOCTA MOMEI'Y TYMOPCKUTE KIIETKH
ja srojeMyBa HMBHATa CIIOCOOHOCT [la HMHBajMpaar
JIOKAJTHO ¥ JIa ce LIMPaT BO JlajiedHy opraHu. ['onem 6poj
Ha MMYHOXMCTOXEMHMCKHU CTYJUU Ha XYMaHM KaplJMHOMH,
TIOKa)KaJie JieKa r'y0eeTo UK pelyliipaHaTa eKcIpecHja
Ha E-KajilepyHOT ¥ Ha KaTeHUHUTE UYEeCTO e acolypaHa
CO JIOIIAa XMCTONOLIKA AuepeHInjaiuja, 3roieM prsuK
of JI0KaJlHa WHBa3Mja, MeTacTaTcKa 0O0/MecT W IMOJIOII0
CEBKVITHO IIPEKIBYBakbe.

bera-KaTeHWHOT —TpeJCTaByBa  MYITH(YHKIMOHAIEH
[UTOIIa3MATCKU TIPOTEWH, CO TeH JolupaH Ha 3p2l
Xpomo3oM. beTa KaTeHMHOT 3aefHo co E-KajepuHoT
urpa BajkHa yjiora BO CTPYKTypaTa Ha I[UTOCKe/eTOHOT.
['yOemeTo Ha B-KaTeHWHCKaTa eKCIpechja e MOTBPfIeHO
Kaj HampeJHaTHTe CTAJUYMU HAa CEPO3HUOT U CBETIIO-
KJIeTOUHUOT OBapujajieH KapiMHOM, IITO e acoIipaHO
cO JiolIa TYMOpcKa audepeHLMjaldja U MPUCYCTBO
Ha MeracTtasu. [28] Bera-KaTeHMHOT He caMoO LITO
JiellyBa Kako “HHTeplieny/iapeH jemak” BO KOMIIIEKC CO
E-KafiepdHOT TYKY MTpa 3HayajHa yyiora Kako jief off T.H.
Wnt curnanes mat. [29] Wnt curHaIHHOT I1aT ja peryiipa
KleTouHaTa nponudepanyja u  audepeHIujalyja
IPEKY CTaOMIM3Mpame Ha B-KaTeHHHOT M Urpa BaKHa
yiora BO TymoporeHe3ara. Wnt TpOTEMHOT, KOj
TejcTBYBa HAa KJIeTOUHaTa MeMmOpaHa TIPeKy T.H.
Frizzled wu lipoprotein receptor-related mpoTeus,
MHXMOMpajKu ja (hocchopuanyjaTa v IUTOIUIa3MATCKaTa
merpajainmja Ha Oera-kareHuHOT. [29] IlocebHo 3a
onbenekyBame e (haKTOT IITO JIMTepaTypaTa e JoCTa
JIMMUTHPaHa Kora CTaHyBa 300p 3a MpPOTHOCTHUKATA
ylora Ha WMMYHOeKcIpecujaTa Ha OeTa-KaTeHuH/E-
KaJIepUHCKMOT KOMIUIEKC Kaj Cepo3HUTe OBapHjaiHU
Tymopu. bera-katenuH,/E-KajlepiHCKHOT KOMIUTEKC UTpa
curHM(MKAHTHA Y/IoTa BO MHTEpIIeTylapHUTE aTXe3MBHU
Tpoliecy, BayKHU 3a CIpeuyBambe Ha MeTacTa3upameTo U
uHuITPanMjaTa Ha MaJMTHUTE HEOIUIa3MU. YKaKaHOo
e JleKa pefyIMpameTo Ha MMYHOeKCIipecHjaTa Ha OeTa-
KaTeHuH/E-KaJlepUHCKIOT KOMIUIEKC, € TIOBp3aHa Co
nHTeH3M(UKalja Ha IporpecujaTa Ha MaJUTHOMOT U
HeroBMOT TOTeHIIMjal 32 MeTacTa3upamwe Kaj cepo3HuTe
OBapujaTHU KapIMHOMH.

MornekynapHuTe MeXaHM3MU KO JIeKaT BO MO3a/[MHATa
Ha Haj[oIHAaTa perynaiyja Ha E-KajepuHOT He ce
IIeJIOCHO Pa3jacHeTH; ceNaK, MyTaluuTe 1 OMOXeMUCKUTE
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TMOCTTPAHC/IAIMOHM ~ MOJM(UKAIIMKA  ce  TOTBpPJeHH
Kaj HeKONKy (opMM Ha KapIMHOMHM BKJIYUUTETHO W
OBAPHjaTHAOT KapI[MHOM.

JUCKYCHJA 1 UAHN PASMUCIIYBAIbA

Exkcnipecujata Ha E-KajilepyHOT Kaj oBapujaJiHMOT
KapIMHOM OWia aHa/ju3uMpaHa BO PA3IUYHM CTYIUH
CO XeTeporeHH KOXOPTM Ha mMaiueHTH. [IpeMHHOT of
N-KajiepuHCcKa ekcripecrja Bo E-KajlepvHCKa ekcripecuja
Kaj MajurHata TpaHcdopMmalyja Ha OBapujaHAOT
TIOBPIIMHCKY eMIUTeT M Kaj PAHUOT CTajIuyM Ha OBapujaieH
KapIMHOM e jacHO objaBeHa Bo cTy/ujaTa Ha Patel IS u cop.
2003 roz.[30]. Bo ofHoc Ha ekcripecujaTta Ha E-kageprHoT
Kaj HampeJHaTUTe CTaJUyMU HA eMUTelTHU OBapUjaHU
KapLUMHOMH, TIOCTOjaT  KOHTPOBEP3HU  Pe3yNITaTu:
HeKou CTyauu objaByBaaT rybeme Ha E-KamepunckaTa
ekcripecja Bo crymuute Ha Hoffman u cop., mpeky
HeroBMOT in Vitro Mojiell Ha KapIMHOTeHe3a VIITe BO
1993 rop. [31] u crymujata Ha Fujioka u cop. 2001 rog.
[32], co yTBOpYBame Ha eKcIpecijaTa Kaj MpUMapHHOT
OBapujajieH KapIMHOM KAaKO U BO  TI€PUTOHEAJHUTE
MeTacTasu, a Of pyra cTpaHa e crtyiujata Ha Ong u
cop., 2000 rog. [33], Koj meMoHCTpKpa 3roeMyBaibe Ha
E-kapiepuHCcKaTa ekcrpecuja. Kako fomonHyBame Ha CeTo
oBa e ctyaujara Ha Faleiro-Rodrigues u cop. 2004 rog. [34]
CO IIITO OCTaBa MPOCTOP 3a MOHATAMONIHYA WHBECTUTALIUN
T.e. CIOpe[, 0Baa CTYAHUja MPOTHOCTUYKOTO 3HAUeHe Ha
E-KajiepvHOT ceyITe ocTaHyBa HejacHa.

Cemak KIMHMYKaTa Viora Ha E-KajepmHOT Kaj
OBapHMjaJTHAOT KapIMHOM He e I[eJIOCHO pasjacHeTa
MaKO IIOBEKETO Off CTYNUHUTE VKa)KyBaaT Ha HeroBaTa
IPOrHOCTHMYKA y/Iora Kaj oBa 3abonyBame. ['yOemeTo Ha
E-KayiepuHCKaTa eKcripecja Oua acolypaHa co mosomo
npe;kuByBame BO fBe cepun of 20 u 104 mpumapHM
KapIiMHOMM, HO TyKa ce BKJIydeHH ce Ha ce camo 13
E-kajiepun HeraTMBHM npuMepory (Daraiet u cop., 1997,
Faleiro-Rodrigues u cop., 2004) [35]. Bo enna romema
HeoJaMHelllHa CTYAWja Bo KoxopTa of 177 malueHTKH
€O OBapuja/iHM KapIMHOMM CO BMCOK Tpajiyc, CHIHaTa
ekcrpecuja Ha E-KalepuHOT Owa acolppaHa co mofgoopo
IPeKUBYBame, a CO CIPOTUBHU HAOAH 3a N-KaJIepHHOT I
P-kagepuHort (Quattrocchi u cop.,2011)[36].

CniyHa MOKHa TIpeMKTHMBHA yiora Ha E-KajepuHoT
€ HeJJBOCMHUCJIEHO TOKa)kaHa BO cTyaujaTa Ha Bacic
B. u cop., 2013 [37], nako cmpoBefieHa Ha KOXOPTa Off
54 nalMeHTKU €O HampefHAT CTAZiMyM Ha Cepo3eH
OBapujasieH KapIIMHOM, jaceH e 3aK/yJYOKOT, HeraTMBHaTa
eKkcripecuja Ha E-KajlepuHOT ce TOKakajia Kako
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CUTHU(DUMKAHTeH He3aBHCEeH MPeJUKTOP 3a OO0
CeBKYITHO TPeKHBYBame a E-KaJiepMHOT Kako Mapkep
JieKa ¥Ma MPOrHOCTUYKO 3HAUeHhe.

OHa mTO € WHepecHO TIpe[iCTaByBa eKcIpecujaTa
M TpPOTHOCTMYKaTa ymora Ha  E-KajepuH/0eTa-
KaTeHMHCKUOT CUTHA/IEH TaT Kaj TyOapHUOT KapLMHOM.
lIMeHO cO KOMIUIETHOTO MpebapyBaihe HarpaBeHO HU3
TOCTAlHUTe MEJMIMHCKE 0a3y Ha MOJATOIM TIPeKY
UHTEepPHEeT, Ha IIeJIOKYIIHATa JiOCTallHa JuTepaTypa Ha
AHITIMCKY ja3MK, He ce Hajle HUTY elHa CTyAMja Koja ro
TpeTHpa oBoj mpobyeM. BepojaTHaTa MpHYMHA JIe}KU BO
(aKTOT WTO TYOAPHUOT KapIMHOM KOj ce CMeTalle 3a
petka ¢hopma Ha KapLMHOM, HEKaKo M3/ie3e Off 30HaTa
Ha MHTepeC Ha HayyHaTa jaBHOCT ce 710 MojaBaTa Ha T.H.
IyaJMCTHYKa TeopHja Ha OBapujajHaTa KaplMHOTeHe3a
npeioxkeHa o crpada Ha Shih u Kurman [38] Bo 2004
rofiiHa, KaKo pe3ylITaT Ha HalpaBeHWOT TIperief] Ha
eMuIeMUOTIOIIKUTe, KIMHUUKUTE W  MOJeKyJIapHUuTe
TOKa3¥ KoM I'0 MOJPKYBaaT IPeJJIOroT fIeKa emuTeTHUOT
“oBapujajsieH” KapIMHOM He TIPefiCTaByBa eleH eHTUTET
CO HEKOJIKY XMCTOJIOIKY TOJTHIIOBH, TYKY KOJeKIuja
Ha pa3MyHU 0OTIeCTH KOM MOTEKHYBAaT Off KIETKH CO
Pa3IMUHO TOTEK/IO, KOM He MOke Jla TOTeKHyBaaT off
OBapujaTHUOT MOBPUIMHCKY enuTes1. Criopes] oBaa Teopuja
cydauTe ce KimacuuiumpaaT Bo THI I (eHg0MeTpouseH
KapIMHOM CO HU30K IPajlyC, CBET/IO-KJIeTOUeH KapIiMHOM
[CCC], MyLIMHO3€eH 1 cepo3eH KapIiuHOM CO HH30K Ipajyc
[LGSC]) v Tum II (cepo3eH KapIMHOM CO BMCOK I'pajyc
[HGSC], eHmoMeTpouzieH KapIMHOM CO BMCOK Tpajiyc,
KapIUHOCAPKOMM W HeaudepeHIMpaHu)  TYMOPH.
KiyyHata KOMIIOHEHTa Ha OBOj MOJiell Ceé COCTOM BO
TBPIEHETO [leKa HajroleMUoOT [iel Ha  Cepo3HHTe
KapiuHoMu co Bucok rpagyc [HGSC] ce mpumapHO
o7 TybapHO a He Off OBapWjaJiHO MOTeK1o0. MokHocTa
HGSC pa norekHyBaatr of (anonueBaTa Tyba, Of
cepo3HuTe TyOapHU UHTpaenuTenHu KapuuHomu [STICS],
MHUIWjaTHO € YTBpleHa Kaj JKeHM CO 3rojieMeH pU3MK
0] pa3BOj Ha oBapHjaJieH Kapl[MHOM, TUIWMYHO MOPaju
BRCA myTaluja, Kaj Kou e cIipoBefieHa IpoQMIaKTHIKa
XHpYpLIKA MHTepBeHIMja (agHeKcekToMuja), [39] ImTo
OBO3MOKWJIO TOJeTAJIHO MAaTOXMCTONONIKO UC/IeJlyBambe
Ha (panonueBute Tyou. CTyIUUTE 3a TeHCKa eKCIpecHja
yrBpaune geka HGSC ce Bo curHuMKaHTHA IHOroneMa
Kopenalija co  TYOApHUOT eNUTeNl  OTKONKY CO
OBapHjaTHAOT MOBPIIMHCKY eTIUTe ¥ UfleHTU(UKAIjaTa
Ha STICs kaj cmopagyunu ciaydau Ha HGSC momonuuTtenHo
ja mompkyBa TyOapHara xumoresa. OBa PaCcTeuyKo
pasbupame Ha KOMIUIEKCHATa W WHTEPKOHEKTHpaHa
NpPUpPOJia HAa OBApUja/THUOT M TYOAPHMOT Kako M Ha
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TIePUTOHEATHUOT KapIMHOM jacHO e mpudareHa u
BMETHaTa BO HajHoBaTa peBupgupaHa FIGO crejimHr
KajicubHKalja 3a OBapHjaHu, TYOAPHY M IePUTOHEATHH
KapLMHOMM, KaJie ce TIOTeHLMpa OBa CO3HAHWE, HO
cerak OCTaHyBa Tpernopakara feka TepmuHoT HGSC of
OBapHjaHO MOTEK/I0 Tpeba f1a buie 3ajipikaH ce JjofieKa
He OWJAT JIOBOJIHO NpPOYYeHM M Pa3OpaHM pasInyHUTE
TMOTeK/Ia Ha OBapUjaJIHATE CEPO3HU KapLIUHOMH.

Criopep ceTo rope CIIOMEHATO MO3Ke Jla Ce H3Be]ie 3aK/TyU0K
TeKa 3HauemeTo Ha E-KajepuH/0eTa-KaTeHWHCKUOT
CUTHaJIeH TIaT, Off efHa CTpaHa BO OJIpJKyBame Ha
TMOBP3aHOCTa, TMOJIAPUTETOT U  OpHeHTalujaTa Ha
KJIeTKUTe Ha HOPMAJIHUOT OBapujajieH/Ty0apeH emuTet
€ HeJIBOCMMUCJIeHa MCTO KaKo 1 HeroBata He[BOCMHUCTIeHa
y/lora Bo KaplMHOreHe3aTa, pa3BojoT U Mporpecujata Ha
OBapHja/IHUTE eTUTeNTHN KapIMHOMU KaKo U BO HUBHOTO
MeTactasupare. Cemak MmocTojaT CIPOTHCTABeHH CTYIUH
BO TOIJIe]] HAa MpeUKTHBHAaTa yiaora Ha E-KapepuH/
OeTa-KaTeHUHCKUOT CUTHajeH Tat. [lopajgu ceTo Toa ro
HalMIIaBMe 0BOj pPeBWjajieH TPY/, CO Hamepa Jia ce Jajie
TOTIPUHOC BO pacTeykaTa HayyHa MUCTIA 3a MOBP3aHOCTa
Ha OBHe MOJIeKYllapHM MapKepu CO TIporHO3aTa U
TporpecujaTa, Kako U HUBHOTO JJUPEKTHO BJIMjaHUE BP3
CTalKaTa Ha TpeKUBYBame Kaj OBapUjaTHUOT Cepo3eH
KapI[UHOM U TYOAPHUOT KapIMHOM.
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E-CADHERIN/ § -CATENIN SIGNALLING PATHWAY AND ITS ROLE IN PATIENTS WITH
OVARIAN SEROUS AND TUBAL CARCINOMA IN ADVANCED STAGE (REVIEW OF THE
LITERATURE)
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ABSTRACT

Ovarian malignancies represent the fifth most common cause of cancer-related death in women in the United
States and Europa. Ovarian cancer represents 1.3% of all new cancer cases in the U.S. For this 2017, in 22,440
women in the United States ovarian cancer will be diagnosed, and the predominant histotype of these are high-
grade serous ovarian cancers. It is estimated that 14,080 deaths from this disease will occur this year. Using
currently available statistics, cancer of the fallopian tube is considered to represent 1% of all forms of cancer
of the female reproductive organs. Most patients die of this disease because most of them are diagnosed at an
advanced stage of the disease (FIGO stage III-1V) or as a result of primary or acquired chemoresistance. E-cadherin/
beta-catenin complex plays a significant role in intercellular adhesion processes, critical for preventing infiltration
and metastasis of malignant neoplasms. It is well known that reduction in immunoexpression of beta-catenin/E-
cadherin complex is related to the intensification of the progression of cancers and its potential for metastasis in
serous ovarian carcinomas. Especially worth noting is the fact that literature is quite limited when it comes to
a prognostic role of immunoexpression of beta-catenin/E-cadherin complex in tubal and serous ovarian tumors.
With this article, we intended to give a contribution to the growing scientific thought about the relationship of
these molecular markers with prognosis and progression, and their direct impact on survival in serous ovarian
carcinoma and tubal cancer.

Keywords: ovarian cancer, E-cadherin, beta-catenin, tubal cancer
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CITIEKTAP HA MAJIOOPMALINN KAJ PAHO TUJATHOCTUIIIPAHN
KOHTEHUTATHU MAJI@OPMALIN HA BYBPE3UTE 1 YPUHAPHHOT
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ABCTPAKT

Konrenuranuure MaadopManu Ha 6yopesute u ypuHapHUOT TpakT (Congenital anomalies of the kidney and urinary
tract- CAKUT) ce yecTu BO geTcKara BO3pacT 1 counHyBaar romery 20 u 30% o cuTe KOHI'eHUTaIHU aHOMAIM1 KOr
ce [eTeKTUpaar BO MepUHATAIIHUOT MepUol. 3HAUEHETO Ha KOHIeHUTaJTHUTe aHOMaJTMU Ha OyOpe3uTe U YpUHAPHUOT
TPaKT € PU3MKOT ILITO THE IO HOCAT 3a BIIOIIyBarhe Ha OybOpeskHara (hyHKIMja cO pa3Boj HA MpOrpecruBHa OyOpexHa
bonect 1 bybpeyxHa nHcybulirenuja.He rmocrojart 0BO/HO CTYJIMY 32 KJIIMHUUKUOT TEK, CIIEKTApoT Ha MasihopMarinm,
reHeTCKUTe U MPOrHOCTUUKUTE (haKTOPU Ha PAHO AUjarHOCTULIMPAHUTe KOHTeHUTaTHU MasiopMaliuu Ha 6yopesuTe
1 ypUHAPHUTE TTIATUIITA.

[lenrra Ha oBaa cTy/Wja e fja ce aHaM3upaar fieMorpadCKUTe KapakTe pUCTUKY (TT071, BO3PACT, eTHUIMTET, haMusijapHa
nepAuUcCIiosnija) Ha HoBopogleHuTe co pano aujarHoctutipadn CAKUT, tunor u TekuHaTaHa KOHTeHUTaJIHUTe
Masnchopmany Ha 6yOpes3nTe U ypUHAPHUOT TPAKT 1 TIPUCYCTBTO HA eKCTpapeHasHyu MaHugecTaruu.

CrynujaTa Oelle nu3ajHMpaHa Kako peTpocrekTuBHa obcpeBaumoHa cryauja. Cryamjta otdaty 100 mMcrmmTaHUImM
CO TIpeHaTa/iHO TIOCTaBEHO COMHEHHWe 3a KOHTeHMTa/sHa Majsidopmalija Ha Oybpe3nTe W YPUHAPHOT TPAKT.
[TatimenTure 6ea mpernefnann Ha KnuHuKaTta 3a fgetcku 6omect, CKorje. Pe3yiTaTuTe TH IPUKayKyBaaT KIMHUKIUTE
1 memMorpadCcKuTe KapakTepPUCTUKY, KAKo M CIIEKTApoT Ha MasndopMaliuy Kaj MmaldeHTUTe CO paHa JojarHo3a Ha
KOHTEeHUTAJTHA aHOMaInKu Ha 6yOpe3nTe M ypruHapHUOT TPaKT.

OBaa cTyadja J1aBa JIOMPUHOC BO pasduparbe HA KapaKTePUCTUKUTE HA DPAHO [AEeTeKTHPAHWUTE KOHI'eHUTaJTHU
MasihopMalLiy 1 TOCTaByBake Ha CTpaTeruja 3a paHa rmocTHaTasHa TIOTBP/a Ha ITPEeHaTaIHo TI0CTaBEHOTO COMHEHHE 3a
MasipopmaLpja M paH, ONITUMK3MpaH TPeTMaH, Co el peAyKLnja UiIu OJI0KyBakbe Ha [Iporpecuja Ha Jetepruopalija
Ha OybpeskHaTta QyHKLMja 1 TepMUHaIHa byopeskHa 6omect.

Knyuuu 36oposu: maiidopmannu, CAKUT, ypuHapeH TpakT, paHa aujarHosa

BOBE]|

Konrenurtannure MandopManuu Ha Oyopesure u  and urinary tract- CAKUT) ce uectu Bo ieTckaTa Bo3pact
ypuHapuuoT TpakT (Congenital anomalies of the kidney u counnyBaat momery 20 u 30% of cuTe KOHTeHUTATHU
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aHOMa/IMM KOM Ce [IeTeKTHpaaT BO IePUHATATHHOT
nepuop [1].CTpykTypHUTe ManopMaIu off CTIeKTapoT Ha
CAKUT ondakaar pas3nndu eHTUTETH KOU I'ii aeKTHpaaT
OyOpe3uTe (MpuMep peHaiHa areHe3uja, XUTOTIIA3Hja U
IUCIUIa3Kja, MYITUIMCTMYHA JIUCIUIa3uja), YpPUMHApPHUTE
matuimTa (xujpoHedpo3a WIM - Meraypetep, [IBOeH
KaHaleH CHCTeM, YpeTepoleJiBMUHA  OOCTpYKIIKja),
OemmKara (Be3ukoypeTpaneH pedIyKe, ypeTeporiena),
ypeTpa (BaJIBy/la Ha 3a/iHa YpeTpa) WIx BO MCTO Bpeme U
OyOpe3uTe M YypUHAPHUTE TATHINTA [2].

Hajuecta opi cuTe aHTeHATaJHO [MjarHOCTUI[MPAHU
PeHaJTHM aHOMaJTiH e xuppoHedpo3ara. Co momoOpyBambe
Ha AaHTeHaTa/lHaTa ViITpacoHorpaduja, (eranHara
XUJIpoHedpo3a ce IUjarHOCTHIMPaA TIOUECTO Off TIOPaHOo.
AHTeHaTajHaTa Xu7[poHepo3a ce [MjarHOCTHMIMPA
Kaj 1-5% op cuTe OpeMeHOCTH M IpeJCTaByBa €Ha Off
HajuecTuTe BpofieHy Maiopmaruu [3, 4, 5).

CAKUT mpepcraByBaatr IMMPOK crieKTap MajadopMaiyu
KoM ce jaByBaaT co WHIMAeHIa of 3-6 Ha 1000
HoBopozienu. I'mobanHaTta cranka Ha CAKUT Kaj xuBu
1 MPTBOPOZieHM HOBOpofleHuUMba u3HecyBa 0,3 mo 1,6 Ha
1000 [1, 6, 7]. Ce mpoLeHyBa AeKa oBie MajdopMariu
npecTaByBaaT mpuurHa 3a cMpT Kaj 1:2000 parama [8].
Ce pabotu 3a cnokeHu MandopManuy (OumatepanHa
peHaJlHa areHesWja acolupaHa co MandopMalyja Ha
JIPYTH CHCTEMH), KOU Ce MHKOMITaTMOMIHY CO KUBOT. Bo
MOC/IeJIHUTE TOfIMHY, TPeBaJIeHIIHjaTa Ha Jielja Co TellKu
thopmu Ha CAKUT ce 3ronemyBa mopaju nogobpeHa nepu
¥ TIOCTHATaJTHA 3allITUTA.

Nunupenniara Ha CAKUT e moBucoka Kaj MOTOMIUTE
Ha (amwimu co ucropuja 3a CAKUT wmm wucropuja
3a peHajHa Oonmect WM fujabeT Kaj Majakta [9,10].
byopexkun MandopMmanuu ce HajaeHu Kaj okony 10%
of Omuckure popmHuHM Ha mnamueHtuTe co CAKUT,
MaKo MCTUTe ce HajuecTo acumTomarcku [11]. I mokpaj
TOa, Ce Tpe.nocTaByBa JeKa ofipefieH MPOIEHT off
reHeTcKuTe (HOPMU OCTaHYBAaT He[MjarHOCTUIMPAHN
n  (pexBenrujata Ha  (amunmjapanor  CAKUT
BepojatHo e moroneMa. Mako CAKUT BoobuuaeHo ce
jaByBa Kako M307MpaHa Majdopmaiyja, MOHeKorall
oBHe MaJipopMalli ce jaByBaaT acOLMpaHW CO JIPYTH
KOHTeHMTaJIH MajiopMal[iy HAJ[BOP Off YPUHAPHUOT
TpakT. PeHamHuTe MaadopManM ce AacOIMPaHU CO
eKCcTpapeHaTHM KOHTeHUTaTHA Ma(opMaIii Bo OKOJTy
20-30 % op ciyvyauTe, 00jaBeHO BO MY/ITH-IIEHTPUYHATA
EBporcka cryauja Ha Wiesel et al. [6]. Kombunainuja Ha
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CAKUT co ekcTpapeHa/lHM aHOMajliM Ce CpPeTHYBa Kaj
noBeke of1, 200 omuimanu cuHgpomul12].

3HaueweTo Ha  KOHTeHWTAJHUTe aHOMAIMH  Ha
OyOpesuTe W YPUHAPHHOT TPAKT € PU3MKOT ILITO THE
ro HOCaT 3a BJIOIIVBame Ha OyOpexkHarta (DYHKIHMja CO
pa3Boj Ha IporpecBHa OyOpekHa Oonmect U OyOpeskHA
uHCcyuienuja. Tue ce HajuecTa IpUYKMHA 3a OYOpPeKHA
MHCY(UIIMeHIIja U peHaTHa 3aMeCcTUTe/IHa Tepariija Bo
netctBoTO [13]. Bo CAJl KOHreHUTATHUTe AHOMAIMK Ha
OyOpesuTe ¥ YPMHAPHUOT TPAKT MPe/ICTaByBaaT MPUUMHA
3a XPOHHUYHa OyOpeskHa OorecT Kaj 34-59% of mareHTUTe
M ce MpHUUMHA 3a OyOpekHa MHCybMIMeHIja Kaj 31%
[14,15,16].

CrpykrypHute Madopmarnuu Ha 6ybpe3ute Moke J1a ce
IO/KaT Ha opeMeTeHa HeporeHesa. Ce mpejiocTaByBa
TeKa OpojHU reHeTCKU (haKTOpH U (haKTOPH Off OKOITMHATA
IenyBaaT BO TeK Ha OepemMeHOCTa. AHMMATHU CTYIUH
TOKa)KyBaaT MVITUIUIA MOJIEKY/IM eCeHIUjaJlHi  BO
mopdorenesara Ha OyOpe3uTe W YPHUHAPHHOT TPaKT
Kaj MandopMaluuTe Ha ypuHapHUOT TpakT [17]. OBue
reHeTCKH MajihopMalid Moke ja ce feMHUpPAHU BO
rpynara Ha u3onupanu u cuHapomcku CAKUT.MoxkHocTa
3a reHercka ocHoBa Ha Hecunjapomcku CAKUT e
OCHOBaHa Ha (haMwIMjapHaTa I10jaBa Ha HECHHJIPOMCKa
peHajTHa areHe3uja, XUTOUCIUIa3Kja, peHaIHa TyOyIapHa
JucreHe3Wja, MYITHIMCTHYHM JUCIUIACTUYHU OyOpesu
wi BYP [18, 19, 20, 21, 22].

OmncepBaiujatagekapasmuuan  ¢opmu Ha CAKUT ce
jaByBaaT BO enHa (haMMIIMja cyrepupa JieKa OfipeJeHu
reHcku MyTanuy Moxke faBopiat 1o CAKUT, Ho punamHmoT
peHaseH (DeHOTHIT 3aBMCH WIH O] TeHeTCKH (DaKTopH Wn
of hakTopH Ha cpefuHaTa. Mako BeKe ce W30IMpaHH
OpojHu reHu Kaj maruenTute co HecuHapoMmcku CAKUT,
CeyIlTe HeJjocTacyBa loKa3 feka HecuHApoMcKuoT CAKUT
ce IO/DKM Ha MyTal[ija Ha efieH reH [23]. ®eHoTuckata
xeteporeHocT Ha CAKUT BepojaTHO e pe3ynTaT Ha HEKOj
off ciefiHKUBe (paKTOpK: MyTalluja Ha eJieH TeH UK TIoBeKe
renn moBp3anu co xymanuotr CAKUT (24), renetcku|25,
26, 27, 28, 29] unu enureHeTcku MopuduKkatopu [30],
CeToToa MOJIEJIMPAHO O] MOJYCOT Ha HacjiefyBambe U
OKOJTMHATa.AcollMpaHy aHOMAJIMK CO PeHaJiHa areHesuja
ce CpLEeBH, KOCKEHO/CKeJIeTHH, TacTPOMHTECTUHATHHU
Masipopmariiu, ManhopMaIiuy Ha pecIipaTopeH TPAKT !
xe3geHu mandopMaiuu. True Moske Jla OUAT BO CKJIOMN
Ha cuHppoMcika npojaBa Ha CAKUT. KomOuHarmja Ha
CAKUT co ekcTpapeHa/llHM aHOMaJMU Ce CPETHYBa Kaj
noBeke of1, 200 omuimanu cuHgpomu(12].
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EnueMHoNOIKATe TOJATONM 3a TpeBajieHI[Mja Ha
CAKUT Bo 3emjure Bo pa3Boj He ce mormonHud. He
TI0CTOjaT JI0OBOJIHO CTYMM 32 KIIMHAYKUOT TeK, CIIEKTapoT
Ha MandopMalui, TeHeTCKUTe U IPOTHOCTHYKUTE
(haKkTOpy Ha paHO JIMjarHOCTUIMPAHUTE KOHTeHUTATHU
Majipopmariuu Ha OyOpe3uTe U ypMHAPHUTE MATHIITA.

IlenTa Ha oBaa cTyiuja e Jla ce aHaIU3Mpaar
memorpadcKuTe  KapaKTepHCTHKH (MO,  BO3pacT,
eTHUIIMTET,  (paMWwIMjapHa  MepAucro3uldja)  Ha
HOBopojieHuTe co paHo pujarHocturupan CAKUT,
TUTIOT YW TeKWHATaHAa KOHTeHUTATHUTEe MaspopMmariim
Ha OyOpe3uTe ¥ YPMHApHHOT TPaKT M MPUCYCTBTO Ha
eKcTpapeHaTHi MaHU(eCTaIiu.

MATEPHUJATI 1 METOIHN
CrymujaTa Oelle [M3ajHMpPaHA KAKO PETPOCTIEKTMBHA
o0OCpeBaloHa cryamja.  Crymujra  otdatu 100

UCTIUTAHUIIE CO TPEHATANHO TMOCTaBeHO COMHEeHHe 3a
KOHTeHuTaIHa MajihopMaliuja Ha Oydpe3uTe U ypUHAPHOT
TpakT. [[ujarHo3ara Gelie mocTaBeHa BO HEOHATATHUOT
¥ PaHUOT JI0eHeuKu MepHof Bp3 06a3a Ha MOfIATOK Of
POJJUTHUOT KapTOH 3a MPeHaTaHO 0CTaBeHO COMHEHMe
co deranmHa yarpacoHorpaduja. OBa TMpeHATaTHO
MOCTaBeHO COMHeHHe Oellle eBaqyMpaHO CaMO KaKo
TMOJIATOK 3a MPUCYCTBO WM OTCYCTBO HA COMHEHMe 3a
masdopmariuja 6e3 HaBjeryBame Bo MOeJMHOCTHU TIOPaju
HeCTaH/[apIM3MpPaHOCT Ha TpeHaTanHata (heTanHa
NpPOLIEHKA 0ff CTpaHa Ha TMHEKONOo3UTe Ha MPMMAapHo,
CeKYHJ]JapHO U TeplyepHo HuBo. IIpB mocTHaTaneH
ynaTpacoHorpadicKu  TIperyieli Kaj HOBOPOJIEHUTE CO
npeHaTtanHo TocTaBeHo coMHeHume 3a I[AKYT 6eme
peanu3upaH 3-7 MHOT JleH TOcjie parameTo, o Len fla
ce u30erHe TOTpellHAa WHTepIpeTaldja Ha CTEMeHOT
Ha TIeJIBUYHA [WIaTanuja, mopagu (hU3HOMOIIKaTa
JlexujipaTaiyja ¥ MaJuoT YpMHapeH output Bo TpBUTeE
JIeHOBH 10 parameTo [31]. McnuTaHuiuTe Oea mperieiaHu
Ha KnmHukara 3a etcku bonectu, Ckomje.

Obpabotkata  Ha UCIIUTAHUI[UTE  CO  PaHo
IMjarHOCTULMpPaHd KOHTeHUTaTHUMAaI(hopMal[uHa0yop
e3Te U YPUHAPHUOTTpaKToMdaTH yarpacoHorpaduja Ha
YPUHAPHUOT TPAKT, KAaKO IPB CKPUHUHT, TI0TOA BO CKJIOI
Ha JIO/IMjarHOCTMKA M MUKI[MOHA ypeTrpoipcTorpaduja,
u  mguypercka cruaturpaduja (Tc99- DTPA  crew),
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KopruKkaiHa cruHTUrpaduja (Tc99- DMSA), moperko
KOMITjyTepu3KpaHa Tomorpaduja i HyK/ieapHa MarHeTHa
Pe3oHaHIIa.

MamunjapeH  yaTpacoHorpad)CKu  CKPUHUHT — Oeiie
peamu3upaH oOff CTpaHa Ha He(hOPIOTKAj CPOHUIN
ofl TpB cTemeH (bpaka, cectpu u poputenu). OHamy
Kajie coHorpacka HehposoliKa abHOPMaHOCT Oeme
leTeKTUpaHa Kaj ajyITHUTe CPOJHHUIM, HUCTHUTE Ce
yIaTeHy Ha afiyiTeH Hehyporor/yporior 3a MOHATaMOIIHA
00paboTKa ¥ TpPeTMaH, a IeJujaTPUCKUTe MCITUTAHUIN
0Oea J10/1MjarHOCTUIIMPAHK U TPeTHpaHu Ha KynHuKaTa 3a
TIeTCKU O0JIeCTH.

Aconypanu  eRcTpapeHaHM — a0HOpMAnHOCTH — Oea
JeTeKTUpPaHU €O JieTajieH (PU3MKAJIeH IIperses o
IU3MOP(MOIONIKY KPUTEPUYMHU.

3a moTpebuTe Ha OBaa CTyAuja Oelle HampaBeHa 6a3a Ha
TIOJIATOI[M BO KOja 3a CeKOj Off UCIIUTAHUIUTE BHECEHH Ce
nemorpadCKH ojaToL|- UMe i Pe3UMe Ha UCTTUTaHUKOT,
1071, BO3PACT Ha MHMIMja/iHA [[Mja3THOCTHKA, (haMuIHa
ONTepPeTeHOCT, MHUIIMjaIHa [1jarHo3a U eKCTpapeHa Hu
MaH#beCTaluu.

IlogaroluTe ce cyMupaHu O VIIOTpeOa Ha JeCKPUITUBHA
CTAaTUCTHKa Oea aHamu3upaHu. DpeKBeHIHN ¥ IPOMOPLIMH
Oea Ka/lIKy/IipaHu 1 TabenapHo MpuKaskaHu co Microsoft
Excel.

PE3YJITAT!

Bo oBaa crtymumja Oea Bkayuenu 100 wucmUTaHUIM
cenektupanu co. Tabena 1 rut mprKaKyBa geMorpacgckuTe
M KJIVMHUYKUTEe KapakTepucTuku. CuTe WCIUTAaHUIM
BKJTyUeHH BO OBaa CTY/Mja MMaaT MpeHaTaHo MOCTaBeHO
comteHue 3a CAKUT. [locTou npefjoMiHaliuja Ha Mallku
MCTTUTAHUIM (78%), BO O[HOC HA MCTIUTAHUIIUTE Off JKEHCKH
1orn (22%). CpegHa Bo3pacT Ha MHIIMja/IHA IUjarHOCTHKA,
nedMHMpaHa KaKo ITOCTHAaTalHa IIPOIEHKa €O Koja ce
MOTBPyBa MpPEHAaTalHO TOCTAaBeHOTO COHMEHWe 3a
CAKUT e 43 gena, Bo ImpBUOT Mecel] [MjarHo3aTa Ha
CAKUT e mocraBeHa Kaj 58%, a Bo IpBUTe 3 Mecelld Toj
nporieHT u3HecyBa 90% op ucnuTaHuimTe. GaMujapHa
npequcuriosyja HajoeHa e Kaj 21% op ucCIUTaHWIUTE.
Bo opHoc Ha eTHULIUTETOT, 48%0[ UCTIMTAHULIATE CE Off
MaKeJIoHCKa, 27% o1 anbaHcKa, 12% ce off poMcka 1 3% ce
TIPUTIJIHUIIM HA OCTAHATHTe €THUYKY 3aeIHUIIN.
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Tabena 1. Knuuuug u semorpadCcku KapakTepUCTURH
Ha nmaruenTute co CAKUT

KAPAKTEPUCTUKU | %
EtHunureT

MaxkeoHCKU 55
AnbaHcKu 30
Pomcku 12
Ocranaru 3

Ilon

KeHcku 22
Maniku 78
(bamuujapHa aHamMHe3a

He 79
Jla 21
eKcTpapeHaaTHy ManopMaIu

Jla 23
He 77
BO3paCT NP HHUIIMjA/THA JUjarHOCTHKA (leHOBH)

0-7 38
0-30 58
0-90 90

Cnekrapor Ha MandopMalid Kaj HCIUTAHULUTE CO
paHo aujarHoctunupan CAKUT e npukaxkan Bo Tabena
2. Hajuectn mandopmaiuy Ha 6yopesuTe 1 ypUHAPHUOT
TPaKT Kaj MCIUTAHUIUTE BKIYUEHH BO OBaa CTYAHWja
cexunpoHedposa 24% on wucnuranuiure, VUR Kaj
23%, OOCTpYKIMja  Ha MMEJIOYPETePUUHKOT CIOj U
Be3UKOypeTpajHa cTeHo3a umaile Kaj 30%, eKTomnuueH
oyoper umaie Kaj 2% op ucrmuraHunuTe. IlapeHXUMHI
OyOpeKHU 0OIeCTH (TUCTIIACTHYHM WM XHIIOIUIACTHYHH
OyOpesu, MYITULUCTAYHE [UCIIACTUYHUA OyoOpe3um u
peHaJIHa areHe3Hja) HajeHu ce Kaj 32% ojf UCTIMTaHULIUTe.

Tabena 2. Criekrap Ha MajipopMaLiH Haj ITAIEHTH CO
pano gujarHoctuiupan CAKUT

MAJI®GOPMAITUU HA YPUHAPHNOT TPAKT | %
MapeHXUMaTO3HH

MY/ITHLCTUYHY/ TUCIIIACTHYHY OyOpe3u 25
XMIIOTI/Ia3uja 2
AreHesnja 5
aHOMa/IMja Ha MUrpamuja u Qgysuja

eKToIuueH Oyoper

TIOTKOBUYECT Oyoper 1
AHOMAaJIMH Ha ypeTpa

BaJIByJ/la Ha 3aJiHa ypeTpa 3
ypeTpoliena 2
JIYIUTM KaHAJleH CUCTEM 4
ypeTporneIBUUHa 00CTPYKIUja 30
Be3UKOYpeTpaieH peduyke 23
xuipoHedposa 24
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EkcTpapeHanHy MaHuQecTalMd ce HajuaeHu Kaj 23%
07l HUCIMTAHMI[UTE BO OBaa CTYAWja, BKIYYYBajKu
KapuoBacKylapHd  Majcopmaruu,  MajndopMmarnuu
Ha IleHTpajieH HepBeH CUCTeM, TacTPOMHTECTUHATHU
MajipopMaliy 1 JIMIeB [u3Mopdu3aM ce CIIeKTapoT Ha
MajihopMaIuy JIeTeKTHPaHU BO OBaa Ipyla MCIIUTAHUIIY.
77% vimaa u3onupaHa MajagopMaliyja Ha YpHHAPeH TPaKT.

JIUCKYCHJA

PaHata pujarHo3a Ha KOHTEHMTaJIHUTE MaJihopManu
Ha OyOpe3uTe M YPUHAPHMOT TPAKT OBO3MOKYBaaT paH
TPeTMaH M XMpPYpIIKA MHTepBeHIMja M ja OfIOKyBaaT
nojaBaTa Ha byopeskHa uHcypuneniuja. CAKUT ondaka
IIMPOK CTIEKTap Ha aHOMA/IMU KaKo PeHaTHa XUIO W
JHMCIIa3uja, MOTKOBUYUECT OyOper, eKTomuueH OyOper,
NUeNioypeTepuyHa  OOCTPYKIMja,  Be3UKOypeTpasieH
pedryke, Merayperep, OOCTPYKTMBHa ypomaTdja U
HeyporeHa Oenmka[32]. ['onema MyITULIEHTPUYHA CTYIUja
3a peHayHU MandopMaluy Koja ondaruna 20 perucTpu
u 12 EBporicku apxaBy, co BKymHo 709,030 ;kuBopopieHH
¥ MPTBOPOJIeHM MCIIMTAHUIIM 00jaByBa MpeBasieHI|ja o]
1,6 Ha 1000 HOBOpOJEHHU, HO e pa3fMyHa BO pa3IMyHU
eBPOTCKU JIP)KaBW, KaKO pe3ylTaT Ha pasfUKUTe BO
TI0CTaBeHOCTa Ha IIPeHATATHUOT CKPUHUHT, Pa3/IUKUTE BO
eTHUYKATa MPUIAJHOCT U pesurujaTa. [IpsKaBute Bo KO
HeMa eTa0/mipaH pefloBeH PYTHHCKHU ynTpacoHorpadeku
CKPUHMHT MMaaT HajHUCKa CTalKa Ha fleTeKiuja. Hajuecta
IWjarHo3a Kaj onuilaHa MCIIMTAHUIUTE Off 0Baa CTY/IHja e
JWaTalyja Ha TOPHUTE YPUHAPHM TTaTHUINTa ONKIIAHA Kaj
27% of1 BKYIIHMOT OpOj Ha MCTIATAHUIIN.

XugpoHepo3ara e Hajuecta MajipopMaiiuja Ha OyopesuTe
¥ YPMHAPHUOT TPaKT Koja ce JleTeKTUpa aHTeHaTaaHo. Of
CUTe WCTIMTAHWIM BO HallaTa CTyAWja, XuapoHedposa
e HOTMpaHa Kaj BKYMHO 24 ofi MCIUTaHWIUTEe BO OBaa
CTYAMja, O HUB OMIaTepanHa Kaj (5%) ¥ VHUIaTepaHa
Kaj (95%). 3acTaneHcoTa Ha KOHreHUTaIHa XUIpoHedp3a
BO OBaa CTy[Wja KOpelupa CO BKYITHUTE MOJATOLM 3a
TpeBaJIeHIIMja Ha XUpoHedpo3a, Koja 110 TUTePaTypHUTE
nopatoi u3HecyBa 1/500 u mpegcraByBa 2/3 of cute
MHTpayTePUHU YpMHapHU aHoMamuu [33]. Op cTyaujata
ce UCKY/yYeHH MCTTUTAHUIINTe Kaj KoM Ha WHUIWjaTHAOT
ynaTpacoHorpad)cKi  TMOCTHaTajleH CKPUHMHT ¥ Ha
TMOC/IeIOBATe/IHUTE ~ KOHTPOJHM — TIperfieffld  MMasio
jleceH cTereH Ha Xu[poHepo3a, HajuecTo BO CKIIOM
Ha TpaH3UTOpPHAa WM (u3MonomKa XuapoHedpo3a.
Markute MCTIMTAHUIM TOYECTO MMaa XuapoHedposa u
Taa MoYecTo e JIoIMpaHa Ha JIeBUOT OyOper.
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[logaTolre off oBaa CTyOWja MOKa)Kaa peHaTHU
mapeHxXuMaTo3HM  Mandopmaruu  Kaj  27%  of
ucnutanuute. Bo oBaa rpyma  MancdopMariuu,
JIOMUHUpAa UCIUTAHULUTE CO HAO[ Ha MVITHL[UCTUYHU
IUcIUIacTHYHKM OyOpesu, HajMaza Oelle rpyrmaTa Ha
UCTIUTAHULIM CO peHajHa areHe3uja. [lonmuumcTHYHO
IpOMeHeTHTe OyOpesH ce jaByBaaT CO IpeBajieHIa Off
0,57 1a 1000 pararma 1 TpejicTaByBaaT 3HAUKUTe/IeH PU3UK
3a Pa3B0j Ha TepMUHAJIHA OYOpeskHa OoJecT Kaj felara.
[lareHTHTE CO MOMUIMCTUYHU OYOpe3u TpeOa BemHAII
He(poronku fla ce obpaborar. OBa ce ofiHecyBa UM Ha
UIeHOBHTE Ha HHUBHUTe ceMejcTaBa. IIpeBajeHiujaTa
Ha MYITHIMCTHYHM JUCIUIacTMYHU Oyopesu e 04 Ha
1000 HOBopomeHM U HajuecTo e VHuIaTepanHa. Bo
WCTIUTAHUIITE Off OBaa CTYMja CaMoO BO efleH CJTyyaj
HajeHa e OMIaTepasHa IMCTUYHA UCIUIa3uja. PeHanHa
areHesmja, CIopej JUTepPaTYPHUTE IMOJATOLM Ce jaByBa
Kaj 0,27 o 1000 parama [34].

AHoMauM Ha MUTpaliyja v Gy3uja Ha ypUHAPHUTE MATUIITA
1 aHOMA/IMUTe Ha OeIlIMKaTa M ypeTpaTa ce MOPeTKU Off
HapeHXMMCKUTe peHaiHu MajiopMarin. Bo oaa cTyauja
aHOMaJ/IMMTe Ha MUrpanuja U Qysuja, T.e. eKTONUYHH
¥ TIO[KOBUUECTH OyOpe3u 3acTaleHu ce Kaj 3 Tpojia of
UCIIUTAHUIIUTe. AHOMA/IMUTEe Ha OelIMKaTa M ypeTrpara-
ypeZieporie/ia ¥ BajBy/la Ha 3ajJjHa ypeTpa, HajieHu ce
Kaj BKYITHO 5 ofl MCITUTaHWTe c/ydau. BajiBy/a Ha 3ajiHa
ypeTpa e HajuecTa NMPMYMHA 33 OOCTPYKIMja Ha TOTHHUTE
YPUMHAPHY TIATHIITA Kaj MamikuTe OeOumba. Ce jaByBa co
uHuupenna 1 xva 8 mo 25.000 parama. Enna TpeTuHa of
MOMUMIbATA POJIEHU CO TIOCTePUOPHA YpeTpajiHa BajiByjia
pa3BMBaaT TePMUHAIHA OyOpeskHa uHcyduimeHImja. Bo
HalllaTa CTy/uja UMalle JiBa MalieHTH CO MOCTepUopHa
ypeTpaiHa BaJiBy/a, 0e3 eKcTpapeHaTHA aOHOPMaJTHOCTH.
KoMrieTHY ¥ mapiivjajiHy JIBOjHU KaHAJIHU CHUCTEMH BO
oBaa CTyauja ce pedpepupaHu Bo Maj mporieHT- 4% of
CUTe UCTIMUTAHWIIY, IIITO BEPOjaTHO Ce IOMKU Ha TPOIYCT
BO IPeHAaTa/HaTa [JUjarHOCTUKA.

BesuKkoypeTpamHUOT pedyKC Kaj UCTUTAHUIUTE O]
oBaa CTyaMja Oelre 3acTaneH Kaj 23% off MCITUTAHUIIATE
M HajuecTo Oemre yHwWiaTepaneH. [luemoyperepuuHute
00CTPYKIMK ce cpekaBaaT Kaj 30 off WCIIUTaHUTE
HOBOPOZIEHUMIba U [l0eHuUMba. Bo oBaa cTyauja TuHe
ce HajuecTo VyHWIaTepaqHM. PaHara [ujarHo3a Kaj
OBMe MAl[MeHTH BoJelle JI0 aJleKBaTHO IUIAHUpawe Ha
paH omepaTMBeH TpeTMaH M afleKBaTHA MPOTEKTHUBHA
Me[JMKaMeHTO3Ha Tepamnuja CO 1eJ1 3a OuyByBame Ha
OyOpekHaTa (hyHKIMja.

T'onema myntutieHTprnyHa EBporicka cryauja [32] ob6jaBu
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TIOJIATOIM 3a acoljjallija Ha OYOpexkHH MajihopMmaruu
co eKkcTpapeHaaHu Mandopmanuu Bo 30% of cayuyaure.
Hamara crymuja mnokaxka acouujanuja kKaj 23% of
ucnutanuiyTe. OnuinaHu ce MoBeKe CUHIPOMYU KOM OCBEH
Majipopmariyja Ha 6yopesuTe M YPUHAPHUOT TPAKT MMaaT
eCKTapeHaJIH| aHOMAJIMK CO CIelM(pUUHO HacIeyBambe.
BajkHocTa Ha paHa [jUjarHo3a Ha OYOPeKHUTe aHOMAJIUH
e TMOTeHIUpaHa CO 3HAueHeT0 Ha MCTOBpeMeHaTa
JeTaJiHa IMjarHOCTHKA 10 IU3MOP(OTIOIIKY KPUTEPUYMH,
Koja OBO3MOKYBAa paHa JeTeKluja Ha NPUJPYKHU
MajipopMaIy Ha KapauoBacIyKapHHUOT, IUTeCTUBHUOT,
KOCKEHO-CKeJIeTHUOT CMCTeM M OCTaHaTHTe OpraHd U
CHUCTEMU U HYIM MOKHOCT 32 [IOTO/THUTEIHA TeHEeTCKa
TOIMjarHOCTHKA.

OBaa cTyaMja omumiyBa MO3MTHMBHA (haMuIMjapHa
aHaMHe3a 3a KOHTeHUTaTHA MaJipopMaliiu Ha OyOpesuTe
W YPUHApPHUOT TPAaKT Kaj 21% of ucnuTaHumure.
(damunvjapeH CKPUHUHT ¥ PaHO TEHETCKO COBETYBame
e moTpeOHO Bo cemejctBaTa co (hamumujapen CAKUT,
win HoBopujarHocTuipanu (opmu Ha CAKUT Kom
cyrepupaar MpucyCTBO Ha TeHEeTCKU aHOMAJTHH.

[IpeBaneHnmjata Ha Mangopmanud Ha Oybpesute u
YPUHAPHUOT TPAKT € PellaTUBHO TojieMa BO 3eMjuTe
BO Pa3Boj. AHTeHaTajHa VATPa3ByuYHa IIPOlleHKA Ha
OyOpesuTe M YPUHAPHUOT TPAKT Ce TPaBU PYTHHCKHU
Kaj cuTe OpeMeHM >KeHM CO I[ell paHa JleTeKIuja
Ha KOHTeHWTalHH Maa(opMalid ¥ TIOCTaBYBambe
Ha CTpaTerkja 3a paHa IIOCTHATA/HA MOTBpfla Ha
TpeHaTaHO TOCTaBeHOTO COMHeHMe 3a MajidopMmariuja
M paH, ONTUMU3MpPAH TPETMaH, CO Lie/l PeAyKIhja Wi
OJJIOKYBale Ha Mporpeckja Ha JeTepuopalyja Ha
OyopeskHaTa (DYHKIIMja 1 TepMUHAIHa OyOpeskHa Oorect.
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ABSTRACT

Congenital anomalies of the kidney and urinary tract- CAKUT are common childhood pathology accounting for
20-30% of perinataly detected congenital anomalies. CAKUT significance implies to the risk they represent to
kidney function deterioration and end stage renal disease development. Studies reporting of the clinical spectrum,
genetic and prognostic factors of early diagnosed CAKUT are lacking.

The aim of this study is to analyze the demographic characteristics (gender, ethnicity, familial occurrence) of early
diagnosed CAKUT, the type of malformations detected and the presence of extra renal malformations.

The study design is retrospective observational study. 100 patients with early diagnosed CAKUT at University
children hospital, Skopje, were enrolled in the study. The results from this study represent the clinical and
demographic characteristics as well as the spectrum of malformations in the study group.

This study strikes to make a contribution to early diagnosed CAKUT understanding as well as establishing a
protocol for early detection and adequate treatment initiation in order to prevent renal function deterioration.

Key wards: malformations, CAKUT, urinary tract, early diagnosis
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RAPORTI I GLUKOZES LIKID CEREBROSPINAL (LCS)SERUM SINJE
INDEX I RENDESISHEM NE DIAGNOZEN E MENINGITIN BACTERIAL

THE RATIO OF THE CEREBROSPINAL FLUID (CSF) GLUCOSE WITH
SERUM GLUCOSE AS AN INDEX VALUE TO HELP FOR DIAGNOSIS OF
BACTERIAL MENINGITIS
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Medicus 2017, Vol. 22 (2): 187 -192

ABSTRAKT

Qéllimi i punimit: Pércaktimi dhe vlerésimi i raportit te glukozes L.CS/serum né pacientét e diagnostikuar me
meningit

Materiali dhe metoda: U moren né studim 133 pacienté te moshes mbi 18 vjec té paraqitur né urgjencén e spitalit
infektiv QSUT gjate periudhes janar 2107- janar 2010, me shenjat klinike té dyshuara pér meningit. Menjéheré té
gjithé pacientéve iu mor gjak venoz dhe né serumin e pérftuar u mat glukoza. Rreth 2 oré pas marrjes sé gjakut,
sipas protokollit standart u realizua punksioni lumbar dhe né LCS e pérftuar u mat glukoza. U llogarit raporti
I glukozes LCS/serum. Raporti<0.4 u konsiderua I ulur. Glukoza né serum dhe né LCS u pércaktua me metodé
enzimatike né analizatorin OLYMPUS AU-400. Pacientét u grupuan né 4 grupe sipas diagnozés pérfundimtare.
Né grupin e paré u pérfshiné 50 pacienté me meningit bakterial (MB), ne grupin e dyté 13 paciente memeningit
tubercular (MT), né grupin e treté36 pacienté me meningit viral (MV) dhe né grupin e kontrollit (GK), u pérfshiné
34 pacienté LCS e té ciléve ishte normal.

Pér pérpunimin e té dhénave u pérdor paketa statistikore SPSS 17.0

Rezultatet: Raporti i glukozés u gjet I ulur ne 90% té pacientéve me MB si dhe né 76.9% té pacientéve me MT. Vlera
mesatare e raportit té glukozés pér MB éshté 0.17 (DS £0.16) me vleré minimale 0.01 dhe vleré maksimale 0.69. Né
pacientét me MT vlera mesatare e raportit te glukozes éshté0.34 (DS 0.09), vlera minimale éshté 0.17 ndérsa vlera
maksimale 0.52.Vlera mesatare e raportit te glukozes ne MV ishte 0.53 (DS #0.10), vlera minimale 0.32, ndersa
vlera maksimale 0.78. U gjet qé vlera mesatare e raportit te glukozes té pacientéve me MB ndryshon né ményré
statistikisht té réndésishme kundrejt pacientéve me MV (p<0.05) dhe me MT (p =0.002).

Pérfundimi: Raporti i glukozés éshté njé index I rendesishem né ndihmé té diagnozés sé meningitit bakterial. Ky
index ndihmon né diagnozén diferenciale té meningitit bakterial me meningitin viral dhe tubercular.

Fjale Kyc: Meningit bakterial, likid cerebrospinal, glukoze

Ekzaminimi i likuorit cerebrospinal (LCS) pérbén celésin dhe biokimik té LCS pér tu orientuar drej shkaktarit
e diagnozés sé shpejté té Meningitit. Megjithése diagnoza pérgjegjés. Né literaturé gjenden punime té shumta
e sakté e meningitit bazohet né izolimin né LCS té mbi numrin e testeve qé duhet té realizohen rutiné né
shkaktarit pérgjegjés shpeshheré kjo éshté e pamundur. mostrat e LCS, kur klinikisht dyshohet pér meningit. Mé
Pér kété arsye klinicistét pérdorin ekzaminimin citologjik pérpara disa autoré mendonin se njé panel qé pérfshinte
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numrin e gelizave, llojin e tyre, nivelin e glukozés dhe
proteinén totale ishte i mjaftueshém pér té vlerésuar
LCS e kétyre pacientéve (1,2). Né studimet e mévonshme
u pa gé matja e proteinés totale ishte jo specifike, dhe se
glukoza né LCS éshté tregues mé i miré i infeksioneve té
SNQ, né kété ményré u mendua gé pércaktimi i numrit té
gelizave, llojit té tyre dhe i glukozés né LCS duhet té jeté
paneli rutiné i ekzaminimit té LCS (3,4).

QELLIMII STUDIMIT:

Percaktimi dhe vlerésimi i raportit té glukozés LCS/
serum ne pacientét e diagnostikuar me meningit.

MATERIALI DHE METODA

U morén né studim 133 pacienté mbi 18 vjec, té paraqitur
prané Urgjencés sé Shérbimit té Sémundjeve Infektive
né Qendrén Spitalore Universitare “Néné Tereza” Tirane
gjate periudhes janar 2007-janar 2010, me shenjat klinike
té dyshuara pér meningitis. Brenda orés sé paré té
mbérritjes né urgjencé té gjithé pacientéve iu mor gjak
venoz. Brenda 3 oréve té para té mbérritjes sé té sémuréve
né urgjencé pacientéve iu mor léngu cerebrospinal. U
studiuan 133 LCS dhe 133 serumet né kushtet e urgjencés
klinike. Punimi éshté i karakterit laboratorik.

Marrja e gjakut venoz pér ekzaminimin e glukozés u
realizua nga personeli infermieror. U zbatua protokolli
standart i marrjes, fazés preanalitike dhe analizes sé
mostés (serumit) pér pércaktimin e glukozés.

Marrja e léngut cerebrospinal u realizua nga mjeku
infeksionist népérmjet punksionit lumbar né L4/L5.
Léngu cerebrospinal u hodh né 3 tuba me nga 2 deri 3 ml
secili. U pérdorén tuba plastiké, sterilé, me kapaké dhe
me etiketé, dhe té shénuar me numrat 1, 2, 3. Né etiketé
u shénuan gjeneralitetet e pacientit dhe numri i tubit qé
pérkon me numrin e porcionit té LCS. Né rastet kur kishte
njé minimal gjak né tubin me numeér 1, ky tub nuk u pérdor
pér asnjé lloj ekzaminimi dhe té gjitha matjet u kryen né
tubat 2 ose 3. Né rastet kur LCS né tubin me numér 1
ishte i garté u pérdor metoda standarte e ekzaminimit té
LCS d.m.th. tubi 1u pérdor pér ekzaminimin biokimik dhe
serologjik, tubi 2 pér ekzaminimin mikrobiologjik, tubi 3
pér numérimin e gelizave dhe llojin e tyre. Né rastet kur
u dyshua pér meningit tuberkular njé sasi LCS u mbajt né
frigorifer pér 12-24 oré dhe u shikua pér formimin e rrjetes
pas 24 orésh. Mostrat u derguan menjéheré né laborator
dhe u ekzaminuan pér numrin e leukociteve me metodé
manuale né kamera Burker dhe percaktimin e llojit té
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leukociteve pas ngjyrimit té strishos me Giemsa. Pasi u
numéruan leukocitet dhe u percaktua lloji i tyre, LCS iu
nénshtrua ekzaminimit biokimik per matjen e glukozés.
Pér cdo pacient u llogarit raporti I glukozés LCS/serum.

Nga studimi u perjashtuan LCS hemorragjik, pacientét
me hemoragji intrakraniale, tumore malinje primare
apo metastatike. Ekzaminimi i léngut cerebrospinal u
realizua brenda 30 minutave té marrjes sé mostrés.

Metoda e pércaktimi té glukozés

Pércaktimi i glukozés né serum dhe né LCS u bé me
metodén enzimatike sipas principit té méposhtém

HK

Glukozé + ATP M—» glukozé 6 - fosfat + ADP
g+t

Gle- 6- P-DH
Glukozé 6 - fosfat + NAD* ————— 6 - fosfoglukonat + NADH

HK = hekzokinazé
Glc-6-P-DH = glukozé 6 fosfat dehidrogjenazé

Matet rritja e absorbimit né 340 nm nga kalimi i NAD* né
NADH, rritje e cila éshté proporcionale me pérgéndrimin
e glukozés. Matjet jané béré né analizatorin Olympus.
Llogaritja béhet referuar kurbés sé kalibrimit me
kalibrator me pérgéndrim té njohur glukoze. Kontrolli i
kualitetit béhet me QC ODC 0003 (Olympus). Lineariteti
i metodés éshté nga 10-800 mg/dl. Sensibiliteti éshté 7.2
mg/dl.

Duke iu referuar diagnosés pérfundimtare pacientet u
ndané né 4 grupe:

1. grupi ipare: béjné pjesé 50 pacienté me diagnozén pér-
fundimtare meningit bakterial (MB)

2. grupinidyté: b&jné pjesé 36 pacienté me diagnozén pér-
fundimtare meningit viral(MV)

3. grupi i treté: béjné pjesé 13 pacienté me diagnozén pér-
fundimtare meningit tubercular (MT)

4. grupin i katért: béjné pjesé 34 pacienté qé pérbéjné
grupin e kontrollit (GK)

Grupi i kontrollit

Marrja e LCS né kushte normale pér studime né formén
e grupit té kontrollit éshté shumé e véshtiré ose e
pamundur. Per kete arsye ne morem si grup kontrolli 34
paciente ge u paragiten ne spital me shenjat klinike te
encefalopatise akute, por ge ekzaminimi i LCS rezultoi
normal. Keto paciente kane dale nga spitali me diagnozen
perfundimtare meningizem.
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Analiza statistikore

Pér analizén e té dhénave u pérdor paketa statistikore
SPSS 170. Variablet e vazhdueshme u paragitén né
vleré mesatare dhe devijacion standard (SD). Variablet
diskrete u paraqitén né vleré absolute dhe né pérgindije.
Pér té analizuar diferencat mes variableve sasiore té
vazhdueshém u pérdor ANOVA njé-rrugéshe. Lidhja mes
dy variableve éshté analizuar me ané té koeficientéve té
korrelacionit té Kendals'tau. Paraqitja e té dhénave éshté
realizuar pérmes tabelave dhe grafikéve té tipit, bar -
diagrame dhe digramé vijor. U konsideruan sinjifkante
vlerat e p < 0,05.

REZULTATET
Tabela 1. Raportii glukozés LCS/serum sipas diagnozés
pérfundimtare.
Raporti i glukozés Diagnoza pérfundimtare
LCS/serum MB MV GK MT
T ulur (0,4) 45(90,0%) | 3(83%) | 0(0%) |10(76,9%)
Normal (> 0,4) 5(10,0%) |33(91,7%) | 34 (100%) | 3 (23,1%)

Né tabelé shihet se raporti i ulur i glukozés haset né 90% té
pacientéve me MB,dhe né 76% té MT.

Tabela 2. Numri i rasteve, mesatarja, vlera minimale,
vlera maksimale dhe deviacioni standart
i raportit té glukozés LCS/serum pér ¢do
diagnozé pérfundimtare.

Rapue gbonts | esnar] Pesaion it ekt
Meningit bakterial | 50 17 ,16 ,01 ,69
Meningit viral 36 ,53 ,10 ,32 78
Grupi kontrollit | 34 51 ,07 40 75
Meningit thc 13 34 ,09 17 52

Né tabelé shihet qé pacientét me MB kané vlerén mesatare
mé té ulét té raportit té glukozés né LCS.

Paragqitja e vlerave mesatare te raportit te glucoses ne liquor

0,60 -1

0,40 -
Lo

95% Cl rap_glcLS_1

0,20

meningit bacterial

‘meningit viral grupi kontrollit meningit tbc

DIAG_Perf KOD

Grafiku 1. Vlerat mesatare té raportit té glukozés né LCS
sipas diagnosés
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DISKUTIMI

Glukoza hyn né sistemin nervor géndror (SNQ) me
transport té lehtésuar pérmes 2 rrugéve: barrierés gjak-
LCS dhe barrierés hemato-encefalike.Transportuesit
membranoré té glukozés (GLUT 1 dhe GLUT 2) ndodhen si
né membranén e gelizave epiteliale té pleksit koroidal qé
formojnébarrierén gjak-LCS, ashtu edhe né membranén e
gelizave endoteliale té kapilaréve qé¢ formojné barrierén
hematoencefalike. Por nga ana sasiore dihet qé transporti
népérmjet kapilaréve té barrierés hematoencefalike éshté
mé i madh se sa ai qé béhet pérmes barrierés gjak-LCS. (5)

Pérqéndrimi i glukozés né LCS éshté 50-80 mg/dl, duke
iu referuar pérgéndrimit normal té saj né gjak 65-110
mg/dl. Kjo vleré pérbén rreth 60% e pérgéndrimit té
glukozés sé gjakut. Megénése burimi i glukozés sé LCS
éshté vetém gjaku, cdo ndryshim i saj né gjak reflektohet
edhe né LCS. Kjo do té thoté gé kur glukoza né gjak éshté
e rritur edhe pérgéndrimi i saj né LCS rritet. Pér té
shmangur keginterpretimet e vlerave té glukozés né LCS
gé lindin nga nivele té ndryshme té glukozés sé gjakut
rekomandohet gé té vlerésohet raporti i glukozés né LCS
me glukozén né gjak. Nga ana tjetér duhen mesatarisht
2-3 oré qé té ekuilibrohet glukoza ndérmjet gjakut dhe
LCS. (6,7) Pér kété arsye ne e matém glukozén né gjak
rreth 2 oré pérpara se té bénim punksionin lumbar.

Pér heré té paré né vitin 1893 u raportua gé glukoza né
LCS e pacientéve me meningit bakterial dhe tuberkular
ishte e ulur. Mé voné u pa qé edhe pacientét me tumore
primare ose metastatike té SNQ kishin vlera té ulura
té glukozés né LCS.( 4) Mekanizmat e garté té uljes sé
glukozés né LCS e pacientéve me meningit bakterial dhe
tuberkular nuk njihen miré, megjithaté jané propozuar
disa teori qé pépigen ta shpjegojné kété. Mekanizmi i
paré i propozuar ishte pérdorimi i glukozés nga bakteret
e pranishme né LCS-né e kétyre pacientéve. Megjithése
mbetet njé prej mekanizmave gé e shpjegojné uljen e
glukozés né LCS-né e pacientéve me meningit bakterial
dhe tuberkular, mendohet se ky nuk mund té jeté
mekanizmi kryesor i saj. Mekanizmi i dyté i propozuar
éshté pérdorimi i glukozés nga neutrofilet e pranishme
né LCS-né e kétyre pacientéve. Pavarésisht se éshté
njé mekanizém i arsyeshém ai ka dy mangési pér té
gené si shkaku madhor i uljes sé glukozés né LCS-né e
pacientéve me meningit bakterial dhe tuberkular. Sé pari
ky mekanizém nuk shpjegon uljen e glukozés né LCS-né
e pacientéve me meningit tuberkular ku mbizotérojné
gelizat mononukleare (limfocitet dhe monocitet) dhe
ka pak mikrorganizma té pranishém, dhe sé dyti sasia e
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glukozés sé pérdorur nga leukocitet éshté disa heré mé e
vogél se ajo qé pérdor veté truri pér nevojat e tij. Shumé
studiues kané argumentuar se mekanizmi madhor qgé
shpjegon uljen e glukozés né LCS-né e pacientéve me
meningit bakterial dhe tuberkular éshté transporti
defektoz i glukozés dhe glikoliza anaerobe e rritur né
SNQ.(1,4)

Vlera referente pér raportin e glukozés éshté 0.4-0,5 (1,2).

Duke vlerésuar si té ulura raportin e glukozés LCS/serum
< 0,4 né punimin toné ne gjetem gé né 90% té pacientéve
mé MB ky raport ishte i ulur.

Gjithashtu raporti i glukozés u gjet i ulur né 76,9% té
pacientéve me MT dhe né 8,3% té pacientéve me MV. Kéto
rezultate tregojné qé ulja e glukozés eshté e zakonshme
né MB dhe MT.

Si¢ shihet nga rezultatet né 91,7% té pacientéve me MV
raporti i glukozés éshté normal. Teorikisht thuhet gé né
pérgjithési né pacientét me MV glukoza éshté normale,
por né disa raste mund té jeté lehtésisht e ulur (4, 8, 9).
Mandell dhe bashkéautorét gjetén gé né meningitin e
shkaktuar nga virusi i parotitit né 25 % té rasteve glukoza
éshté lehtésisht e ulur (10). Po kéta autoré né meningitin
e shkaktuar nga koriomeningitis limfocitar, né 25% té
rasteve gjetén glukozé té ulur.

Pavarésisht se raporte té glukozés te ulura jané gjetur
edhe né Mt dhe MV, né pacientét me MB kjo ulje éshté
shumé e shprehur sepse vlera mesatare e raportit éshté
0,17 + 0,16 kurse vlera minimale éshté 0,01 dhe vlera
maksimale 0,69.

Né studimin toné, né pacientét me MT vlera mesatare e
raportit éshté 0,34 = 0,09, vlera minimale éshté 0,17 dhe
vlera maksimale 0,52.

Vlerat mesatare té raportit té glukozés né pacientét me
MV dhe GK jané normale. Sic shihet diferencat e raportit
té glukozés té pacientéve me MB jane sinjifikativisht
mé té ulura se tek pacientét me MV dhe GK (p < 0,001).
Pavarésisht se né 76,9% té pacientéve me MT vlerat
e raportit té glukozés jané té ulura, ne gjetém qé ka
diferencé statistikisht té réndésishme midis vlerave té
raportit té pacientéve me MB karshi atyre me MT (p =
0,002). Kjo tregon qé glukoza né rastin e MB ulet shumé
mé tepér sesa né rastin e MT.

Ne gjetém qé pércaktimi i raportit té glukozés ka
sensitivitet 90% dhe specifitet 82,6% né diagnozén e MB.

Teorikisht thuhet qé raporti i glukozés mé i vogél se
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0,23 éshté 99% specifik pér MB (10, 11). Ulja e raportit té
glukozés nén 0,31 haset mesatarisht né 70% té pacientéve
me MB (4, 12).

Donald dhe bashkéautorét gjetén qé raporti i glukozés
nén 0,3 ka sensitivitet 68,8% pér MB(13). Hayward dhe
bashkéautorét gjetén qé raporti i glukozés nén 04 ka
sensitivitet 55,5% né diagnozén e MB (14).

Nga rezultatet tona mund té themi qé raporti i glukozés
né LCSéshté njé indeks i rendesishem né diagnozén e
meningitit bakterial.

Ky indeks ndihmon né diagnozén diferenciale té
meningitit bakterial me meningitin viral dhe tuberkular.
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Dosage of lactate in the cerebrospinal fluid in infectious

THE RATIO OF THE CEREBROSPINAL FLUID (CSF) GLUCOSE WITH SERUM GLUCOSE AS AN
INDEX VALUE TO HELP FOR DIAGNOSIS OF BACTERIAL MENINGITIS

Kokici M.}, Kone E.!, Marku N.2, Kokici F.5, Petrela E.%, Kraja Dh.>

! Morphology Department, Medical Faculty, Medical University, Tirana, Albania
? Laboratory Department, Medical Faculty, Medical University, Tirana, Albania
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4 Statistical Department, Medical Faculty, Medical University, Tirana, Albania

> Infectious Diseases Service, Mother Theresa Hospital, Tirana, Albania

ABSTRACT
Objective: Determination and evaluation of the ratio of glucose CSF/Serum in patients diagonsed with meningitis.

Materials and methods: In our study we have taken 133 patients over 18 years old, who were presented at the
emergency department of the Infectious Disease Clinic at the “Mother Teresa” university hospital in Tirana. All
patients were presented with clinical signs and symptoms of meningitis, during January 2007 - January 2010. To
all patients was analyzed serum glucose (derived from blood collected 2 hours before lumbar puncture) and CSF
glucose. CSF samples were taken within the first three hours of their arrival at the emergency.

Measurement of glucose in serum and CSF was made in Olympus AU analyser 460 with enzymatic method.The
ratio CSF/serum glucose was calculated.The ratio < 0.4 was estimated as low. Patients were divided into four
groups according to the final diagnosis: first group consists of 50 patients with bacterial meningitis (BM), second
group consists of 36 patients with viral meningitis (VM), third group consists of 13 patients with tubercular
meningitis (TM), fourth group consists of 34 patients part of control group (CG). For data analyses was used SPSS
17.0 statistical package.

Results:The ratio of glucose was found low in 90% dl of patients with MB and in 76.9% patients with MT.The
average value of glucose ratio in BM was 0.17 (DS #0.16), the minimum value 0.01, while the maximum value was
0.69.The average value of glucose ratio in TM was 0.34(DS +0.09), the minimum value 0.17, while the maximum
value was 0.52. The average value of glucose ratio in VM was 0.53 (DS +0.10), the minimum value 0.32, while the
maximum value was 0.78. We found that there is statistically significant difference between the values of the ratio
of glucose of patients with bacterial meningitis against those with viral meningitis (p<0.05) and with tubercular
meningitis ( p =0.002).

Conclusion:The ratio of the CSF glucose with serum glucose is an important index to help in diagnosis of bacterial
meningitis. This index helps in differential diagnosis of BM with VM and TM.

Key words: Bacterial meningitis, Cerebrospinal fluid, glucose.
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CITPABYBAIBE CO CTPECHU CUTYAILTMH 1 IPYTY PU3NK ®AKTOPH
ACOITMPAHH CO ITOJABATA HA KOPOHAPHA APTEPHJCKA BOJIECT
KAJJREHUTE BO MEHOIIAY3A

DEALING WITH STRESSFUL SITUATIONS AND OTHER RISK FACTORS
ASSOCIATED WITH CORONARY ARTERIAL DISEASE FOUND IN CASES
OF FEMALE PATIENTS DURING MENOPAUSE

Taymanosa b.,, [laBnoBcka I1.}, bajpamu J1j.2, [TetpoBcka H>.

! MHCTUTYT 3a enueMUOIOTHja M OMOCTATHCTHKA CO MeUIIMHCKa MHbopMaTKiKa, MeTuLIMHCKY (aKyiTeT,
Yuusepsuret “CB.Kupun u Metonuj”,Cromnje
2 [lenrap 3a JaBHo 371paBje, Ckomje, P.MakeoHuja.
3 OcnosHo yunnuiite “Byk Kaparmk”, Kymanoso, P. MakejoHuja
Medicus 2017, Vol. 22 (2): 192 198

AIICTPAKT

KopoHapHa/ucxeMucKka O0ecT Ha CpIeTo e aKyTHO WIKM XPOHUUHO 3a00JTyBakhe Ha CPIEBUOT MYCKY/T KOe HacTaHyBa
3apajii aHATOMCKHU W (DYHKIIMOHAJTHY TTPOMEHM HAa KOPOHAPHUTE apTepuu U HUBHUTE I'PaHKU. [[pOTOKOT Ha KpBTa
€ 3arpo3eH O]l AapTEPUOCKIEPOTUUHUTE TPOMEHU Ha SUJIOBUTE HAa apTePUCKUTE KPBHU CAJIOBU WU CTECHYBAHe Ha
JIYMEHOT HITO TOBPEMEHO HAaCTaHyBa 3apajid Ba3ocra3Mu (AHTMHA MeKTOPUC U MHMDAPKT Ha MUOKap].)

Ilen Ha Tpymot: llenra Ha TpymoT e Jla ce UCMIUTA BIWjaHUETO Ha TIOe[IMHUTe PU3MK (GakTopu BO IojaBaTa Ha
KOpOHapHaTa/ucxeMUyHaTa 60J1eCT Ha CPLIETO Kaj JKEHUTe BO MeHOoIay3a.

Marepujan u metomu: Case-control cryauja m3BefieHa Bp3 perpe3eHTaTWBeH Mpumepok of 200 ucrnuraHuuKku
roctapu of 45 TollvHU, BO MEHOTIay3a, Kou Bp3 6a3a Ha MPUCYCTBOTO/OTCYCTBOTO HA KOPOHApHA apTepucKka 6osect
Oea T10/1e/IeHM Ha UCTIUTYBAHA Y KOHTPOJIHA T'PyIia.

Pesynraru: Opn 200 ucnmraHnuky, 93 (46,5%) nMaa TTOKaueH KPBEH MPUTUCOK, 85 (42,5%) Oea co HOpMaJieH KPBEeH
MPUTHUCOK, Aomeka camo 22 (11,0%) uMaa HU30K KPBEH ITPUTHCOK.

On 93 UCIUTaHUUKKM CO BUCOK KPBEH ITPUTHCOK, 68 (73,1%) mpuraraa Ha eKcliepuMeHTaIHaTa Ipyria, Joneka 25 (26,9%)
npuriaraa Ha KOHTPOJIHATA IPyria.

Bo rpynara 85 UCTIUTaHUYKK CO HOPMaJIeH MPUTHCOK, 25 (29,4%) mpuriaraaT Ha eKCIiepuMeHTaJIHaTa TPyTia, nogeKa 60
(70,6%) nmpumnaraaT Ha KoHTpoiHaTa rpyma /p<0.05.

On 200 ncrmrannuky, 61 (30,5%) MMaa rmokaueHW BpeJHOCTU Ha IIeKep BO KPBTa, fomeKa 139 (69,5%) nMaa HOpMaTHA
BPEIHOCTH Ha IIeKep Bo KpBTa. Of 61 McruTaHMUKa co MOKaueH! BpeJHOCTH Ha LIeKep BO KPBTa, 38 (62,3%) mpuraraa
Ha ekcriepuMeHTanHata rpyrna (Odds Ratio=2,052).

Op 200, ncrmrannuky, 119 (59,5%) nmaa EMU Hag HopMmanata, 77 (38,5%) HopmareH, 4 (2,0%) mog HopMasaTa. Op 119
co BMI Haz HOopMartara, 68 (57,1%) rpuiiaraa Ha eKCIIepUMeHTaTHATA I'PyIIa.

Op 200 ucrmurannukry, 124 (62,0%) KOHCTPYKTHUBHO ce CIIpaByBaaT CO CTPEeCHHW CUTyalluH, 5 (2,5%) ce Bo HeyTpaHa
nosuiuja, momeka 71 (35,5%) rmokaykaa IEeCTPYKTHMBHO OJIHECYBame Ipu cTpecHu cutyauun. On 71 UCIIUTaHUUKa KOU
IIECTPYKTHBHO ce OlHecyBaa IpY cTpecHU cutyaiu, 51 (71,8%) npuriaraa Ha ekcIiepMMeHTasHaTa rpyra, gogeka 20
(28,2%) npuriaraa Ha KoHTposHaTa rpyma (p<0.05).

3aKIy4oK: VcruTyBameTo noKaxka fieka pusnk haktopure (oKaueH KPBeH MPUTUCOK, TTIOKAUeHO HUBO Ha IIeKep BO
KpBTa, BMU Ha/l HOpMaJIHUTE BPEIIHOCTH, HECTIOCOOHOCTA 3a CITPCBYBAkbE CO CTPECHU CUTYALMK) UTPAaT MHOTY BaykKHa
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yJlora Bo TrojaBarta Ha KopoHapHara apTrepujcka bosiect. OcoOeHO [IeCTPYKTUBHUOT TeCUMU3aM U HEKOHCTPYKTUBHOTO
CTIpaByBarbe CO CTPeCOoT, ejTyBa Ha IojaBaTa Ha KOpoHCpHAaTa apTepujcka 0oJecT Kaj JKeHUTe BO MeHOTay3a, JofieKa
KOHCTPYKTUBHOTO pearupame BO CTPECHU CUTYALIMM U ONTHMM3MOT MMAaT ITPOTEeKTUBHA yiiora Kaj OosiecTuTe Ha

CpIIeTo.

Knyunu 36opoBu: KopoHapHa aprepujcka bosect, MeHoraysa, pusuk akropu

BOBE[I:

Cnopepnogatorure o C30 322004 rogyHa, OITUMATHUATE
BPeIHOCTH 3a [TapaMeTpPUTe KOH ce JIeJl Off UCITUTYBAbeBO
ce: KpBeH mputucok 120/80mmHg; rmkemuja<6.5
(100mr%); JIIUT <2.5mmon/m; BMU 18,5-24,5kr/m? (Topres
[I. 1 copa6. 2008) (1).

CBeTcKa 37paBCTBEHA OpraHu3alyuja, MPOLEHYBa [eKa
3ro/ieMeHUOT KPBEH MPUTUCOK € TIpUuKHa 3a 7.1 MUIMoH
CMpPTHU cnydau i 13% op BKymHata cMpTHOCT. Mma
0apeM IIeCTO MWIMOHU XUIIePTOHMYAPH IMUPYM CBETOT
(2,3).

XumnepreHsujata e THBOK YOMeI| ¥ PAHOTO JIeKyBame e
OMTHO 3a CIpeuyBame Ha OLITEeTYBameTO Ha OpraHuTe,
Benu Jennifer Mieres, MD, kapmuonor Ha North Shore-
Long Island ripu eBpejckuoT 3mpaBcTBeH cucteM (4).

[locrojar romeM Opoj Ha JIeKOBM BO Tepamnuja Ha
TIOKQYeHNOT KPBEHHOT MPUTUCOK, Ha TIPUMEP TUYPETHUIIH,
angiotensin-converting enzyme unxuouropu (ACE), 6eta
O7I0KaToOpH, JIEKOBM 3a Pa3pe/lyBaibe Ha KPBTa, KAaKoO IITO
e JIHeBHA acTIMPUH TepaIruja WK JIEKOBHU 3a HAMaJTyBarbe
Ha XOJIeCTepH, KaKo IITO ce CTaTMHU Wi (ubpaTt,
HO aKIL[eHTOT Tpeba Jla ce CTaBW Bp3 IpeBeHIMjaTa BO
TIeNyBameTo Ha pUsKK (hakropure. (5)

Cmopen, C30, mujabeTecoT ro 3rojeMyBa DPH3MKOT Off
CpLeBH 3a0o/yBama U Mo30ueH yaap. 50% o nyreTo co
nujabeTec yMMpaaT off KapIHOBACKY/IapHU 3a00TyBamba.
(6,7)

Criopeg WHOMONICA Project o1 1994 romuna, meKepHaTa

PE3Y/ITATH

OomnecT mpeTcTaByBa eJHa Off Haj3acTarleHUTe 00NeCTH Ha
yoBenTBoTO. Bo cBetor Mma Hax 120.000.000 3abonenu
on mujaberec. Bo PenyOmuka MakemoHHja MMa OKOMY
46.000 6omHM of mujabeTec, cO TeHEHIMja Ha PacTemhe
Ha 0B0j 0poj. (8)

[lebenmHaTa TO 3roleMyBa PU3MKOT Off  CPLEBH
3abonmyBamba. HamanyBameTo Ha Te/lecHaTa TEKHHA e
0CcO0EHO Ba)KHO 3a JIyfe KOM MMAaT TroJieMd MEpPKM BO
nosoBuHaTa. Maki KoM MMaaT 00eM BO MOJIOBMHATa
niorozieM of, 101,6 caHTUMETpPH U 3KeHH €O 00eM MoroneMm
oy 88,9 cM, Bo rosiem Opoj Ha ciTyyau pa3BUBaar Jujaderec
¥ CpIIeBO 3a00myBame. (9)

Criope;  moOWeHWTEe pe3ylTaTd off CHpOBeJeHaTa
nporpama ""3jpaBje 3a cure’ Bo Penyonuka MakejjoHuja,
Kaj 22,3% oji McIMTyBaHaTa TOMy/alija Ha BO3PAcCT Off
20 mo 64+ rogyuiHuU, MPUCYTEH € efieH Off, CIeIHIBe PU3UK
cakrop: BMI >35 kg/m?, rmukemuja >10 mmol/L, cuctonen
nputucok >165 mmHg, aujactonen >95 mmHg, mogeka
Kaj 1,1% op momyanujaTa MuMa KOMOMHAI[Mja Off iBa PU3UK
(axropu. (10)

CripaByBame €O JKMBOTHUTE MPOOJIEMH, OIHOCHO
CIIpaByBame CO CTPeCHM CUTYalluM Tofipa3oupa
MeHallMpame Ha CTPecoT, OIHOCHO  peyIMparbe

Ha CTpPecoT WTo e IToBeke oj MoxHo. Ce coBeTyBa
MPaKTHIMPamhe Ha 37paBM TeXHUKU 3a MEHAlMpame Ha
CTPecoT, KaKo IITO € MYCKY/IHA pejakcaiija ¥ Jj1aboKo
umere. (11,12)

Tabena 1. [JucTpudyiiyja Ha (ppeKBeHIMKUTe Ha UCTIMTAHUUKUTE IPUITAHUUKY Ha UCITUTYBAHATa rpyIa (MMaat
KOpPOHApHa apTepucKa 00/1eCT) M KOHTPOJIHATa TPyIia (HeMaaT apTeprcka KopoHapHa 00s1ecT) criopet

BapHjab/aTa KPBeH MPUTHCOK

Bapujabma KpBeH MpUTHCOK HCIHTAHUIM/KOHTPOJIA BKYITHO
BHCOK HOpMaJjieH HH30K
Wcnuranmmy/ UCIUTaHuy | (pexBeHIuja/IpoLeHT 68 (73,1%) 25 (26,4%) 7(31,8%) 100
KOHTpO/1a KOHTpOJIa (hpeKBeHI[1ja/TIPOIIEHT 25 (26,9%) 60 (70.6%) 15 (68,2%) 100
BkymHo (DpeKBeHIIja/IPOLIEHT 93 (46,5%) 85 (42,5%) 22 (11,0%) 200

X2-tecr = 37,203>3,841/df=1;p<0.05
Contingency Coefficient =0,396/sig.0,00
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Op 200 ucriurannaky, 93 (46,5%) MMaaT MOBUIIEH KPBEH
TPUTHCOK, 85 (42,5%) ce co HOpManeH KpBeH IMPUTHCOK,
nozeka 22 (11,0%) ce co HU30K KpBEH MPUTHCOK.

Opn 93 co noBHMILIeH KPBEH MIPUTUCOK, 68 (73,1%) mpumaraar
Ha MCITUTYBaHaTa rpyma, jofeka 25 (26,9%) npumnaraar Ha
KOHTpOJIHATA I'pyIIa.

O 85 co HopMasieH KpBeH IIPUTHUCOK, 25 (29,4%) mpumnaraat
Ha UCTUTYBaHaTa rpymna, gogeka 60 (70.6%) mpumaraar Ha
KOHTpOJIHATA IpyTIa.

On 22 co MPUTHCOK 107, HOPMAJTHKOT, 7 (31,8%) mpumaraar
Ha MCTIIUTYBaHaTa rpyma, fofieka 15 (68,2%) mpumaraar Ha
KOHTpOJIHATA IPYTIa.

0000000000000

68

KpPBe€H NPpUTUCOK
W Bucok

[l HopmaneH

E Husok

Bars show counts

¢ pekBeHLmja

WUCMANT aHULKn

KOHTpona
MCMUTaHULU/KOHTPONA BKYMHO

I'pacduk 1. luctpubyimja Ha ppeKBeHIMUTE Ha
MCTIATAHUUKKTe TIPUTIaJHIYKH Ha MCTIMTYBaHATa
rpyIa (MMaaT KOpoHapHa apTepucka 0omect) u
KOHTPOJIHATa IPyTia (HeMaaT apTepucka KopoHapHa
6ornecT) criopef BapijabnaTa KpBeH MPUTHUCOK

Tabena 2. [luctpubyiyja Ha (hpeKBeHIMUTe Ha UCIIMTAHUIUTE IPUITIAJHUYKY Ha MCITUTYBaHaTa rpyra (MMaart
apTepucKa KOpoHapHa 00/1eCT) M KOHTPOJIHATA IPyIia (HeMaaT apTeprcka KOpoHapHa 0071ecT) BO 0JJHOC Ha

HUBOTO Ha IlIeKep BO KPBTa

HHBO Ha LIeKep BO KPBTa
Bapujadma MCIMTaHUIIM/KOHTPO/Ia BKVITHO
IOKayeHo HOPMaJIHO
VICTIMTaHWIN/ UCIIUTAaHULIN (DpexBeHIMja/IPOLIEHT 38 (62,3%) 62 (44,6%) 100
KOHTpOJIa KOHTpO/Ia (DpexBeHIMja/IPOLIEHT 23 (37,7%) 77 (55,4%) 100
BKYITHO (DpexBeHIHja/IPOLIEHT 61 (30,5%) 139 (69,5%) 200

X2 -rect =5,307> 3,841/df= 1;p< 0,05
Contingency Coefficient =0,161/sig.0,021

Op 200 ucriraHuuKy, Kaj 61 (30,5%) 1MMa MoKaueHo HUBO
Ha IIleKep BO KPBTa, JiojieKa Kaj 139 (69,5%) nMa HopMaJTHO
HMBO Ha IIIeKep BO KPBTa.

Op 61 ucruTaHMYKa CO TMOKAueHO HMBO Ha IieKep BO
KpBTa, 38 (62,3%) mpumaraaT Ha MCIOMTYBaHATa TIpyma
(Mmaat apTepujcka KopoHapHa 6ornect), mozeka 23 (37,7%)
IpunaraaT Ha KOHTpPOJHATA IpyIa (HeMaaT apTepujcka
KOpOHapHa Oorecr).

Op, 139 ucnuTaHUYKU CO HOPMAaJIHO HMBO Ha IieKep BO
KpBTa, 62 (44,6%) mpumaraaT Ha MCIMTYBaHATa Tpyma
(MmaaT apTepujcKa KopoHapHa bonect), momeka 77 (55,4%)
HeMaaT apTepujcka KopoHapHa 0osect.

Odds Ratio 2,052, wTo 3HAUM JieKa IIaHcara
UCTIUTAHAYKUTE Jla MMAaT TMOBHMIIEHO HMBO Ha IeKep
BO KpBTa e 3a 2,052 matu rorojiemMa Kaj MCIUTYBaHaTa
Tpyna (}KeHu KoM MMaaT KOpPOHApHA apTepucKa OoecT Ha
CpIIeTO), BO OJTHOC Ha KOHTpPO/IATa.

Confidence Interval om 1,108-3,801 mokaxyBa [eka
pas/iMKara e 3HauajHa M OBa BOJM KOH mHpucakame Ha
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@ nokavyeHo
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Bars show counts

¢ppekBeHyuja

nenuTalnym

KOHTpona
McnuUTaHULU/KoHTpona

I'padux 2. [luctpubdyiyja Ha hpekBeHIUKUTe
Ha MCITUTAHUI[UTE TIPUMATHUYKY Ha
MCITUTYBAHATa TPyIa (MMaaT apTepujcKa
KOpPOHApHa 0071eCT) ¥ KOHTPOJTHATA IPyTia
(HemaaT apTepujcKa KOpoHapHa 60j1ecT) BO
OJTHOC Ha HMBOTO Ha IeKep Bo KPBTa
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Ta6ena 3. [lucTpubyiyja Ha MCIMTAHUUKKTE NPUMAIHALIM Ha MCIIMTYBaHATa rpyIa (MMaaT apTepucKa KOpoHapHa
OorecT) ¥ KOHTepoJIHaTa IPyIa (HeMaaT apTeprcKa KopoHapHa borectT) crioperi BapujatiaTta HuBo Ha BMU

. BMU
Bapujabna BKYIIHO
HaJj HOpMaJia | HOpMajieH | Ioj HopMasia
Vcnuranumy/korTpora | MCTUTAHUIM DperBeHIja /MIPOLEHT 68 (57,1%) 31(40,3%) 1(25,0%) 100
BKYITHO KOHTpOJIa (hpeKBeHI[ja/IPOLIEHT 51 (42,9%) 46 (59,7%) 3(75,0%) 100
BKYITHO (hpeKBeHI[1ja/TIPOIIeHT 119 (59,5%) 77 (38,5%) 4(2,0%) 200

X2 Tect= 6,351>3,841/df= 1; p<0,05.
Contingency Coefficient = 0,175/ Sig. 0,042

Op 200 ucniuranuka, 119 (59,5%) nmaat BMU Hajy HopMara, BN wenuTanuyuikonTpona
77(38,5%) Hopmarew, 4 (2,0%) mop Hopmaa. Op 119 co BMU ::;f‘::n"e“:”a
Haji HopMaJia, 68 (57,1%) mpurmaraaT Ha HCITUTYBaHaTa rpyIa M ro Hopwana

Bars show counts

(MMaaT KopoHapHa apTepucka bomect), gomeka 51(42,9%)
TpUIaraaT Ha KOHTPOJMHATa Tpyna (HemaaT KOpOHapHa
aprepucka 6onect). On 77 co Hopmanen BMU 31 (40,3%) ce
HPUNAJHIUKY Ha HCTIUTYBaHAaTa rpyma, jogeka 46 (59,7%)

¢ pekBeHymja

mpurnaraaT Ha KoHTponHarta rpyma. Op 4 co BMU mop 3
HopMarara, 1(25,0%) mpunaraat Ha UCIUTYBaHATA IPYIIa, " e o
mopeka 3 (75,0%) mpumaraat Ha KOHTPOJIHATa IpyIia. L L

I'pacuxk 3./JucTpubOyiinja Ha MCIIMTAHNUKKUTE PUMATHULIA
Ha MCIIUTYBaHaTa IpyIa (MMaaT apTepujcka
KOpOHapHa 00/TecT) ¥ KOHTepOJTHATa Tpyma
(Hemaart apTepujcKa KOpoHapHa 0071eCT) criopes
BapujabmaTa HuBo Ha bBMU

Ta6ena 4. [luctpubyiyja Ha h)peKBEeHIMUTE HA HCTMTAHMYKMTE MPUMAZHUIIA Ha MCIIMTYBaHATa rpyia (MMaaT
apTepujcKa KopoHapHa 00/1eCT) M KOHTPOJTHATa I'pyIa (HeMaaT apTepHjcka KopoHapHa 0071ecT) BO OJJHOC Ha
Bapuja0ara ,CripaByBame CO CTPeCHU CUTYaL[in"

CripaByBambe CO CTPECHH CHTYaI[uH

Bapuja0a BKYITHO
KOHCTPYVKTHBHO | HEYTPAIHO | [JeCTPYKTHBHO
Wcrmranuy) | MCIMTAHUIM DpekBeHIMja/IPOLIEHT 45 (36,3%) 4 (80,0%) 51 (71,8%) 100
KOHTpO/Ia KOHTpOJIa (DpeKBeHIMja/POLIEHT 79 (63,7%) 1(20,0%) 20 (28,2%) 100
BRYITHO DpexBeHIja/IPOLIEHT 124 (62,0%) 5(2,5%) 71(35,5%) 200

X2-rect= 24,658 3,841/df=1; p<0.05.
Contingency Coefficient=0,331/sig.0,00

cnpaByBatbe CO CTPECHN CUTYaLun

On 200 wcnurtannuky, 124 (62,0%) KOHCTPYKTHBHO 79
ce cIpaByBaaT CO CTPeCHH cuTyaiud, 5 (2,5%) ce co :ﬁmﬂ”m
HeyTpajleH cTaB, jofeka 71 (35,5%) ce co mecTpyKTHBHO Bacctpykrueso
CIITPaBYBaIbe BO TEK Ha CTPECHU CUTYAI[HH.

Bars show counts

On 124 co KOHCTPYKTHUBHO CIIPaBYBame BO TeK HA CTPeCHU
curtyaim, 45 (36,3%) npumaraat Ha MCIIMTYBaHAaTa T'pyIia, 20
mozexa 79 (63,7%) mpumaraar Ha KOHTPOJIHATA IPYIIa.

¢pekBeHyuja

4

1

Opn 5 xou ce HeyrpaneH cras, 4 (80,0%) nmpumarat Ha

ucnuTaHuum KOHTpona

ucruTyBaHata rpyma, gopmeka 1 (20,0%) mpumara Ha MCTIMTAHULW/KOHTPONA BKYNHO
KOHTPOJIHATA T'PyIIa. I'paduk 4.[JucTpubdyiuja Ha ppeKkBeHIUUTe Ha
NUCIIUTAaHUUKUTE HpH{IH,[[HPI‘IKPI Ha UCIIUTYBaHaTa
Onm 71 Kou [JecTPYKTUBHO Ce CIpaByBaaT BO CTPeCHU rpymna (MMaar apTepM](zKa KopoHapHa bornect)
0 . 1 KOHTPOJTHATA Ipyna (HemaaT apTepujcka
cuTyaiui, 51 (71,8%;) an/IIr[araaT Ha MCTKTYBaHAaTa T'PyIia, KODOHADHA BOMECT) BO OIHOC Ha BapHjabiaTa
nopeka 20 (28,2%) npumnaraat Ha KOHTPOJIHATa I'PyIIa. “CIIPaBYBabETO CO CTPECHU CHTYALK”
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JUCKYCHJA

CtymujaBa BO TIOTOJIEM WM TOMAjl OITICET T TOTBPAM
pe3yaTaTuTe Off CBETCKUTE M JIOMAIIHMTE MCTPaKyBarba
3a TIOBP3aHOCTAa HA DPU3MK (PAKTOPUTE KAKO IITO Ce:
TIOBHILIEH KPBEH TPUTHCOK, 3roJieMeHO HMBO Ha IeKep
BO KpBTa, 3roieMeH bMU, iecTpyKTUBHO CITpaByBambe co
CTPecHM CUTYaIlUM ¥ TojaBaTa Ha KOPOHApHA apTepucKa
OorecT Ha CpIIeTO BO MOTYJIalMja Ha JKeHH BO MEHOTay3a.

ApTepuckaTa XuIepTeH3uja € eJHO Off Haj3HauajHUTe
3a00/yBama Ha JIeHeIIHWHATa W efleH Ofl HajBaKHUTe
pu3uK-akTOpM 3a pa3Boj Ha KOPOHAapHA WIH
riepeOpoBackynapHa Oomect. CTaTMCTHKaTa TIOKaKyBa
neka 15% ojf oBue OOTHE YMMpaaT off MH(APKT Ha CPLETO,
a 15% op Mmo3oueH MH(apKT, Bo TeKoT Ha mpBure 10
roguau. (C30;WHOMONICA Project, 1994.). (4)

Pesynrarute o Hamiata CTyAuja MoKaxkaa meka 46,5%
JKeHU ce CcO IOBHIIeH KpBeH MPUTHCOK, 42,5% uMaaT
HOpMaJieH KpBeH MPUTKCOK, fofeka 11% ce xumoToHuuapu.
On 93 XeHm xumepToHumyapy, 73,1% mpumaraar
Ha  HMCIUTYBaHaTa, fdofeKa 26,9% Ha KOHTpOMHATa
rpyna. Kaj 85 keHuTe co HOpMmasieH KpBeH IMPUTHMCOK,
cuTyalpjata e obpaTHa, omHocHO 29,4% mpumaraaT Ha
UCIIUTYBaHaTa rpyma, gojeka 70,6% Ha KOHTpOIHATa.
[locTo cTaTMCTMUKM CMTHU(DMKAHTHA pa3iMKa MOMery
NPUMAJIHOCTa HAa JKEHUTe KOH HCIUTYBaHATa Tpymna
(MMaar aprepucKa KOpoHapHa OojecT) ¥ KOHTpOTHAaTa
rpymna (HeMaaT apTepucKa KOpOHapHa 00JecT) U HUBOTO
Ha KpBHMOT mpuThcok (p<0.05). IloBp3aHocTa Ha
TIPUTIAJTHOCTA Ha JKeHWTe Ha MCIUTYBAHATa Ipyma (MMaat
apTepucka KOpOHapHa 0OJecT/KOHTpOJHATAa  Ipyla
(Hemaar apTeprcKa KOpOHapHa 0oecT) ¥ HUBOTO Ha
KPBHUOT MPUTUCOK e co uHTen3ureT 0,396/sig 0,000).

Bo opHoc Ha Bapuwja0naTta HMBO Ha HieKep BO KpBTa
cTyaujaBa MHoKaka geka of 200 ucnMTaHuuky, Kaj 61
(30,5%) ¥Ma ToKaueHO HMBO Ha IIIeKep BO KPBTa, JJ0[ieKa
Kaj 139 (69,5%) HUBOTO Ha IeKep BO KPBTa e HOPMaJTHo.

Op 61 ucruTaHMYKa €O MOKAYeHO HUBO Ha HIeKep BO

KpBTa, 38 (62,3%) mpumaraaT Ha MCIMTYBaHATa Trpyma
(MMaaT apTepucKka KopoHapHa Oomect), gofeka 23 (37,7%)
HpUraraaT Ha KOHTpPOJHATA Tpyma (HemaaTr apTepucka
KopoHapHa Oosect). IlocTOM CTaTMCTHUKM 3HayajHa
(curHuMKaHTHA) pasaMKa IOMEry IPUIIaZHOCTa Ha
UCIIUTAaHAUKATE KOH HCIUTYBaHAata TIpyma (MMaat
apTepucKa KOpOHapHa 007ecT) M KOHTpOJHATA IpyIla
(HemaaT apTepucKa KOpOHapHa OojiecT) ¥ HHUBOTO Ha
mekep Bo KpBra (p<0,05).
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[ToBp3aHOoCTa TOMEry TNpPUMAZHOCTa HA JKEHHUTE KOH
WCIIMTYBaHATa Tpyma (MMaaT apTepucka KOpOHapHa
OonecT/KOHTpONHATA  Ipyla  (HemaaT  apTepucKa
KOpOHapHA 007IecT) ¥ HUBOTO Ha IeKep BO KPBTa € CO
cmab untensuret op 0,161/sig=0,021. Odds Ratio = 2,052,
IITO 3HAUM JleKa IlaHcaTa MCIMTAHWUYKATE Jla MMaaT
TIOBUILIEHO HMBO Ha ILieKep BO KpBTa e 3a 2,052 matu
TorojieMa Kaj MCIIMTYBaHATa Tpyna (KeHM KOM WMMaaT
KOpOHApHA apTepucka 0OeCT Ha CpIIeTo), BO OJJHOC Ha
KonTponarta. 95% Confidence Interval koj e Bo rpaHuIuTe
ox 1,108-3,801 noxaskyBa [leKa pa3/iuKaTra e 3HauyajHa U
BOIM KOH mpuaKame Ha MPUUMHCKO MOC/Ie[0BaTeIHa
TIOBP3aHOCT. (8)

BMU > 25 xr/mM2 mpeTcTaByBa pu3MK (haKTOp 3a IOjaBa
Ha cp1ieBo 3abonyBame. ['yoemeTo Ha camo 10-15 Kr Moske
Ja TIOMOTHe Jla ce HaMald KPBHUOT TPUTHUCOK, [ia ce
TpeBeHUpa [iujabeTecoT, OTHOCHO Jla ce HaMaJTi PU3UKOT
oJ cpieBo 3abonyBarse. (9)

PesynTaTute Off CTyIMjaBa BO Koja Oellle W3BPIIEHO
AHTPOIIOMETPHUCKO WMCITUTYBae, OJHOCHO MepeHa Oere
TeKMHAaTa M BUCKHATA U ipecMeTyBaH bBMU Bo momynaiuja
Ha JKeHHM, KOM T0Toa Bp3 6a3a Ha MPUCYCTBOTO, OHOCHO
OTCYCTBOTO Ha OonecT (apTepujcka KOpoHapHa Oomect)
0Oea TI0fIeJIEHN BO [IBe TPYIHM (MCIIUTYBaHA U KOHTPOJIHA),
THIOKaykaa fieka Kaj 57,1% jKeHu off HCIIMTYBaHAaTa IpyIa u
42,9% op KoHTponHaTa rpyma e mpucyren bBMU > 35 kg/m2,
[locrom  cTaTMCTMUKM  3HAYajHa  (CUTHU()MKAHTHA)
pa3nuKa ToMery MPUIIAJHOCTA Ha MCIUTAaHUUKUTE KOH
MCIIUTYBaHaTa Tpynma (MMaaT apTepucka KOpPOHapHa
OomecT) W KOHTpOJMHAaTa Tpyma (HeMaaT apTepucKa
KopoHapHa Oorect) u HuBoTO Ha BMU. (p=0,042). (10)

[TosutuBHaTa XMBOTHA (hUI030(hMja TONKYBaHa IpPEKy
OYeKyBarmaTa Off JKUBOTOT, CIIPABYBAETO CO CTPECOT
1 JIOKYC KOHTpPOJIe Ha TMOJIpIIKaTa BO cebe MM HaBOp
of; cebe (o HEKOM aBTOPU UYBCTBO Ha HAJIMOKHOCT WM
OecrOMOIIHOCT) M JKMBOTHaTa OPHEHTAIdja OHOCHO
ONTHMK3aM/TIeCHMU3aM UMAaT 3alITUTeH eheKT BO OIHOC
Ha 3a00/TyBambe O] KOPOHAPHO apTepKcKa OoecT Kora ce
KOHCTAaHTHH JIPYTUTe PH3UK akTopi. (13)

Bo ofiHoC Ha croco6HOCTa 32 KOHCTPYKTUBHO CIIPaBYBatbe
CO JKMBOTHUTE TIPeIU3BUIIM, HAJ]MUHYBahe Ha CTPECHU
COCTOjOMTIPU CYIUPatbe COKUBOTHU OTEITKOTUM MKPU3HH
cocTojou, romeM mpoueHT (62,0%) off MCIUTaHUUKUTE
ce W3jacHWIe TO3UTUBHO OJHOCHO, KOHCTPYKTUBHO
ce cmpaByBaaT co crTpecHu cutvamud. Opg 71 Kou
IeCTPYKTUBHO pearupaar Bo cTpecHu curyaiuu, 51 (71,8%)
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npuIIaraaT Ha MCIMTYBaHarta rpyma, gogeka 20 (28,2%)
IpuIaraaT Ha KOHTponmHaTa rpyna. [loctou craTuctyku
3HavajHa (CMrHUpUKAHTHA) pa3/IMKa MOMery PUIMaHOCTa
Ha WCIUTAaHWYKMTE KOH WCIUTYBaHaTa rpyma (MMaat
apTepucKa KOpoHapHa 0oecT) W KOHTpOJHATA Tpyma
(Hemaat apTeprCcKa KOpoHapHa 00JIecT) 1 “CIIpaBYBambeTO
co crpecun curyaiuu” (p<0.05). IloBp3aHocTa moMery
TPUIIAJHOCTA Ha JKeHUTe KOH MCIIMTYBaHaTa Ipyma (MiMaar
apTepucKa KOpOHapHa 0O/ecT)/KOHTPOMHATAa Tpyma
(HemMaaT apTepucKa KOpOHAapHa 0OJIECT) ¥ CIIPaBYBAHETO
CO CTPECHU CUTYALUK e cO CpeHo jak untensurert (0,331/
sig.=0,000).

OBue pesynTaTé TOKaKyBaaT [ieKa MCIUTAaHWMUKUTE CO
KOpPOHApHA apTeprcKa 00/eCT MoyecTo Off KOHTPOIHATa
rpylna 3amaraar BO anaruja, ce MpenyIuTaaT Ha CTPecoT
U Ce UyBCTBYBAaT KaKO JKPTBU Ha CiydyBamaTa. Tue He
ycrieBaaT fla TM M3MeHAlMpaaT HeraTUBHUTE YYBCTBA,
Kaj HUB ce TI0jaByBa Jiellepeckja WM aBToarpecuja, ce
CBPTYBAaT KOH NyIlIekhe, HEKOHTPOIMPAHO jafierbe, TIHemhe
Ha aJIKOXOJI, UYBCTBO Ha M3TYOEHOCT U Oe3HA/Ie)KHOCT U
MIOPeMEeTeHOCT Ha COHOT. /KMBOTOT 0 UYBCTBYBAAT KaKo
rojieMo OpeMe U TeKMHa, O] IPYKKUTe ce pa300TyBaar, Bo
KPU3HKTE COCTOjOM He I7iefiaaT u3jies.

3AKJIYYOK

WcniTyBameTo TOKaka Jieka pUsuK (akropute (KpBeH
HPUTHCOK, 1iekep, BMI, cTpec) urpaat BakHa yiiora BO
HacTaHyBare Ha KOpOHapHa apTepucka 007ecT, 0co00eHo
NeCTPYKTUBHUOT CTpPec €O TIeCMMU3MOT B/IMjaaT Ha
TnojaBaTa Ha KOpOHapHATa apTeprcKa 0oJecT Ha CpIeTo
Kaj JKeHUTe BO MEHOINay3a, JofieKa KOHCTPYKTUBHOTO
CITPaBYBake CO CTPECOT, ONITUMU3MOT UMAAT MPOTEKTUBHA
yJI0ra 3a 3/jpaBjeTo Ha CPLETo.

[lokpaj TpoMeHa Ha JKMBOTHHUOT CTHJI, 0COOEHO Ce BaKHU
MeJIUIIMHCKUTE KOHTPOJHU, Mel'y KOU MOUeCTd KOHTPOIU
Ha KPBHHUOT MPUTHUCOK, ITIUKeMujaTa, nunuaure, bMU.

PearupaieTo BO BTOPHOT CTeleH Off IpeBeHInjaTa,
OTHOCHO paHaTa JleTeKl[ja U ajileKBaTeHHOT TPeTMaH,
MOKe 71a ja mpopio/pKar (hasaTa Ha JKMBOT CO J100pO
3/IpaBje Ha CPIIETO IIITO MOJIO/ITO BpeMe.
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DEALING WITH STRESSFUL SITUATIONS AND OTHER RISK FACTORS ASSOCIATED
WITH CORONARY ARTERIAL DISEASE FOUND IN CASES OF FEMALE PATIENTS DURING
MENOPAUSE

Taushanova B.!,Pavlovska I.!, Bajrami Lj.2, Petrovska N.}

! Medical Faculty, Institute of Epidemiology and Biostatistics, University .“Ss. Cyril and Methodius ”, Skopje, R.
Macedonia
2 Centre for Public Health, Skopje, R. Macedonia

3 Primary School “Vuk Karadgic”, Kumanovo, R. Macedonia

ABSTRACT

Aim: The aim of this study is to explore risk factors for coronary/ishemic heart disease in women.

Materials and methods: Case-control study was performed on 200 respondents (female patients older than 45
years in menopause) and on the base of presence/absences of the diagnosis of coronary arterial disease they were
divided into 2 groups: patients who have coronary disease and control group.

Results: From 200 respondents, 93 (46.5%) had high blood pressure, 85 (42.5%) were with normal blood pressure,
while only 22 (11.0%) had low blood pressure.

Out of 93 respondents with high blood pressure, 68 (73.1%) belong to the experimental group, while 25 (26.9%)
belong to the control group. In the group of 85 respondents with normal blood pressure, 25 (29.4%) belong to the
experimental group, while 60 (70.6%) belong to the control group/p<0.05.

From 200 respondents, 61(30.5%) had elevated levels of blood sugar, while 139 (69.5%) had normal levels of blood sugar.
From 61 women that had elevated levels of sugar in the blood, 38 (62.3%) belong to the experimental group
(Odds Ratio=2,052)

From 200 respondents, 119 (59.5%) had a BMI above normal, 77 (38.5%) normal, 4 (2.0%) below normal. From 119 with
a BMI above normal, 68 (57.1%) belong to the experimental group.

From 200 respondents, 124 (62.0%) constructively deal with stressful situations, 5 (2.5%) with neutral position, while
71 (35.5%) show destructive behavior during stressful situations. From 71 that destructively cope with stressful
situations, 51 (71.8%) belong to the experimental group, while 20 (28.2%) belong to the control group (p<0.05).

Conclusion: The survey showed that risk factors (blood pressure, glucose, BMI, dealing with stressful situations),
play an important role in the occurrence of coronary arterial disease. Particulary destructive pessimism and
unconstructive dealing with stress affects the occurrence of coronary arterial heart disease in women in
menopause, while those that constructively deal with stressful situations and optimism have protective role in
heart health.

Key words: Coronary arterial disease, menopause, risk factors
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PSYCHOMETRIC AND NEUROPHYSIOLOGICAL ASSESSMENT OF
SCHOOL CHILDREN WITH ATTENTION DEFICIT HYPERACTIVITY
DISORDER-TOWARD BETTER MANAGEMENT AND TREATMENT

[ICHXOMETPHCKA 1 HEBPOIICUXO/IOLIKA ITPOLIEHKA
HA ITKOJICKUTE IEIA CO JEQUITUT HA BHUMAHUETO I
XUITEPAKTUBHOCT- 3A 1TOJObPO MEHAIIMPAILE U TPETMAH

Pop-Jordanova N.!, and Zorcec T.2
'Macedonian Academy of Sciences and Arts
2University Children’s Hospital,Skopje, R. Macedonia

Medicus 2017, Vol. 22 (2): 199 -206

ABSTRACT

ADHD represents a big problem in the educational process because these children are not able to be attentive,
patient, to seat quietly during the class, and additionally they have learning difficulties. In the past decade
researchers became more involved in defining and evaluating executive functions in children manifesting Attention
Deficit Hyperactivity Disorder (ADHD). Executive functions are involving information from the working memory,
inhibition of the inappropriate behavior, as well as directing and sustaining the attention, towards a goal-oriented
behavior.

The aim of this article is to show our results obtained from psychometric and neuropsychological evaluation of
the executive functions in a group of school children diagnosed as ADHD, as well as results for neurofeedback
training we used therapeutically.

The evaluated group is composed of 50 ADHD children and 20 healthy children as a control, matched by age and
gender. Neurophysiological assessment was performed with Visual Continuous Performance Test (VCPT) from
which Event Related Potentials were extracted. Psychological assessment comprised the use of Stroop Color Word
Task (SCWT) and Wisconsin Card Sorting Test (WCST), while mothers fulfilled Child Behavior Check List (CBCL)
and ADD-H: Comprehensive Parent Rating Scale (ACTeRS).

Obtained results from psychological and neurophysiological assessment confirmed the diagnosis of ADHD as well
as a presence of serious difficulties in executive system functioning trough ERP’s component extracted from QEEG
analysis.

As a used nonpharmacological therapeutic approach we accentuated very positive outcome of neurofeedback
treatment of these children.

Key words: ADHD, children, executive functions, neuropsychological assessment

INTRODUCTION

The syndrome of restless, inattentive and impulsive
behavior, known as Attention Deficit Hyperactive
Disorder (ADHD) is a common neurodevelopmental
problem in children and adolescents having an incidence
of 3-7% worldwide. For our opinion, it is better to consider
ADHD as a specific condition than as a real illness/

disorder. In our county the estimated incidence is around
2% of school children (Pop-Jordanova, 2005).

It is no genetic markers in the identification of children
with ADHD, although the dopamine related genes are
strongly involved (especially D1 and D2) (Jaber, 1996).
However, it is known that this specific state could be
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present in the same family members, as well as in twins
(Mick, 2008).

In order to find the neurologic basis, many imaging
techniques are used. Brain imaging studies using PET
scanners showed that brain metabolism in children
with ADHD is lower in the areas of the brain that
control attention, social judgment, and movement. In
this context, EEG recording is appeared to be a simple,
non-expensive and useful indicator of brain metabolic
activity. Low metabolic activity in the area that generates
the corresponding EEG is characterized by increase of
slow activities (delta and theta waves) and decrease of
beta activities.

It is supposed that the main brain system impaired in
ADHD is the executive system. The executive system is
characterized mainly by two parameters: generalized
activation of the system (arousal =A) and the response
associated with different operations such as working
memory, action selection, action inhibition and action
monitoring (focused activation =At).

Recently, endophenotype is becoming an important
concept in the study of ADHD. Endophenotype represents
simpler clue to genetic mechanism that the behavioral
symptoms. It helps to define subtypes of a particular
disorder and can be used as a quantitative trait in genetic
analysis of probands and families. Concerning ADHD, a
QEEG spectrum classification of ADHD population has
been developed defining four main subtypes: I subtype
(abnormal increase of delta-theta frequency range
centrally or centrally-frontally); II subtype (abnormal
increase of frontal midline theta rhythm), III subtype
(abnormal increase of beta activity frontally) and IV
subtype (excess of alpha activities at posterior, central or
frontal lobes) (Kropotov, 2009).

Still, ADHD is the most underdiagnosed or misdiagnosed
condition in school children. The main reason is the
comorbidity with other psychiatric conditions such as:
learning disorders; conduct disorder; anxiety; depression;
speech problems; autism spectrum disorder or epilepsy.
The high comorbidity rate created confusion regarding
the definition and diagnosis of true ADHD. From a
neuropsychological perspective comorbidityis considered
part of the same brain and cognitive mechanisms that
produces attentional and behavioral difficulties (Barkley,
2009).

ADHD represents a big problem in the educational process
because these children are not able to be attentive,
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patient, to seat quietly during the class, and additionally
they have learning difficulties. So, the diagnosis must
be done precisely in order to find the real way for
the management and personalized treatment. In the
diagnostic procedure not only history, clinical signs and
psychometric evaluation are enough. The exact diagnosis
must include as least QEEG recording and additional use
of others neuroimaging evaluation if needed.

AIM OF THE STUDY

The aim of this article is to show our results obtained
from psychometric and neuropsychological evaluation of
executive functions in a selected group of school children
diagnosed as ADHD, as well as results for neurofeedback
training we used therapeutically. All children were
diagnosed and treated as outpatients in the University
Children’s Hospital, Skopje Macedonia, directed for
evaluation of the main problems related to school
discipline and achievement.

SAMPLE AND METHODOLOGY

A randomly selected group of 50 children (from more
than 300 treated), both genders, boys aged 7,33+1,01 years,
and girls aged 846+1,53 years, all in primary school,
were evaluated for possible ADHD. Main symptoms were
attention deficit, hyperactivity, distractibility, poor peer
interrelations, behavior problems and average school
achievement. The clinical diagnosis is made according
criteria in ICD-10 Manuel. All children were tested with
Kohs Block Design Test, the Stroop Color Word Task
(SCWT), and Wisconsin Card Sorting Test (WCST) and
recorded with QEEG. Mothers fulfilled Child Behavior
Checklist (CBCL) and ADD-H: Comprehensive Parent
Rating Scale (ACTeRS). Control group is consisted of 20
healthy children matched in age and gender.

The Kohs Block Design Test (Zavod za produktivnost
dela, 1967) is performance test standardized to measure
intelligence for mental ages 3-19. Easy-to-give and
understand instructions, test was designed to be
performed without many verbal explanations. In this
context, it is especially valuable for testing those with
language and hearing handicaps. Block design test
possess a high degree of correlation and reliability with
Bennet-Simon IQ test and WISC. The test consists of 16
colored cubes and 17 cards with colored designs which
the subject is invited to duplicate. Kohs cubes are used for
assessment of the intellectual capacities e. g. analytical,
synthetic and logical thinking.
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The SCWT (Stroop, 1935) was designed to differentiate
between individuals who are non-brain damaged and
individuals with brain damage. This test remains a
standard measure in neuropsychological assessment.
It assesses cognitive processing and provides valuable
diagnostic information on brain dysfunction, cognition,
and psychopathology. The SCWT is based on the
observation that individuals can read words much faster
than they can identify and name colors. Whether the test
is used as a screener or as part of a general battery, its
quick and easy administration, validity, and reliability
make it a highly useful instrument.

The WCST (Anderson, 1991) is a neuropsychological test
for evaluation of the mental flexibility (“set-shifting”)
when the stimulus is changed, the attention, the working
memory and visual processing.

The CBCL (Achenbach, 1983) is designed to obtain the
parent’s/teacher’s descriptions of the child behavior
in a standardized format. It is combined with 113
questions related to assessment of depression, social
communication or withdrawal, somatic complaints,
schizoid behavior, hyperactivity, problems in the
psychosexual development, delinquent and aggressive
conduct, problems in the conduct, problems with the
judgment and level of anxiety. This questionnaire have
several forms adjusted on the child’s age and gender.
Two broadband grouping are focused: internalized and
externalized. They reflect a distinction between fearful,
inhibited, over controlled behavior and aggressive,
antisocial, under controlled behavior. The profile can
contribute to a formal diagnosis by showing the degree of
child’s deviance in behaviors that parents are more likely
to observe than clinicians, as well as help to structure
effective training.

ACTeRS (Ullmann R, 1985)is a simple, standardized form of
test composed of 24 items that objectively measures four
separate factors: attention, hyperactivity, social skills,
and oppositional behavior. This instrument was developed
by researchers at the University of Illinois Institute for
Child Behavior and Development. ACTeRS can be used by
teachers and physicians to help determine which children
are likely candidates for therapeutic intervention. It can
also be used to monitor the effects of treatment. There
are versions for teachers and parents, but also as a self-
report form for adolescents and adults. With the paper/
pencil version, raw scores are quickly obtained from the
Rating Form and transferred to the Profile Form, where
norm comparisons are read. Reliabilities average. 87
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using various methods, including internal consistency,
test-retest, and inter judge calculations. We used it as
more quick but equally valuable as Connor’s tests.

The psychometric evaluation of every child was
in a duration of two hours. WCST and SCWT were
conducted with Computer Assisted Neuropsychological
Diagnostics and Therapy [CANDIT], software developed by
Institute for neuropsychology, Zurrish, Switzerland.

A neurophysiological assessment was performed with
QEEG and Visual Continuous Performance Test (VCPT),
from which the ERP components were extracted.
Quantitative EEG or QEEG is a collection of quantitative
methods designed to process EEG signals (we used Mizar
technology with 10/20 electrode positions). The QEEG
includes spectral and wavelet analysis of the EEG signals.

During the QEEG recording, the testing of executive
functions was performed by the Go/NoGo task, where
each assignment is associated with a group of selected
psychological operations such as detection and
recognition of the stimulus, refreshing the working
memory, initiation and/or inhibition of the behavior,
monitoring of the action results, etc. The Go/NoGo task
used in this study is comprised of 400 stimulates designed
by the Human Brain Institute in Saint Petersburg, Russia.
The stimulates are combined of pairs of pictures which
can be in a form of a human being, animal or plant. The
pairs are presented every tree seconds, and the interval
of pair appearance is 1, 1 second. The subject is instructed
to press a button as fast as possible when he/she will see
that there are two animals in the pair and inhibit his/her
own reactions in any other picture combination. The task
duration is 20 minutes.

The results obtained from the psychometric measuring
are presented in a form of scores and compared to
adequate test norms, adopted by the age and gender of the
examinees. Beside this, we have conducted Student t-test
analysis for independent variables to establish if there
is a statistical significance between the experimental
and the control group. The results are considered to be
statistically significant at a significance level of 0,05. The
data from the neuropsychological assessment that was
performed via VCPT, was transferred to numerical values
with the help of a PC. Those values were transformed
with Fourier analysis and compared with a normative
database comprised of 1000 healthy subjects, grouped
by their age. The data was processed with the statistical
program STATISTICA 10.0. The obtained results are
presented in tables and pictures.
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RESULTS AND DISCUSSION

Results obtained for Kohs Block Design Test showed that At the profile of ACTeRS results showed abnormal
evaluated ADHD children have intellectual capacities in  scores in the scales for attention, social adaptation and
the norm (IQ = 96 + 13, 15). oppositional behavior (between 10 and 23 percentile).
Similar results are obtained for boys and girls, still boys

M hool not follows: mathematics 3
ean school notes were as follows: mathematics 3 (range heing more hyperactive than irls (Fig.1).

1-5); language 4.5; nature and society 3.
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Fig.1 Profiles obtained for ACTeRS

CBCL fulfilled by mothers showed for boy’s accentuated behavior. Girls are also with social withdrawals,
anxiety, depression, social withdrawals and aggressive hyperactive and manifest delinquent behavior
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BEHAVIOR PROBLEMS-GIRLS AGED 6-14
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Fig. 2 CBCL profiles for boys and girls

Results for WCST and SCWT confirmed that hyperactive
children made significantly more perseverative and non-
perseverative mistakes, used more cards for all categories
and have more difficulties in the mental flexibility that
healthy children (Tables 1 and 2).

Table1. T scores and statistical significance for WCST
in ADHD and control
west [t Tocors [t prate
N categories 42 avlé(;‘évge 55 average 0,32
N perseverations| 31 a]?/ggge 51 average |0, 00001*
N mistakes 32 a%gl"(;‘ge 50 average |0, 00000*
Carts total 30 a%gi(;‘ge 52 average |0,00001*
M categories 31 a]?/ggge 51 average |0, 00001*

Table 2. T scores and statistical significance for SCWT

in ADHD and control
sowr [T et Tocore [t p o
Mistakes (St)IT 50 average 55 average 0,1
Mistakes III 29 | Verylow | 50 average | 0,00001*
Mistakes III/IT | 29 | Verylow | 53 average | 0,00000*
St II-St 1T 50 average 53 average 0,02

* means significant

ANOVA for WCST results showed significant difference
between ADHD children and control (F 13.11; p< 0,001), as
well as for SCWT between the two groups (F 15, 66; p <
0.001).

The QEEG assessment generally showed: dominant theta
activity (4-8 Hz) and deficit of beta activity (16-20 Hz). The
detail analysis of all QEEG records among Macedonian
ADHD children (over 300) showed very slow alpha excess
(subtype 4) in 25% of children, and high theta/beta
ratio in frontal-central cortex (subtype 1) in another
25%. The majority of 48% belong to the combined 1 and
2 subtypes. Very rarely (under 2%) we found subtype III
were overactive cortex is typical finding (Pop-Jordanova
et al. 2005; Zorcec et al. 2007). Fig. 5 shows schematically
components of ERP’s included in the executive function
of the brain. All components are diminished in ADHD
children.

Fig. 5 Executive ERP components
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VCPT, as a part of QEEG analysis, showed that hyperactive
children performed significantly much omission errors
and commission errors, longer reaction time (RT) and
high variation of the reaction time (var RT) compared
with test norms (table 3).

Table 3. VCPT in ADHD children compared with test

norms
VCPT ADHD | norm | t-test p value
Omission errors (Go)| 32.25 4 15.65 0,00001*
Commission errors "
(NoGo) 475 1 758 0,00000
RT(ms) Go 456.89 | 486 917 0, 0001*
var RT 18.97 11.7 8.78 0, 0000*

In the analysis of P3Go component (activation processes)
we did not find significant differences concerning the
latency and amplitude, while for P3NoGo component
(inhibition processes) the latency is not disturbed but the
amplitude is statistically lower (Table 4).

Table 4. P3Go and P3NoGo in children with ADHD

ERP’s ADHD norm t-test p-value
P3Go (ms) 32715 32789 -0.12 09
P3Go (mV) 9.73 8.55 0.77 0.44

P3NoGo (ms) 402.05 415.78 -0.69 0.49
P3NoGo (mV) 4.67 6.23 -2.89 0,006*
Generally, psychometric and psychophysiological

evaluation of the examinees with ADHD syndrome
showed accentuated hyperactivity, average intellectual
capacities, significant number of perseverative and non-
perseverative mistakes, and use of more cards for all
categories of tasks, as a result of significant difficulties
in mental flexibility. Achievement for VCPT showed
significantly higher number of mistakes related to
inattention (omission errors), wrong answers (commission
errors), shorter reaction time (RT) and higher variation
in reaction time (var RT) compared with test norms.
Values of P3Go component in latency and amplitude
are different from the norm, while P3NoGo component
showed significant difference in the amplitude.

In the treatment of our clients we used behavior therapy,
and biofeedback. No medication is used in our country.
For ADHD children personalized biofeedback protocols
are used related to the QEEG subtype. Generally, we
started with 3-5 sessions of electro dermal biofeedback for
diminishing anxiety, and in the follow the neurofeedback
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is used, two time per week in duration of 50 minute.
Common protocol comprised diminishing theta activity
and optimizing beta brain activity in specific skull points
depending of QEEG subtype (Pop-Jordanova, 1999). Table
5 shows results before and after biofeedback application.
It is clear that with this kind of therapy we achieved
diminishing of theta, higher power of beta brain waves,
changes of theta/beta ratio, as well as change of brain
rate parameter. Theta/beta ratio is a parameter used
for assessment of ADHD in many studies (Lubar, 1997,
Monastra, 2001; Reader, 1994). The brain rate parameter
is indicator introduced by Pop-Jordanova N, Pop-Jordanov
J. (2005) for the evaluation of general mental arousal. The
values of this parameter is approved in other studies
performed in our country (Markovska-Simoska, 2011;
Demerdzieva, 2011)

From the Table 5 it can be concluded that brain-rate
parameter is more realistic and corresponds to clinical
improvement more than theta/beta ratio.

Results obtained in this study correspond to results in
many other studies concerned ADHD children (Brown,
2006; Doyle, 2006; Zorcec, 2010).

We confirmed through the obtained results of SCWT and
WCST that the main problem in this condition is a deficit
in the executive system. These results correspond with
the results of Reader et al. (1994). In a meta-analysis of
Pennington and Ozonoff, (1996), for 18 studies concerned
to ADHD children, in 15 is confirmed the deficit of
executive system. In the article of Sergeant et al. (2002),
in which the analysis is done in studies performed over
20 vyears, ten of them confirmed problems in mental
flexibilities. In all studies it is confirmed that SCWT and
WSCT are very sensitive tests in the differentiation of
problems in executive functions.

However, the ADHD is a complex syndrome and the
diagnosis must include neuropsychological assessment
to evaluate the executive system, because the symptoms
could be different from child to child. In this context, the
analysis of ERP’s is a modern approach in the diagnosis of
ADHD showing the difference in amplitude or latencies.
Vander Meere, (1996), proposed that the smaller amplitude
of P3 component is the result of smaller ability for the
engagement of the child in the task performance. Keage
et al. 2006, obtained shorter latencies of P3 component
in ADHD patients. The executive system is changeable
through the developmental process, which suggest that
ADHD could be the result of slower developmental of
some neurological parts of the brain.
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Table 5.
Before NF | After NF § -
Parameter V) V) t-test | Significance
Beta brain
Waves 486+16 | 80138 5.23 p<0.01
Theta brain
Waves 2095+1.38| 1529138 | 847 p<0.01
Theta/beta | 47+138 | 2.0+16 45 p<0.01
Brain-rate | 786 +0.56 | 8.22 £ 0.63 6.6 p<0.01
CONCLUSIONS

The study confirmed the need of psychometric and
neurophysiologic assessment of all school children with
ADHD symptoms.

The obtained results in our study confirmed serious
impairment of executive system.

Psychometric assessment of executive functions through
WCST and SCWT showed more perseverative and non-
perseverative mistakes, uses of more cards and difficulties
in mental flexibility.

Neurophysiologic assessment of the executive system
through VCPT (P3NoGo and P3Go) ERP’s components
in children with ADHD symptomatology confirmed
significantly more mistakes, omission and commission
errors as well as the higher variation of the reaction
time, and reduced amplitude of P3NoGo, but not specific
disturbance in P3Go component.

Neurofeedback showed positive outcome as a
nonpharmacological treatment. In this context a brain-
rate parameter appeared to be more realistic in the follow
up of the obtained results. In the future, we propose to
include brain-rate based neurofeedback training.
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[ICUXOMETPUCKA 1 HEBPOIICUXO/IOLIKA ITPOIIEHKA HA IHIKOJICKHUTE JIETIA CO
JAEOUIIT HA BHUMAHHUETO 1 XUTIEPAKTUBHOCT- 3A II0I06PO MEHAITHPAIBE 1
TPETMAH

[Ton-Jopmanosa H.!, 3opuers T.?
! MakefoHcka Akafemuja Ha Haykute u YMeTHOCTHTE;
2 YauBep3uTeTcka Kimnuka 3a Jlercku 0onecty, Ckomje, P.Makegonuja

ABCTPAKT

AJIX]l mpeTcTaByBa rosieM mpo6yieM Bo elyKaTUBHUOT ITPoIiec OujiejKu OBUe Jielia He ce CIOCOOHH [1a OM/aT BHUMATeTHH,
TPIE/IMBY, JIa cellaT MUPHO 3a BpeMe Ha YacOBMTE U JIOTIONHUTETHO MMAaaT IpoleM co yuemeto. Bo mocieqHuTe
JIelleHUH MCTPaKyBauuTe CTaHaa MOBeKe MHBOIBUPAHM BO e(PMHUPAHETO M MCTPAKYBAMETO HAa €r3eKyTHBHUTE
(byHKIWMH Kaj fetjaTa kou MaHupectupaat AJIX]I. Er3ekyTuBHUTE (QYHKIMY Ce MHBOJIBUPAHHU BO MH(OPMAIK 1001eHH
TPeKy paboTHaTa MeEMOpHja, MHXMOKIIMjaTa Ha HECOOIBETHOTO MOBe/IeHNe, KAKO M BO HACOUYBAILETO U OfIPiKYBatbe Ha
BHUMAHKETO, TIPEKY 1[eJTHO-HACOUEeHO OJJHECYBakbe.

[len Ha 0BOj TPy € /Jia I'M TOKa)keMe HAIIMTe Pe3yaTaTH NOOMeHH CO MCHXOMETPMCKOTO M HEBPOICHXOMOMIKOTO
WCIIMTYBalhe Ha er3eKyTMBHUTe (YHKIMM Kaj Tpyra Ha IIKOJICKM Jella AujarHocTUiMpaHd Kako AJIX]], Kako u
pesynTaTuTe off Heypohui0eK TPeHUHTOT KOj T0 KOPHCTEBMeE TepariCKH.

WcenuryBaHara rpyra ja counHyBaat 50 fietia co nujarHosa AJIX]] kKako u 20 3papaBu Jiella Ha CJIMUHA BO3PacT U T10J1,
KAaKO KOHTPOJIHA TpyTIa.

HeBporcuxoronikara mpolieHKa e HarpaBeHa co BusyeneH Kontunyupan Tect Ha [lepdopmannja (VCPT) of Koj
ce u3BJleueHn IloTeHuMjanuTe Npeau3BUKadn co Hactad (ERP). IlcuxoromkaTa IpoleHKa Io1p3abrupa KOPUCTEHe
Ha Crporn tect Ha oboeHu 360opoBu (SCWT) Kako u BucKoHCHH TecT Ha coprupame Ha Kaptu (WCST), momeka
MajkuTe rornonHyBaa Tect 3a npoueHka Ha onHecyBameTo (CBCL) u Tect ADD-H (ACTeRS). JlobueHute pesynraru
071 TICMXOJIOIIKOTO M HEBPOTIICUXOJIOUIKOTO TecTHpake ja MoTBpAuvja aujardHo3ara Ha AJIX]] Kako U IpUCyCcTBOTO Ha
MOTEIIKOTUHM BO (DYHKLIMOHMPAheTO Ha er3eKYTUBHUOT CHUCTEM MpeKy KomroHeHTuTe Ha EPIT u3Bneuenn oxg QEEG
aHajM3aTa.

KopucremweTo Ha HehapMaKoIOMKUOT TePAIMCKU pUojL (Heypodui0ek) roKkayka MHOTY TO3UTUBHU Pe3yJITaT Kaj
OBUE Jella.

Knyunu 36opoBu: AJ[X]], ersekyTuBHU (DYHKLIMH, [I€lla, HEBPOIICUXOJIOIIKA MPOLIeHKa
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ABCTPAKT

[TpennocermenTtHara Onruuka kKoxepeHTtHa Tomorpaduja (AS-OCT) e men on HOBUTE MeTOM 3a eBasyalidja Ha
MPOMEHNTE HAa KopHeara.

HOKpaj BeKe HOCTOiHI/ITG MEeTO/IM 3a I[I/I]HFHOCTVIR& Ha MMpeaHnOoT CerMeHT Ha OKOTO, KaKO OIITUYKaTa M1 YJITpa3BydHaTa
6I/IOMI/IKpOCKOHI/IjaTa IeHec ce IIOBeKe ce MCTaKHYBa OBaa MeToda 1 H€i3VIHaTa CeKOj,ﬂHeBHa [IpMMeHa..

MeTomaTa TexHWUKM ce Oas3upa Ha uHTepdepoMeTpuja Koja HYAM BUCOKA pe30jylidja Ha TIpecek Ha TKUBOTO.
OBO3MOXKYBAa KBaJMTaTHBHA M KBAHTUTATMBHA aHAJM3a HA TPOMEHUTe HAa CTPYKTYpUTe Ha MPEeHUOT CerMeHT Ha
OKOTO, BO JIMjarHOCTUKA U eBaJlyallja Ha KOpHeasiHATa 1aTosioruja, pebpakTuBHATA U KOpHeasHaTa XUpPypruja, BO

KaTapakTHaTa XUpypruja, rayKoMoT U TYMOPCKUTE TTPOLIEeCH.

Huang u copabotauuy Bo 1991 rof. ja omuiIyBaaT oNTHUUKAaTa KOXepeHTHa ToMorpaduja, Bo 1994 Izzat 1 copaboTHULIN
ja MpUKayKyBaaT aryIMKaOWTHOCTA, a IIPBUOT KOMepLIMjaieH arlapaT 3a KJIMHWUUKA ITpuMHa e goctarieH og 2001 rog.(1)(2)

AryMKabUITHOCTA e TI0CTOjaHa, ceKojnHeBHa, Op3a, be30e/iHa, HEMHBA3NMBHA, OE3KOHTPACTHA CO BUCOKA pPe3onylivja,
PernpoyuOUIHOCT U crielinruuHocT. KBaJIMTeTOT Ha CHUMKATA He e BO JIMPeKTHA Kopejlalyja co MPOBUJIHOCTA Ha
ONTUUKUTE MeJIUYMHU, CO JlecHa copaboTKa Ha MalueHToT 1 Oe3 MpeTxojiHa rocebHa TIpurpemMa.

Llen Ha TpynoT e ma ce npukake 3HauerweTo Ha AS-OCT, ofHOCHO Of] acleKT Ha aBTOPOT, MPeKy CTY[IUU U Off CBOja
JIMUHA TIPMMEHAa [a ce TOTeHIUPaaT OCHOBHUTE KapaKTePUCTUKW HA METOIOT, 3HAUEHEeTO BO IUjarHOCTUKATa,
eBajlyalLlijaTa M TPeTMAaHOT Kaj OpojHM o TaIMOJIOUIKY 3a00/IyBaba.

[TopacTroTr BoO GMOMeAUITMHCKUTE U TEXHOJIOHIKUTE TPOLIECH, Ce OJ[pa3yBaaT Co OIPOMEH JIOTTPUHOC BP3 IMjarHOCTUKATA
1 TeparmcKUOT TeK Ha 3abosyBamaTta Bo odrasimonorujata. [1pejiHo cermMeHTHaTa orTuUKa KoXxepeHTHa ToMorpaduja
€ COBPEMEH MOJIaJIUTeT, KOj ba3upaH Ha HUCKOKOXEPEHTHA MHTepdepoMeTpuja U CIOXKEH ONTUUKKU CUCTEM HYIU
oJl/IMUHA 0OjeKTMBHA aHaM3a 3a MOPQOUIKWUTE TPOMEHU Ha OFfIe/IHY OKYJIaDHU CTPYKTYPU, U3AUIHYBAjKU ja KAaKo
HEeOTIXOHa aJlaTKa BO CeKojIiHeBHATA TTpaKca.

Knyauu 36opoBu: Ontuuka KoxepeHtHa Tomorpaduja Ha rpepes cermenTt (OCT-AS), KopHea, Xupypruja Ha KopHea,
T7IaYKOM.

PoroBuiiata (cornea) e MPOBUJHHOT Jiell Of OKOTO, CO
npubmmkHo 500 MUKPOHH Jle0e/IMHA M COUMHEeTa Off TeT
nudepeHIPaHH CJI0EBHU Koja MPETCTaByBa JIBe TPETHHH
op, pedpakiuckaTa MoK Ha okoTo. (1) Mako e jacHa u
HaBUJYM HeMa CYICTaHI[MM, Taa € CTPYKTypa TYCTO
MHepPBUPaHa CO CEH30PHM HEPBHHU BJIaKHa KOM ja TpaBat

e[IHa OJf HajuyBCTBUTETHUTE TKKBa Ha TeoTo. Hej3uHata
TPAHCMAPEHTHOCT Ce JIO/UKM Ha YHU(OPMHOCTA, T.e
BHCOKO OpraHM3MpaHa TPyla Ha KIETKM M TMPOTEHH,
MUKPOCTPYKTYpa CO MpaBUJIEH PacIiope]] Ha KOIareHCKu
(uOpWIM U COOIHOC Mery CJIOeBUTe Ha KOJNareHoT BO
CTpoMarta.
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[Ipu uMOMaHC of Tpayma WM JIPYT BH 3a00/yBamba ce
jaByBa 3amaTyBae, HETPAHCIIAPEHTHOCT, Ta Jypu U
cenuo. McToBpeMeHO O HaMasyBameTo Ha TyCTUHATa
Ha eHJIOTeTHUTE KJIeTKH, TIPEKY HapyIIyBarbe Ha jOHCKUTe
MyMIM IITO TIPeTCTaByBa M OCHOBHA (DYHKIMja Ha
KOpPHeayHUOT eHJI0Tel, Jloara /0 HapylleHa OCTPUHA Ha
BUJIOT.

HajHoBuTe mpolleHKM OasuMpaHM Ha WHIWZIEHIIATa Ha
CJIeTIJIO BO CBETOT Ha JIyI'e CO ONITeTeH BUJ HaBefIeH! o
crpaHa Ha Pascolini u copabotHui (3)(4) mporeHyBaat
lleKa Ha KaTapaKraTa Cce OKOJy IOJIOBMHA Off CJTyJaute,
fofleka Ha KOpHeajHaTa HeMpOSMPHOCT Off pa3indyHu
npuunHd - ormaraat okonmy 10%. WcroBpemeHo Bp3
OCHOBa Ha mopjatonute criopeq, CBeTcKaTa 37ipaBCTBEHA
opranmsanuja (WHO) U criomeHaTuTe aBTOpHU, HajMajIKy
4 MumMOHW Jyfe BO CBETOT CTPajjaaT of KOpHeayHo
CTIETIHIIO, JIofleKa JPYTH CTYMK YKaKyBaaT JieKa OpojkaTa
Moske f1a oupe aypu momery 4,9 u 10 munonu (5)(6)

Bo ocHOBa, /IMjarHOCTHUKKTE MPOLEAYPH BO OBOj OIICET
ce ce Bo moromeM rmofem. ONTHYKaTa KoXepeHTHa
tomorpaduja (OCT) 1 Hej3uHaTa KIMHMUKA MMPHMEHa Ha
OMOMOIIKUTE CTPYKTYPH, €BONyMpalle [ApaMaTHYHO BO
TeKOT Ha MOC/IeHUTe [ieceThHa ropuHu. IIpetcTaByBa
MOKHa TeXHMUKa OMOME[MI[MHCKA ajaTKa CIocoOHa 3a
reHeprparme Ha CJIMKK BO [IBe AMMEH3HOHATHH HallPeYHH
npecel M TPOAMMEH3UOHATHH BOTYMETPMCKH CIMKH
Ha JKMBO OMONOIIKO TKMBO CO BMCOKa pe30nyiija Ha
MHKpPOMETapCKa CKaJla i e 3HauajHo HerHBa3uBHa (7)(8)

Metopata ce 6asupa Ha HHUCKOKOXepeHTHa MHTep(epo-
MeTpHuja, Koja ce KopucTti of “80 rog Ha MUHATHOT Bek (9)
(10). Fercher u copaboTHUIUTe MPBO ja JEMOHCTpUpaaT
OMoJIONIKATA TPUMEHA 3a Mepetbe Ha aKCHjaJTHA TO/KUHA
Ha oKoTo Bo 1988 ropuna, a mpsute OCT cuku faTpaaT
on 1991 ropuHa ox cTpaHa Ha Huang u copaboTHuIuTeE,
Kajie IITO HAjIPBO UOBEUKATa PeTUHA Ce BU3yeIu3upa
“ex vivo” co akcujasHa pe3onyiyja off 15 nm, a HeKOIKy
rOJMHY Mofio1Ha, Bo 1993 rop., uma “in vivo” peTHHanHa
c/MKa off crpaHa Ha Fercher u copa6. 1 Swanson 1 copa0.

On crpaHa Ha Izzat u copaborHui Bo 1994 roauHa, ce
MPUKAKYBAaT CIMKA Off MPEJHUOT CerMeHT Ha OKOTO,
HO Topajyi poOyCHOCTa BO KIMHUYKUTE II0CTaBYBamba,
Carl Zeiss Meditec BoBefyBa KoMmepiyjajieH amapar BO
1996, opgHocHO MopuuIMpaH 3a KIMHAUKA MpHMEHa
Bo 2001 rog. u ox kora u AS-OCT cranyBa cTaHgapiHa
IMjarHOCTMYKA MeTofla BO K/IMHUYKaTa 0(Ta/MOJIOrHja.
(11-13)

MmeHo 3a oKony ejiHa JielieHuja 110 BoBeyBambeTo Bo 1991
rofi., ce ummiemenTpa “Time domain OCT “ (TDOCT) co
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11eJ1 Jja ce Jo0Me Ha CTPYKTYPHU MH(OPMAIL[K BO Pa3IMuHu
171a00uMHY, 32 BeKe CJIeJHUOT Tepuoj] MHOBAI[UUTE ce
aBukar KoH “Fourier domain OCT” Bo 1995 op cTpaHa
Fercher u copaboTHuIIY, ITO YKaKyBa JieKa 0BOj TPKUCTAI
0BO3MOJKYBa MHOTY MOOP30 CKEHMpamwe, CO peajn3alyja
Ha BHMCOKO-Op3uHCKU 3D BONYMETPMCKH CIIMKH Kafie
Op3uHaTa Ha 0OpabOTKaTa Ha C/IMKaTa JOCTHTHYBa [I0
5.000.000 A-ckeroBu / s (5)

['maBHMTE MPEHOCTH KOM THM TIOCEyBa MeTOfjaTa ce
BHCOKaTa akcujanHa pesonyimja (1-10 uT) m Op3uHa
(~400.000 A-ckeHoBH /S) CO 3ro/IeMyBatbe Ha [/Ta00UMHATa
Ha meHerpaiujata (>10 MM) M roeMHHaTa Ha BHUIHOTO
none (>10 mm). Op Toj amcekT Oasupajku ce Ha
BHCOKA Pe30/IyIijja, IoMara BO OTKpHBambe Ha IMOMaju
CUTHU()MKAHTHY ~ KapaKTePUCTHKW, KOM MHAKy ce
HeuJieHTU(UKYBAHH TI0]] CTaHap/ieH OMOMUKPOCKOTICKH
Tpersiesi, aOp3uHaTa 0BO3MOJKYBA /1A Ce CTe/Ii AMHAMUKaTa
Ha OMOJIONIKKTE MPOI[eCH BO PEATHO BpeMe.

AS-OCT pnaBa Tomorpacduja Ha KOpHeaTa, KBAHTUTaTUBHA
M KBaIUTaTHBHA aHAJM3a CO TPelU3Ha JIOKalu3aliuja
Ha TPOMEHUTE, CO 1161 MOeJHOCTAaBYBabe W ITaHUPahe
Ha TIOHATAMOIIHUTE XMPYPIIKM IIPOLIEYPH, BO PaMKH
Ha KaTapakTHaTa, ped)paKTHBHAata XUpypruja W
TpaHCIUIaHATAIWjaTa, 3a eBajyalja IIPU COCTOj0M KaKo
II'TO Ce eKTaTUYHMTE IIPOMEHH Ha POTOBHIIATa KEPATOKOHYC
1 KepaToryo0yc, JereHepaTUBHUTE IIPOMEHH, V/IliepaLiu
¥ VIIKYCH, TPAyMH CO IIPUCYTHO CTPAHO TeJIO WK 0e3 UTH.

AS-OCT oBo3MOKYyBa BH3Yelu3aldja Ha IPESHUOT
CerMeHT Ha OKOTO BO e[[Ha C/IMKa, HO MOKe J1a U3BPIIU
1 TIpel3HM KBAaHTUTATMBHU Mepera Ha ToeJMHeYHUTe
CTPYKTYPH, BKJIYU4YBajKu IO arosoT, MpejfHaTa KOMopa,
MPHUCOT, JieKaTa U KOpHeaJHUTe MapamMeTpy, Kako U BO
IpoLieHKa Ha cocTojbara Kaj (pakMuHUTe OuM WIM TOCT
VIMIUIQaHTUPalkeTO Ha MHTPAKOPHEAJHUTEe MPCTEeHHU, KaKo
WjieayHa HeKOHTaKTHA MeTOJIa 3a MpeJj- ¥ OCTXUPYPLIKO
OIleHYBame, OIHOCHO 3a MOHMTOpUpame co Iiel fa
ce u30erHaT IOCTONEPATUBHUTE KOMIUTMKAIIMM KaKo

KaTapaKkTa, VBEWTHUC, [elleHTpalu3alyja, 3rojeMeH
MHTPAOKYy/IapeH MPUTHUCOK
KepaTOKOHyCOT ~TpeTcTaByBa HajuecTo eKTaTUYHO

HapyiyBalkhe Ha KOpHeaTa, KOoe Ceé KapaKTepusupa Co
6I/IHaTepa}IHO NIIPOrpeCrBHO UCTEHYYBaAhE HA PO;KHULIATA
U allMKaJ/IHa NU30aJeHOCT.

[logaTol 3a eKTaTUUHUTE KOpHeaJHa 3a00iyBaiba
ce mosHatd moBeKe op 150 roguHM HO, BO TEKOT
Ha TOC/eHUTe [iBe JlelleHud, WMa peBOIyLMja BO
M03HABabeTO Ha JIMjarHo3aTa M TPETMAHOT Ha OBHUE
cocrojou Kame mpumeHara Ha OCT-AS paBa BHCOKO
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TpeLr3Ha NaxyuMeTPUCKA Mara KaKo JIe/I Off TepaIiCcKuoT
nporokon. (14)(15) (Cruka 1-3) MmeHo, off CYIITHHCKO
3HAueHe € 3a OTKPMBAIbe Ha C/IyYay KoM MUMapHo Ou
¥Majie KOPHUCT Off TepareBTCKa omepaiyja, Kako Cross
linking mpouemypara (CXL).

Co pmoaramero Ha KopHealHaTa Tomorpaduja, a of
HeoJlaMHa KOpHeajiHaTa ToMorpacduja, ce 3rolemu
CcrocoOHOCTa Ha O(hTaIMONIO3KTE /i ce UeHTH(UKYBaaT
MPOMEHHTEe BO MHOTY TopaHa (a3a Off MPETXOJHO.
[IpeBasieHnlaTa Ha  KepaTOKOHYCOT Kaj  OIIITaTa

nonyianuja usHecyBa okony  1/2000.[IujarHocTHURK
TeXHUKMA OBO3MOKYBaaT 3alMpame Ha Iporpecujara,
TNPOLIEHKa BO MPOTHO3aTa W CJIeJielheT0 Ha eKTaTUUHUOT
nporiec Ha porosuiiaTa.(16)(17) (Crmuka 2,3)

Cnuka 1. Tlpuka3s Ha AS-OCT Ha KopHea co eKTaTUUHO
UCTEeHUYBame, KePaTOKOHYC CO U3BPIIEHH
MaXUMETPUCKY Mepeba

i - |
Cnuka 2,3.1Tpuka3 Ha Tornorpadcka Mara Ha KOpHea co
KepaToKOHYC

Profesional paper I

UctoBpemeno, OCT-AS e 3HauaeH BO MOCTOINEPATUBHUOT
Nepuoyl Kaj WHAMBUYUTe TI0 MHTepBeHIMja, 3a
eBajlyupame Ha Tep(opMaHCUTe Ha MHUKPOKEPATOMOT,
OTHOCHO  flebenMHaTa Ha  (/IAloOT,  eMUTETHOTO
3apacHyBarbe U cOCTOj0aTa Ha POroBUIIATA BO L[E/IOCT BO
PaMKU Ha KOpHeajTHaTa U peypakTUBHATA XMPYPrHja.

Bo crymuu npukaskyBaaT u OCT cKeHOBH Ha IpB JieH U
e[Ha Hejlesia OCTUHTEPBEHTHO, CO M3pa3eHa Iporpecyja
Ha 1leflaTa mpolieaypa 3a 61% 3a 3 meceiu, ogHocHO 45%
3a 6 Mecelu co moTeHIMpaHo 3Haueme Ha OCT-AS 3a
crefiere Bo 0uio Koe BpeMe. (18)

[leTekTHpameTo Ha Je0elMHATa Ha KOpHeaTa IpeKy
OCT-AS e knayyHa 3a TIpOIlEHKa Ha COCToj0aTa Ha
XMJIpaTalyjaTa ¥ OCMOTCKUOT DajlaHC M BO MHUIIMja/THATA
¥ TepMUHasTHATa (pa3a Ha KopHeaTHUTe mpoMeHu. MiMeHo
ce NoOWBaaT Mpenu3Hu MHMOPMALUK 3a KIMHUUKUTE
KapaKTepPUCTUKH, 3HAIM 3a MH(IaMal[yja, ToKaIu3allyja,
mmabounHa HAa TPOMEHATa, CTelleH Ha eMuTelHa

XUIEepIyIa3yja, KOpHeaTHu VILepaLiu, 1y3HU, KOpHeaHu
auctpouH, KOM HMMaaT yaora BO IOHATAMOIIHHOT
K/IMHIYKO TEPAIeBCTCKU eeKT Co el fla Ce 3amasu
MMHIMaJTHaTa Jebe/Ha Ha KopHeaTa BOomITo, o 300 p
(Cnuka 4, 5, 6)

Cnuxka 4. IIpukas Ha oromukpockon u AS-OCT Kaj yiikyc
Ha KOpHea

Cmuxka 5.

[Ipuka3s Ha AS-OCT kaj EHpoTenuonaruja
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Cmuka 6. Ilpukas Ha AS-OCT Kkaj crioHTaHa
nepdoparyja Ha KopHea

XeMUCKHUTe TIOBPeId KaKo JIefl Off YPreHTHUTe COoCTojoa
Bo odTamMornorijata, Kou OapaaT CIIpoBefyBame Ha
coBpeMeHa InjarHOCTUYKA M TepamucKa Mpoliefiypa co Ies
TIpeBeHIUja off KOPHEaTHOTO CIEMWIO, ce TIPoCiielyBaaT
co mpumeHara Ha OCT-AS, mpukaxkyBajku peajieH oIiCceT
3a NIMPUHATA, /Tab0YMHATA U TebeTMHATa Ha MPOMeHaTa
naBajku xuneppedekTHBHA ceHKH.(CTuKa 7, 8)

0000000000000

JeKa moBeKe of 6% of momynaiujaTa mocrapa o 40 rof,.
TIOKayKyBa CUMITTOMH Ha CYBO OKO ¥ CO 3roJieMeHO HUBO Ha
npeBajieHia Ha 15% Kaj MHAMBUAYM Hajl 65 rof. Bo3pacr,
MIMajKH To BO IIpefiBU/ U (haKTOT [IeKa UecTo ce IpeBU/IyBa
JMjarHOCTUIPaeTo Ha 0Boj eHTHTeT. (19)(20)

Bo moHOBO Bpeme ce MoYyecTo ce jaByBa Kaj MOMJIaJuTe
MalMeHT ¥ KaKo eMu30[jHa COCT0j0a BKIIYUYBAjKM
(bakTOpU Kako pedppakTUBHATA XUPYPrHja U YIOTpeOaTa
Ha KOMIIjyTepuTe, OJJHOCHO TIpeBaJieHIiaTa ce 3rojeMyBa
BO KOpejallja CO MeHyBale Ha CBecTa, POMeHUTe Ha
JKUBOTHaTa CpefIiHa M OfIHECYBambeTo. (21-24)

[laTrodusnonorujata u etnonorujata Ha “Dry eye disease”-
“cyBo OKO” He ce IeJIocHO pasjacHeTu. IlocnegHuTe
rogvuHd  100po npudaTeHH ce  MHCJIemara  Kako
BOCIHa/ieHWe Ha JIaKpuMajiHaTa >Kje3fja Mpeu3BUKaHU
of1 ToBeke (haKTOpPW KAaKO CTapoCT, HaMaJeHO HMBO Ha
aHJIPOTeH! XOPMOHHM, TIpUMeHa Ha eCTPOreHM XOPMOHH,
JueTeTcKa HepaMHoTexka (25)(26)

Cmura 7. Ilpuka3s Ha AS-OCT kaj xemiucKa oBpejia Ha
0KO

Cnuka 8. Ilpuka3s Ha KopHeasHa my3Ha co AS OCT
( Leucoma corneae)

Henec AS-OCT e pmen u of AujarHOCTHKATa Ha “CYBOTO
OKO”, TIDeKY Mepere Ha BUCKHATA Ha COT3HUOT MEHUCKYC
(TMH) m pnmaboumHata Ha com3HuoT MeHuckyc (TMD)
(Cmika 9, 10) meHo, enmyjie MAIONIKY CTYIUK IOTBPAIyBaaT
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Cmuxka 9,10. IIpuka3 Ha Mepeme Ha CON3eH MEHUCKYC CO
AS OCT (DED)

Op pmpyra crpana AS-OCT oBo3MOKYBa HpUKa)KyBaibe
M Ha MPMIOKOPHEATHHOT arojl, MPUC KoH(urypaiujata
W TO03MIMjaTa Ha JieKaTa, 00e30emyBajKu OCHOBHHU
HACOKH 3a COOJBETHO KIMHUYKO-TEPAIIeBTCKU OJIIVKU
BO KOpeJialja ceKaKo €O JeTalHUOT OCHOBEH Mperief] u
TOHMOCKOIIMjaTa.

KnuHuukaTa KOpHCT off MeTojaTra e IMPeKy MOKHOCTa
TOYHO Jla Cce [WjarHOCTUIIMpa U ITIayKOMOT, BO IPOLIeHa
Ha MHIUJEHIaTa Ha 3aTBOPambe Ha MPUJIOKOpPHeaJHUOT
aron. Bo 2015 rommna, Baskaran wm copaboTHMIM
oOjaByBaaT KoMIapaTHBHa CTYIWja 3a KopeJaluja Ha
mery OCT-AS u npepukijata of 3aTBOpame Ha arojior.
JIumuTHpaHOCTa Ce ofHeCYBa caMo Ha HEMOKHOCTA Jia ce
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VTBpIM IPUUKMHATA 3a 3aTBOPatbe Ha arosioT, BKIYUyBajKu
TpabeKynapeH MATMEHT WK NepudepHd CUHEXUH, IITO
CelaK ce 0CTaBa Ha TOHHOCKOMUpameTo.(27)

Bo omcer Ha Toa moje, akTyeJHa e Kiaacu(uKaldjaTa
Ha VTBpAyBame Ha Mopdonorujata Ha (DUITPALMOHOTO
jacTyde Kaj TaLMeHTH IO U3BeJleHa TPabeKylIeKToMMja
IITO ce 0a3upa Ha MCIIMTYBabe Ha BHCHHATA, NIMPUHATA
U BacKylapusalyjaTa Ha 01e00T, KOM peuucu ce
HEBO3MOKHM €O  KIMHUYKMOT — OMOMHKPOCKOIICKH
nperyeq. Kako 6e30eHa 1 HEKOHTKTHA MPOLIEAYpa HYAU
MOKHOCT 3a HM3Be[[yBalbe Ha MCTaTa VIITe BO PaHUOT
MOCTOIIePAaTUBEH IIePHUO]], CO 11671 HABPEMEHO pearnpame
BO VCJIOBM Kaj 3aTBOpame Ha (hMCTylaTa M eBeHTyaleH
HeycIiex of1 OrepaTUBHHUOT 3adar.

Henec, OCT-AS e gen of AWjaTHOCTUYKMOT ITPOTOKON
U IIpY TPayMd Ha KOpHeaTa, CO WM 0e3 IPUCYCTBO Ha
WHTPAKOPHEeaHO CTpaHo Teso. Bpimm ofipemyBame Ha
TOYHATa JI7Iab0YMHa Ha IIPOMEHATa, a BO OCTOIEePaTHBHHU-
OT TeK M CJiefielhe Ha KOHTHHYUTETOT Ha CYTypHpaHaTa
paHa KaKo U TeKOT Ha Hej3MHO 3apacHyBarbe.

[lomaToy o nuTepaTypa ce MoBeKe ro MOTBpAyBaaT
sHauemeTo Ha AS-OCT Bo pujarHo3ara W TPeTMaHOT Ha
HeoITa3MaTCKUTe Jie3ud Ha OKyJIapHaTa MOBPIIMHA,
KOM Ce BO OJI/IMUHA Kopesalyja MoJiolHa CO XMCTOMATo-
JIOLIKKTe aHanmu3u. (28-31)

3AK/IYYOK

Co efeH 300p, MOC/IEIHUTE IOCTUTHYBalba 1 MHOBAIIMjaTa
Ha AS-OCT oBo3Moxkuja mofobpa BU3yenu3aluja U
TleTajiHa aHA/IM3a Ha TATOJIONIKU TIPOIeCH Ha MpeIHUuOT
CerMeHT Ha OKOTO

OBO3MOKYBajKU VHHMKaTHa Kopeaiuja Mery
CTPYKTYpHMTe ¥  (DYHKIMOHAJIHUTE IPOMEHM Ha
porosuiiara, AS-OCT moHyu KoMrapaTiBHa, 00jeKTHBHA
aHanM3a v BeprduKaryja Ha MOPQOIONIKUTe TPOMEHH Ha
OJIleJTHUTE OKY/IapHU CTPYKTYPH.

Cymupajku merec AS-OCT kako coBpeMeH, OMOMe[U-
IIMHCKA MOJAIUTET € BayeH Jiel off 0(TaJMOOIIKUOT
Tpernief] co e/ MPaBWIeH JUjarHOCTUYKE M TePariCKU
Tpolec.
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ANTERIOR SEGMENT OPTICAL COHERENCE TOMOGRAPHY--CLINICAL APPLICATIONS
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ABSTRACT

Anterior segment - Optical coherence tomography (AS-OCT) is a new method which is essential to evaluate changes
in the cornea. Besides the already existing methods for diagnosis of anterior segment of the eye, such as optical
and ultrasound biomicroscopy, today increasingly emphasizes the need of the AS OCT.
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Technical method is based on interferometry, which offers high-resolution cross-section of the tissue. Allows
qualitative and quantitative analysis of changes in the structures of the anterior segment of the eye, in the
diagnosis and evaluation of corneal pathology, corneal refractive surgery, cataract surgery, glaucoma and tumor
processes.

Huang et al., in 1991 described OCT AS, Izatt et all.in 1994 shown applicability in anterior segment of the eye, and
the first commercial device is available since 2001.(1)(2)

Apapplicability is constant, fast, safe, non-invasive, no immersion, with high resolution, reproducibility and
specificity. The recording quality is directly related to the transparency of optical media, with seamless cooperation
of the patient, without special preparation

Aim of the paper is to show the importance of the AS-OCT, or in terms of the author through studies and their
personal application to highlight the main features of the method, meaning in the diagnosis, evaluation and
treatment of numerous ophthalmic diseases.

Continually progress in biomedical and technological processes, reflect a huge contribution on the diagnostic
and therapeutic protocols for diseases in ophthalmology. Anterior segment optical coherence tomography is a
modern tool, with low coherent interferometry and complex optical system offers a great objective analysis of
morphological changes in certain ocular structures, elevating it as value implement in daily practice.

Keywords: Optical coherence tomography of anterior segment (AS-OCT), cornea, corneal surgery, glaucoma
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THE HISTOPATHOLOGICAL FINDING IN POSTMENOPAUSAL PATIENTS
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ABSTRAKT

Qéllimi studimit ishte hulumtimi i vlefshmérisé sé trashésisé sé endometriumit té detektuar me ulatrzé né
parashikimin e karcinomit endometrijal tek pacientet né postmenopauzé me ose pa gjakderdhje nga mitra, i
vértetuar me analizé histopatologjike té materijalit fituar me kiretazhé eksplorative té endometriumit.

Metodat dhe materijalet: Né kété studim 1 kemi kycur 120 paciente ne periudhén e postmenopauzés té regrutuara
né QKUGA Shkup té cilat i kemi ndaré né dy grupe: grupi hulumtues dhe kontrollues. Grupi hulumtues ka 80
paciente ne postmenopauzé gé kané trashési té endometriumit té detektuar me ultrazé meé té madhe osebarabart me
5mm. Té njejtat i ndamé né 2 néngrupe-néngrupi A: paciente me gjakderdhje nga mitra (40 paciente) dhe néngrupi
B: paciente pa gjakderdhje nga mitra (40 paciente), té njejtat prap i ndamé pér nga trashésia e endometriumit i
detektuar me ultrazé né edometrium 5-8mm, 8-11mm dhe mbi 11mm. Grupi kontrollues pérmban 40 paciente né
postmenopauzé, té hospitalizuara dhe operuara pérshkak patologjive urogjinekologjike, paraprakisht me trashési
té endometriumit té detektuar me ultrazé mé e vogél se Smm dhe qasje té rregullt histopatologjike nga materiali
i fituar me kiretazhé ekspplorative té endometriumit. Nga secila paciente u mor anamnezé detale, éshté béré
kiretazhé frakcionale eksplorative dhe metariali éshté dérguar pér analizé histopatologjike.

Rezultate.Trashésia e endometriumit paraget parashikues té réndésishém pér malignitet té ednometriumit
(p<0.05). Pér cdo rritje milimetrike té endometriumit rritet réndésishém mundésia pér malignitet té endoemtriumit
pér 1,178[p=0.002, 95% CI=1.065-1.304] heré.

Konkludim: Te pacientet né postmenopauzé mundésia pér karcinom té endometriumit rritet réndésishém pér
1,178 heré.

Fjalét kygése: postmenopauzé, trashési e endometriumit, malignitet i endometriumit, hulumtim patohistologjik

HYRJE

Postemenopauza éshté periudhé e cila fillon njé vit pas
menstruacionit té fundit. Né kété periudhé me réndési
éshté rénia e steroideve gjinore. Burimi i ri i estrogjenve
éshté estroni, ai fitohet nga shéndrrimi periferik i
androstendionit né indin yndyror dhe endoemtrium, i cili
sekretohet ne vezoret dhe gjéndrat mbiveshkore. Ndahet
ne meupauzé té hershme dhe té vonshme. Menopauza
e vonshme pas viteve té 70-ta njihet si senium. 5 % e
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vizitave te gjinekologu jané pérshkak té gjakderdhjeve
postmenopauzale (1). Né kété periudh té shpeshta jané
gjakderdhjet abnormale nga mitra té cilat mund té jené
nga polipet, atrofija e endometriumit, hipoplazija e
endometriumit, karcinomi i endometriumit, fibroide
né submukozé, terapi hormonale, infekcione té mitrés
ose qafés sé mitrés, pérdorimi i disa medikamenteve
té caktuara (2) etj. Ekzistojné 2 lloje té karcinomit
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endometrijal edhe até tipl -i varur nga estrogjeni tek i
cili né 30-80% té rasteve pérgjegjése pér kété malignom
éshté mutacioni i PTEN gjenit. Sipar Kurman dhe
autoréve tjeré ky lloj i karcinomit - i varur nga estrogjeni
karakterizohet me shkalle té ulté té malignitetit,
dijagnostifikohet né stadium té hershem, ka invazion
sipérfagsor né miometrium ka senzitivitet té larté
dhe prognozé té miré me 85% mbijetesé 5 vjecare (3-4).
Karcinomi endometroid, mucinoz i pérzier dhe pllakor
béjné pjesé ne llojin e paré. Lloji i 2-té - jo i varur nga
estrogjeni karcinom i endometriumit i cili éshté me
diferencim té keq, me invazion té thellé né miometrium,
me depozite ne gjéndrat limfatike, senzitivitet té ulét
ndaj progestineve dhe me 58% té mbijetesés 5 vjecare
(3-4). Mutacioni i gjenit P53 paragitet né 50% té rasteve
te kjo sémundje. Né kété grupé béjné pjes karcinomi
papilar, seroz dhe mezonefroma. Kjo neoplazmé éshté
mjaft agresive.

METODA DHE MATERIJALE

Né kété studim kemi kycur 120 paciente né periudhén e
postmenopauzés té regrutuar né Klinikén Univerzitare
pér Gjinekologji dhe Akusheri - Shkup té cilat i kemi ndaré
né dy grupe: grupi hulumtues dhe grupi kontrollues. Grupi
hulumtues pérmban 80 paciente né postmenopauzé
me trashési té endometriumit té detektuar me ultrazé
mé e madhe ose barabart me 5mm. Té njejtat i ndamé
né dy néngrupe- néngrupi A: paciente me gjakderdhje
nga mitra (40 paciente) dhe néngrupi B: paciente pa
gjakderdhje nga mitra (40 paciente), té cilat prap i ndamé
né bazé té trashésisé sé endometriumit té detektuar
me ultrazé, né endometrium nga 5-8mm, 8-11lmm dhe
mbi 11mm. Grupi kontrollues pérmban 40 paciente né
postmenopauzé, té hospitalizuara dhe operuara péshkak
patologjive urogjinekologjike paraprakisht me trashési
té endometriumit té detektuar me ultrazé mé e vogeél se
5mm dhe me gasje té rregullt histopatologjike i fituar
nga materijali i marré me kiretazhé eksplorative. Nga
secila paciente u mor anamnezé, éshté béré kiretazhé
eksplorative frakcionale dhe materijali eshté dérguar
pér analizé histopatologjike. Kriteriume inkluzive:
né studim i kemi kycur pacientet né postmenupauzé
(paciente pa gjakderdhje menstruale sé paku 12 muaj),
paciente me trashési té endometriumit mé e madhe ose
barabart me 5mm, me ose pa gjakderdhje abnormale
nga mitra tek té cilat éshté béré kiretazhé eksplorative.
Kriteriume pérjashtuese- nga studimi i pérjashtuam
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pacientet né periudhén gjenerative, paciente tek té cilat
nuk ka gené e mundur té béhet kiretazhé frakcionale
eksplorative, paciente me anamnezé personale pér
sémundje malinje (aktuale ose té kaluar); paciente me
anamnezé personale pér tumore benjine dhe malinje té
vezoréve; paciente té operuara nga karcinoma e gjirit
nén terapi me Tamoksifen; paciente me cfardo ndérhyrje
kirurgjikale né legenin e vogél pérshkak patologjive té
tjera gjinekologjike.

REZULTATE

Pércaktimi i rolit predikues té disa parametrave té
caktuar né lidhje me malignitetit endometrijal - grupi
hulumtues.

Roli predikues i disa parametrave né lidhje me paraqitjen
e malignitetit endometrijal tek té hulumtuarat nga grupi
hulumtues e paragitem me aplikim té analizés logjistike
regresive binare. (Tabelal).

Tabela 1. Analizé binare regresive logjistike e rolit
predikues té disa parametrave té caktuar né
lidhje e malignitetin e endometriumit - grupi
kontrollues.

95% C.I. for
EXP(B)

Wald | df
Lower | Upper

Varijabél B |S.E. Sig.

o

Trashésia e endometriumit

endometrium

(mm) ,164

,052 (10,073 | 1 {,002*|1,178| 1,065 | 1,304

Trashésia e endoemtriumit, kategori referente/ 5mm - 8mm

2,37711,164| 4167 | 1 1,769| 1,099 | 5,488

<8mM - 11MM ,041*

<llmm  {2,690(1,098 6,001 | 1 |,014* (4,737| 1,712 |12,840

Varijabla e varur - qasje malinje patohistologjike * réndésishém pér p<0,05
Trashésia e endometriumit paraget predikues té
réndésishém pér malignitet té endometriumit (p<0.05).
Me cdo rritje milimetrike té endometriumit réndésishém
rritet edhe mundésia pér malignitet té endometriumit
pér 1,178 [p=0.002, 95% CI=1.065-1.304] heré. (Tabela 1)

Eshté béré analizé e varshmérisé ndérmjet trashésisé
sé ednometriumit dhe ndryshimeve malinje né grupin
pa gjakderdhje nga mitra. Ekziston korelacion i forté
linear (Spearman Rank Order Correlation: R=0,4335)
ndérmjet trashésisé sé endometriumit dhe karcinomit té
endometriumit (Grafikoni 1).
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Spearman Rank Order Corellation: R=0,4335

eHaOMeTPUjaneH KapuuHoOM

pe6enuHa Ha eHOOMeTPUYM (MM)

Grafiku 1. Korelacion joparametrik mes trashésisé sé endometriumit dhe karcinomés sé endometriumit - grupi pa
gjakderdhja nga mitra.

Ne grupin pa gjakderdhje nga mitra éshté béré analizé korelacion linear i mesém pozitiv ndérmjet trashésisé
e varshmérisé ndérmjet trashésisé sé endometriumit sé endometriumit dhe karcinomit té endometriumit
dhe ndryshimeve malinje té endometriumit. Ekziston (Grafikoni 2).

Spearman Rank Order Corellation: R=0,2917

eHOoMeTPpHMNaneH KapuuHOM

neSenvHa Ha eHOOMETPUYM ( MM) -

LIAX2E ]
. e 0 * L]

"

Grafiku 2. Korelacioni joparametrik né mes trashésisé sé endoemtriumit dhe karcinomés sé endometriumit - grupi
me gjakderdhje nga mitra

Revisté mjekésore - MEDICUS | 216

IS ISP



ANy

DISKUSIONI

Trashésia e endometriumit paraget predikues pér
malignitet té endometriumit (p<0.05). Me cdo rritje
milimetrike té endometriumit réndésishém rritet
mundésia pér malignitet té endometriumit pér 1,178
[p=0.002 95% CI=1.065-1.304] heré. Krahasuar me
pacientet me trashési té endometriumit prej 5mm- 8mm,
pacientet me trashési té endometriumit <8mm- 11mm
kané 1,769 [p=0.041, 95% CI=1.099-5.488] heré mundési mé
té madhe pér karcinom té endometriumit, pérderisa tek
pacientet me trashési to endometriumit <11lmm mundésia
pér karcinom té endometriumit éshté mé e madhe
pér 4,737 [p=0,014, 95% CI=1,712-12,840] heré. Studimi
i Smith-Bindman (5) dhe bashkpuntorét kalkulon 6,7%
rrezik pér malignitet té endometriumit nése trashésia e
endometriumit éshté mé e madhe se 11lmm, dhe 0,002%
rrezik nése trashésia e endometriumit éshté nén 11mm.
Né studimini e tyre rreziku éshté i lidhur me vitet qé don
té thoté se tek pacientet né postmenopauzé mbi 70 vjec
rreziku pér malignitet té endometriumit éshté pér 9,3%
mé i madh pér trashési té endometriumit prej 11 mm.

Né studimit toné éshté béré analizé e varshmérisé
ndérmjet trashésisé té endometriumit dhe ndryshimeve
malinje té endometriumit né grupin pa gjakderdhje mga
mitra. Ekziston korelacioniforté linear pozitiv (Spearman
Rank Order Corellation: R=0,4335) ndérmjet trashésisé
sé endometriumit dhe karcinomit té endoemtriumit.
Né grupin me gjakderdhje nga mitra, éshté héré analizé
e varshmérisé ndérmjet trashésisé sé endoemtriumit
dhe ndryshimeve malinje té endometriumit. Ekziston
korelacion i mesém linear pozitiv. (Spearman Rank
Order Corellation: R=0,2917) ndérmjet trashésisé sé
endometriumit dhe karcinomit té endometriumit.
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PERFUNDIM

Trashésia e endometriumit paraqget predikus té
réndésishém pér malignitet té endometriumit (p<0,05).
Me cdo rritje milimetrike té endometriumit réndésishém
rritet edhe mundésia pér malignitet té endometriumit
pér 1,178 [p=0,002, 95% CI=1,065-1,304] heré.

Nga analiza e béré pér varshmériné e ndérmjetme né mes
trashésisé sé endometriumit dhe ndryshimeve malinje té
endometriumit treguam se né grupin pa gjakderdhje mga
mitra ekziston korelacion i forté linear pozitiv (Spearman
Rank Order Corellation: R=0,4335); pérderisa né grupin
me gjakderdhje nga mitra ekziston korelacion i mesém
pozitiv (Spearman Rank Order Corellation: R=0,2917).
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HISTOPATHOLOGICAL FINDING IN POSTMENOPAUSAL PATIENTS

Tofiloska V., Asani P.

University Clinic for gynecology and obstetrics, Univeristy St.Cyril and Methodius, Medical faculty Skopje

Corresponding author: e-mail: valentinatofiloska@yahoo.com

ABSTRACT

Aim of the study was to trial to investigate the validity of the detected ultrasonic thickness of the endometrium
in the prediction of endometrial cancer in postmenopausal patients with and without uterine bleeding, confirmed
by histopathological analysis of material obtained by exploratory curettage of the endometrium.
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Material and Methods: This study included 120 patients recruited in post-menopausal age of the University Clinic
of Gynecology and Obstetrics - Skopje, who were divided into two groups. Test group included 80 patients with
postmenopausal detected ultrasonic endometrial thickness greater than or equal to 5mm. They were divided into
two subgroups - subgroup A: Patients with uterine bleeding (40 patients) and subgroup B: patients without uterine
bleeding (40 patients), which were divided based on ultrasound endometrial thickness of endometrium of 5-8mm,;
from 8-11mm; more than 1Imm. The control group included 40 postmenopausal patients hospitalised because
urogynecological pathology with previous ultrasound detected endometrial thickness of less than 5mm and
orderly histopathological findings derived from material in exploratory curettage of endometrium. In each patient
detailed history was taken and curettage exploratory fractionated and material was send to histopathological
analysis.

Results. The thickness of the endometrium is endometrial significant predictor of malignancy (p <0,05). With
each millimeter increase in endometrium significantly increases the likelihood of endometrial malignancy of 1,178
[p = 0,002, 95% CI = 1,065-1,304] times.

Conclusion: In postmenopausal patients likelihood of endometrial cancer significantly increases by 1,178 times.

Keywords: postmenopausal women, endometrial thickness, endometrial malignancy, pathologically investigation
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TIC DISORDERS IN THE PEDIATRIC POPULATION

THKOBU BO ITEJUJATPUCKATA ITOITY/TALTHJA

Zorchec T., Duma F., Angelkova N.

University Children’s Hospital-Skopje, Macedonia
Medicus 2017, Vol. 22 (2): 219 -223

ABSTRACT

Tics are defined as a recurrent, non-rhythmic series of movements, of a non-voluntary nature, in one or several
muscle groups. Tics are sudden twitches, movements, or sounds that people do repeatedly. They can take place
anywhere on the body and be very frequent.

The lifetime prevalence of tic disorder is not known but estimates vary between 5% and 10% of the population,
with estimations of 18% in child population.

No definitive cause of tics has been discovered yet. Vulnerability to tic disorders seems to be genetic or to run
within families, even though no single gene has been found.

High rates of comorbid conditions are recognized in persons with tic disorders especially in patients with Tourette
syndrome, like obsessive-compulsive disorder, attention-deficit/hyperactivity disorder and anxiety disorders.

Currently, there is no one effective cure for tic disorders, but there are treatments that can help manage them.
The therapeutic approach should be determent individually and conducted by multidisciplinary team.

Key word: tic disorder, pediatric population

INTRODUCTION

Tics are defined as a recurrent, non-rhythmic series of ™ Persistent (also called chronic) motor or vocal tic
movements, of a non-voluntary nature, in one or several disorder

muscle groups. Tics are sudden twitches, movements, or
sounds that people do repeatedly. American Psychiatric
Association in Diagnostic and Statistical Manual of
Mental Disorders 5th edition, includes three tic disorders:

+ have one or more motor tics (for example, blinking
or shrugging the shoulders) or vocal tics (for
example, humming, clearing the throat, or yelling
out a word or phrase), but not hoth.

m Tourette’s disorder (also called Tourette Syndrome) + have tics that occur many times a day nearly every
day or on and off throughout a period of more than

+ have two or more motor tics (for example, blinking a vear

or shrugging the shoulders) and at least one vocal
tic (for example, humming, clearing the throat, or
velling out a word or phrase), although they might + have symptoms that are not due to taking medicine
not always happen at the same time. or other drugs, or due to having a medical
condition that can cause tics (for example, seizures,
Huntington disease, or postviral encephalitis).

+ have tics that start before he or she is 18 years of age.

+ have had tics for at least a year. The tics can occur
many times a day (usually in bouts) nearly every

day, or off and on. + not have been diagnosed with Tourette Syndrome.
+ have tics that begin before he or she is 18 years of age. m Provisional tic disorder

+ have symptoms that are not due to taking medicine + have one or more motor tics (for example, blinking

or other drugs or due to having another medical
condition (for example, seizures, Huntington
disease, or postviral encephalitis).

or shrugging the shoulders) or vocal tics (for
example, humming, clearing the throat, or yelling
out a word or phrase).
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+ have been present for no longer than 12 months in
a Tow.

+ have tics that start before he or she is 18 years of
age.

+ have symptoms that are not due to taking medicine
or other drugs, or due to having a medical condition
that can cause tics (for example, Huntington disease
or postviral encephalitis).

+ not have been diagnosed with Tourette Syndrome
or persistent motor or vocal tic disorder

However, simple tics should be distinguished from acts
like the routines, automatisms and stereotype behaviors
or from the neurological spasms. Furthermore, complex
tics, should be distinguished from the compulsions in
obsessive-compulsive disorder [1].

CHARACTERISTICS OF TIC DISORDER

In general, tics occur daily and cause significant distress
for the child and his family. There is a difference between
transitory tics, chronic tics and Gilles de la Tourette’s
syndrome. Transitory tics are happening during a short
period, usually in early childhood and gradually disappear
or enter in a spontaneous remission. In chronic tics
disorder one or several simple or complex tics are present.
Tourette’s syndrome is characterized by multiple physical
(motor) tics and at least one vocal (phonic) tic.

Tics could be simple or complex. A simple motor tic
involves only one muscle group and includes blinking,
head movement, cheek jerks etc. It is almost always
focused on the upper body. A simple vocal tic include
coughing, sniffing, growling etc. Tics can also be
complex, when there is a contraction of more than one
group of muscles like movements, bizarre mannerisms
and can involve several limbs. Complex vocal tics involve
repeating sounds, words, or phrases and in occasionally
coprolalia which is usage of swear words.

Tics can take place anywhere on the body and can be
frequent between one and 200 times per minute. Simple
facial tics are usually most common and ordinarily have
the highest frequency. The onset of simple tics can
sometimes leads into complex tics and they can develop
at any time in the childhood. Vocal tics mostly appear
after the motor tic develops and it is very unlikely for tics
to develop in the adolescence, even though adults can
develop tics too, often after serious trauma or surgery [2].

Complex tics must be distinguished from stereotypies,
compulsions, routines and rituals. But that is easier to
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say than to do. In the clinical practice, it is sometimes
difficult to make a clear difference between those
behaviors. In general we can say that in the routines, there
may be little awareness but there is overall volitional
control, stereotypes are regarded as the most cognitive
component, in rituals, there may be awareness but no
control, compulsive refers to an involuntary thought,
action or process. In tics, there may be neither awareness
nor control.

The paradox of tics is that they are affecting voluntary
muscles. The muscles which are regulating heart
bit, breathing or other autonomic functions are not
producing tics. Therefore, we can say that tics occur in
muscles used usually for voluntary control but yet they
appear to be non-voluntary act and very often undetected
by the person who is doing it.

Then again, there is another paradox. We can say that
tics are non-voluntary and often non-conscious acts but
the need to do them can be deliberately suppressed or
physically held for considerable amount of time.

PREVALENCE

The incidence of Tourette’s syndrome in adults is about
0.1-1%, while in children have been as high as 3%, while
the prevalence is 10 to 100 per 10000 population. [3].
The lifetime prevalence of tic disorder is not known but
estimates vary between 5% and 10% of the population,
with estimates of 18% in child population [4]. Transitory
tics in school age children ages from 5 to 12 is from 4%
to 24%, chronic tics is in range from 4% to 4,5%, while
vocal tics alone (without motor tics) is rare, only 5% of the
patients with tics and with male/female ratio of 2:1[5].

ETIOLOGY

Emotional factors were once considered to be the main
cause for tics appearance but this explanation has been
mostlyabandoned. Now the focusis onbiological, chemical
and environmental factors. However, no definitive cause
of tics has been discovered yet. Vulnerability to tic
disorders seems to be genetic or to run within families,
even though no single gene has been found.

Some form of tics could be triggered by the environment
or everyday situations like a cough from a respiratory
infection may led into an involuntary vocal tic. A tic
may also start as imitations of everyday events, such
as imitating a dog barking. How these can led to tic
manifestation is a matter for further research.
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In some cases, tics can develop after streptococcal
infection. The cause of this kind of association has not yet
been determined. The working hypothesis is that it could
be related to the autoimmune system. Development of tics
can also be a case after head trauma, viral encephalitis or
stroke.

COMORBID CONDITIONS

In Tourette’s syndrome there are often behavioral and
attentional comorbid conditions, such as Attention Deficit
Hyperactivity Disorder (ADHD) and Obsessive-Compulsive
Disorder (OCD). The comorbidity of a tic disorder with
OCD varies between 25 and 63%. But where OCD occurs
with either Tourette’s syndrome or tic disorder, the tics
and obsessions develop independently [6].

Even though it seems that tic disorder do not have greater
psychiatric comorbidity than the normal population,
comorbid behavioral disorders are at the greatest
concern. Seriousness of the tic symptoms is positively
related to behavioral problems. ADHD seems to cause
many of the superficial deficits in Tourette’s syndrome.
Furthermore, suggestions are that Tourette’s syndrome
may have comorbidity with bipolar disorder and even
schizophrenia. In children, where Tourette’s syndrome
and OCD are present, there is big possibility of behavioral
disturbances such as rage syndrome. The association
between childhood and adult comorbidities also remains
indefinite.

TREATMENT

Currently, there is no one effective cure for tic disorders
and no indication that early treatment changes the
prognosis. When evaluation of one child with tics is done,
it is impossible to define if this specific tic will be chronic
or transient, mild or severe, treatable or not.

For the treatment of tics a holistic approach is
recommended. A multidisciplinary team should work
together, including the child’s parents and teachers.

Treatment should include the following:
m educating the patient and family about the course of
the disorder

m assessment of the child’s cognitive abilities and
behavior

m collaboration with the parents and school personnel
m psychotherapy and if necessary medication.
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The treatment of tics depends on:

m the severity of the tics
m the level of distress that tics cause

m theeffectsthatticshave on child’s school performance
or everyday activities.

If the tic is mild and doesn’t interfere with school or
everyday life, the treatment may not be needed. The tic
may improve without treatment as the child is getting
older.

If the treatment is needed, there are several
pharmacological and psychological treatments available.
When choosing particular pharmacological treatment,
we should be very aware of the following:

m the type of symptoms that are most problematic
m the severity of the symptoms

m how important treatment is to the parents and the
child

m the risk of possible side effects.

Psychological treatment, like behavioral therapies,
cognitive-behavioral therapy (CBT), counselling or
relaxation training, are treatments that can improve the
emotional wellbeing in children with tics. The aim of
the psychological treatments is to teach the child how to
change their behavior, like thinking about their feelings
or what triggers the tic. Over time, the child will learn
how to control the tic so that it’s no longer a problem. The
type of psychological treatment that will be conducted
depends on the nature and severity of the tics.

Massed negative practice is one of the most commonly
used behavioral therapy in the treatment of children
with tics. The child is asked to intentionally execute
the tic movement for certain amount of time combined
with short periods of relaxation. Children have shown
decrease in the tic occurrence but the long-term benefits
of this treatment are still unclear.

Contingency management is a different behavioral
treatment. It is based on positive strengthening,
usually administered by parents. Children are rewarded
for replacing the tic manifestation with alternative
behaviors. But the limited use of this treatment outside
the home, like school or other institutions, is making this
treatment not as effective as it should be.

Self-monitoring is another treatment in which the patient
is recording the tics by using some counters or in paper.
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It is objectively effective in reducing some form of tics by
increasing the child’s awareness of them.

CBT is a form of psychological therapy that aims to
change the behavior by changing the way we are thinking
about a situation, ourselves, the world, other people and
how the thoughts are affecting our feelings and behavior.
In general, we can say that CBT can help in changing
how we think (cognitive) and what we do (behavior),
which is very helpful in treating tics. CBT cannot remove
objective problems but can help in managing them in a
more positive way by encouraging awareness of how
actions can affect thinking and feeling. Unlike other
types of psychotherapy, CBT deals with current problems,
rather than focusing on issues from your past. It looks
for practical ways to improve the state of mind on a daily
basis. CBT works by breaking them down overwhelming
problems into smaller parts. The thoughts, feelings,
physical sensations and actions are interconnected,
often putting the child in a negative spiral. CBT helps
in stopping these negative cycles. It aims to break down
factors that are provoking bad feelings, anxious or fear
so that they are more manageable. It can teach the child
how to change these negative patterns and improve the
emotional state.

CBT is conducted once a week or once every two weeks.
The number of needed sessions will depend on individual
problems and objectives. Treatment usually lasts six
weeks to six months.

Habit reversal therapy (HRT) is a multicomponent
behavioral treatment developed to solve the repetitive
behaviors. HRT aims to:

B educate about certain condition and how it could be
treated

m increase the awareness of the tic occurring and
identify the urges beneath it

m teach about new responses to the urges that can
trigger the tic.

HRT is focused on the sensation occurring before a tic
and includes replacing the tic with a more comfortable or
acceptable movement or sound, when the child will feel
that the urge is building.

Studies have found that HRT can improve the severity of
symptoms in 64% to 100% of the cases.

Exposure with response prevention (ERP) is another
treatment that involves delaying of the tic for as long as
possible by suppressing the urge that can provoke the
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tic. In time, the need to tic should decrease, similarly to
resistance to itch some part of the body resulting in the
itchy feeling eventually to go away.

Tics are complex to control and prevent because they are
involuntary muscle contractions. However, it might be
possible to reduce the frequency and severity of some tics
by:

m avoiding potentially stressful situations

m practicing relaxing activities

m taking a good rest

m avoiding over exciting activities and situations.

The treatment for each child must be determined
individually and based on the symptoms of primary
concern and associated difficulties.

PROGNOSIS

Majority of the children with tic disorder, as they enter
the later years of adolescence or early adulthood, will
achieve significant reduction in tic frequency. In a
small number of them, tic disorder will continue in the
adulthood too. But stressful events later in life can cause
tics to appear again. Although the tics can disappear,
associated problems often continue in the adult life.
OCD, attention problems, learning disabilities and other
behavioral difficulties can persist or even grow worse.

CONCLUSION

Tics in children are very frequent and very variable. The
best possible management of patients with tics includes a
thorough approach focused not only on the tics but also on
comorbid conditionsmostlyon ADHDand OCD and present
psychosocial stressors. For young children, main aim of
the treatment is to help the child develop self-confidence,
personal flexibility and affirmative psychosocial abilities.
The definitive management usually involves a wide range
of interventions that includes education of the parents
and the child, cognitive-behavioral therapies, counseling
and pharmacotherapy. The multidisciplinary approach,
including child neurologist, pediatrician and child
psychologist/psychiatrist as well as school personnel is
fundamental in achieving tic remission.
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THKOBH BO IEJUJATPUCKATA IOIIY/TALIH]A

3opuer T., [lyma @., Anrenkona H.

J3Y YHuBep3uTeTCKa KMMHKKA 3a ieTcku Oonectu, Ckomje, MakeioH1ja

ABCTPAKT

TuxoBure (criopes; neduHUIMja) ce TIOBTOPYBAUKM, HEPUTMUUKKM CEPUM Ha [BMKerba Ofl HeBojieBa MPUPO/a, IITO
orichakaar effHA WU TIOBEKe MYCKYJIHU I'pyTiu. Tue ce HeHaJejHO rpuerba, JIBUKeha WU 3BYIIU KOU UHIIUBUIIYUTE U
MoBTOpYBaaT. Moske fla ce 1ojaBaT Ha Koj OWIIO fies1 off TeJIoTo U jia OuiaT MHOTY (hpeKBeHTHU.

[IpeBasieHIMjaTa HA TUKOBUTE BO TEKOT Ha yKMBOTOT € Helo3Hara, HO IPOLeHTUTe Bapupaatr rnomery 5% u 10% of
OriITaTa rortysaluja, a mpoleHKUTe BO JleTcKara Tolysialnja ce uckadyBaart 1 110 18%.

,Z[ocera He e ITo3HaTa eTI/IOHOFI/IjaTa 3a nojaBa Ha TUKoBUTe. Ce UMHU JeKa IMMpearncrioHnpaHOoCTa 3a OBaa COCTOj6a e
reHeTcCKa, T. €. IeKa BO HEKOMN CeMejCTBa ce HOjaBYBa I04YecTo MaKo ce YLITe HE € HpOHaj,HeH oaopeneH, CHeLU/I(i)I/I‘—IeH
r'eH.

Kaj nuiiara co TMKOBM UecTo ce cpeKaBaaT KOMOPOWJIHU COCTOjOM, a0Ba OCOOEHO Basky 3a MaleHTuTe co TypeToB
CUH/IPOM, KAKO OTCeCUBHO-KOMITYJICUBHO PACTPOjCTBO, HEIOCTATOK HA BHUMAHUE CO WM Oe3 XWUIepaKTUBHOCT U

AHKCHO3HU PacTpoOjCTBa.

Bo MoMeHTOB He mocTou YHMKATHO erI/IKaCHa TepaHI/Ija 3a TUKOBUTE. TepaHeBTCKI/IOT ImpucTarl Tpe6a Ha ce I1pujaaronn
rmoegnHe4YHo 3a CeKOi MalredT 1 Oa ce CIipoBee ol CTpaHa Ha MYITUAVNCHUIUIMHAPEH THUM.

Kiyasu 360poBH: TUKOBH, JIETCKA TOMy/Ialuja
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ABSTRACT

The aim of the study is the ultrasound evaluation of the mobility of the bladder neck in patients with urinary
stress incontinence (USI).

42 cases with USI were included in the cross-sectional study. Incontinence was evaluated clinically by Marshal
coughing test in three positions. POP-Q performed to exclude any degree of pelvic organs prolapse. Perineal
ultrasound was performed in three positions: rest, maximal contraction of the muscles of the pelvic floor and
maximal strain. The following parameters were measured: angles a and B; distances Dx, Dy, H and Sy BN. Distance
R-V was calculated.

The mean values of all measured parameters in rest, contraction and strain are following: o (70,81 £10,37°;
65,64 £9,3° and 66,09 £9,69°), p=0,03; B (115,59 £12,16°; 105,93 +8,6° and 153,57 £14,95°), p=0,00; Dx (Rx=24,14 +7,26 mm,;
Cx=2793+6,99mm and Vx=18,05+6,79mm), p=0,00000; Dy (Ry=28,29 =3,5mm; Cy=24,50=5,66 mm; Vy=22,31+4,56 mm),
p=0,00000; H (H-R=24,02 +5,58 mm; H-C=2733 +6,0 mm; H-V= 20,52 +5,34 mm), p=0,000001; Sy BN (Sy BN-
R=36,62 +6,83 mm; Sy BN-C=38,21 +744 mm; Sy BN-V=29,19 +6,48 mm), p=0,000000;

Differences were statistically insignificant between all parameters when analyzed in correlation with the menstrual
status, parity and maximal birth weight. R-V showed the following mean values, when tested in premenopausis,
postmenopausis and senium, respectively: 10,29+4,59 mm; 11,47+4,93 mm; 9,19+2,70 mm, p=0,44.

Our additional parameters (H, Sy BN and R-V) confirmed bladder neck mobility in cranio-caudal and ventro-dorsal
direction in patients with isolated USI to be independent of their menstrual status, parity and maximal birth
weight.

Key words: urinary stress incontinence, USI, ultrasound, US, evaluation

INTRODUCTION

Ultrasound is approved as a powerful method in detection
of the urinary stress incontinence (USI) and the functional
impairments of the pelvic floor in female. Giving precise
and continuous visualization of the dynamic changes of
the lower urinary tract, thus it can replace both contrast
radiography and magnetic resonance. Although they are
precise procedures, they are mainly static investigation
tools (1), (2).
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The ultrasound evaluation in the urogynecology is easy
to perform, cheap, noninvasive, non ionizing and as
dynamic method is very precise diagnostic procedure in
both preoperative and postoperative management of the
women with USI (3).

The bladder neck mobility is strong predictor for the
possible USI (4). Cranio-caudal descent expressed by the
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distance “x” (Dx in some of the publications), as well as
the increase of the retrovesical angle B in the position of
maximal strain, have been proven as the most sensitive
ultrasound criteria in the diagnostics of the urinary
stress incontinence (5), (6). Retrovesical angle B when
measured in cases with USI is always higher or equal
to 140 degrees in maximal strain (6). The same cutoff is
suggested in the study of Pregazzi et al. who measured
the pubourethral angle o , and found its lower statistical
validity in comparison to the retrovesical angle B (7).
Alper et al. offer lower values for the retrovesical angle g
as diagnostic criteria for the urinary stress incontinence
(8).

All of the already published studies which perform
an ultrasound evaluation in patients with urinary
stress incontinence, evaluate the problem through
four parameters: cranio-caudal descent through the
parameter X, ventro-dorsal migration through the
parameter y, retrovesical angle p and pubo-urethral
angle o. We tried to examine the bladder neck mobility
using two additional parameters: distance H which shows
the distance between the bladder neck and the horizontal
line passing through the lowest point of the symphysis
and distance symphisis-bladder neck (Sy BN) which shows
the distance between the bladder neck and the lowest
point of symphisis. The third parameter (distance R-V)
was obtained by formula, taking into account values of
the parameters x and y, both measured in rest and during
maximal strain. It demonstrates the overall mobility of
the bladder neck and its rotation in maximal strain.

AIM OF THE STUDY

Perineal ultrasound investigation of the lower urinary
tract in women with isolated urinary stress incontinence
with evaluation of two additional ultrasound parameters:
H and Sy BN and the distance R-V.

MATERIALS AND METHODS

A cross-sectional observational study included 42 patients
with isolated urinary stress incontinence. Pelvic prolapse
was not identified in any of the cases. All of them were
recruited in the study after signing an informed consent.
The study was submitted to the Ethical committee of
the Medical School in Skopje and performed upon its
approval (April, 2013). Patients’ informations were filled
in the standardized urogynecology questionnaire which
comprised of questions about the symptoms suggesting:
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urinary incontinence, pelvic prolapse, age, parity,
maximal birth weight upon delivery and the menstrual
status. Women reporting menstrual cycles were classified
as premenopausal (PRM), women without menstrual
cycle in the period of at least one year were classified as
women in postmenopausis (PMP), and women with six or
more years after the last menstrual cycle were classified
as women in senium (SEN).

Exclusion criteria: patients with any degree of pelvic
prolapse, patients already treated for urinary stress
incontinence, patients with surgical interventions in the
lower abdomen and pelvis irrespective on the cause, and
patients with current pelvic masses greater than 4cm
in diameter (to avoid the potential compressive effect
on the bladder neck). Patients reporting any neurologic
disease were also excluded from the study. Complete
evaluation of the pelvic prolapse in supine position in
rest and maximal strain according to the POP-Q (pelvic
organ prolapse quantification) was performed to exclude
eventual uterine prolapse. It was performed after
evacuation of the bladder and rectum.

Incontinence was diagnosed clinically by Marshall
coughing test. It was performed in three positions:
standing, lithotomic position and lithotomic position with
reposition of the bladder neck. The test was performed
after filling the bladder with 200 ml, 3% boric acid.
Perineal ultrasonound on the VOLUSON E8 ultrasound
machine was performed in supine position of the patient,
applying the curved array probe with the frequency of
3,5 MHz at the mid sagittal plane of the perineum. The
evaluation was done again with bladder filled in with
200 ml 3% boric acid. Panoramic view of the pelvis was
obtained with rotation of the picture. Measurements
were performed using a Cartesian coordinate system
whose x- and y- axis were crossing at the lowest point
of the symphisis according to the Recommendation of
the German association of urogynecology on functional
sonography on lower female urinary tract.!

Following parameters were measured:

Pubourethral angle (o) is the angle between the Sy BN
and the x-axis or the central axis passing through the
longitudinal line of the symphysis which was measured
in rest (o-R), maximal contraction (a-C) and maximal
strain (aV);

Retrovesical angle (B) formed by the line which connects
the dorsocaudal and the proximal urethra on one side
and the tangent of the base of the bladder on the other
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side. It was evaluated in rest (3—R), maximal contraction
(B-C) and maximal strain (BV).

Distance Dx- distance between the bladder neck BN and
the y-axis which was evaluated in rest (Rx), maximal
contraction (Cx) and maximal strain (Vx);

Distance Dy- distance between the bladder neck BN and
the x-axis which was evaluated in rest (Ry), maximal
contaction (Cy) and maximal strain (Vy);

Distance H-distance between the bladder neck and the
horizontal line passing through the lowest point of the
symphysis, which was evaluated in rest (H-R), maximal
contraction (H-C) and maximal strain (H-V);

Distance Sy BN-distance between the bladder neck and
the lowest point of symphisis, evaluated in rest (Sy BN-
R), maximal contracton (Sy BN-C) and maximal strain (Sy
BNV);

Distance R-V (Rest—Valsalva) was obtained using
following formula: . It demonstrates the overall mobility
of the bladder neck and its rotation in maximal strain
taking into account the values of the parameters Dx and
Dy (both measured in rest and during maximal strain).

Values of the angles o and B are given in degrees (°), and
all the distances in millimeters (mm).

Sy-BN

Illustration 1. Parameters measured by perineal
ultrasound

STATISTICS

Statistical analysis was performed using statistical
program SPSS 13,0. Mean value, minimal value, maximal
value and the standard deviation were calculated for the
measured ultrasound parameters in the study group.
Analysis of variance was used for determination of the
significance of the tested differences. Spearman Rank
R test was used for determination of the correlation
between the analyzed parameters.
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RESULTS

The mean value and the standard deviation of all
parameters: pubourethral angle o, retrovesical angle
B, distances Dx, Dy, H, Sy-BN measured in rest, during
maximal contraction of the pelvic floor and maximal
strain (Valsalva maneuver) are given in the Table 1.

Table 1.

Mean value, standard deviation and tested

difference of the parameters: angle o, angle
B, Dx, Dy, H, Sy-BN measured in rest, during
maximal contraction of the pelvic floor and
maximal strain (Valsalva maneuver)

R C \Y
a(’)a 70,81£10,37 65,64+9,3 66,09+9,69
B ()b 115,59+12,16 105,93+8,60 153,57+14,95
Dx (mm)c 24,14+7,26 27,93+6,99 18,05+6,79
Dy (mm)d 28,29+3,50 24,50+5,66 22,31+4,56
H (mm)e 24,02+5,58 27,3316,0 20,52+5,34
Sy-BN (mm)f | 36,62+6,83 38,21:7,44 29,19+6,48

R-Rest, C-maximal contraction of the pelvic floor, V-maximal strain
(Valsalva maneuver)

a Analysis of Variance F=3,58 p=0,03, Post-hoc Tukey HSD test o.-R/ a-C
p=0,041

b Analysis of Variance F=179,44 p=0,00, Tukey HSD test B-R/ B-C p=0,0008
B-R/ BV p=0,00002, B-C/ B-V p=0,00002

¢ Analysis of Variance F=21,19 p=0,00000, Tukey HSD test Rx/ Cx p=0,036
Rx/ Vx p=0,0002, Cx/ Vx p=0,0002

d Analysis of Variance F=17,69 p=0,00000, Tukey HSD test Ry/Cy p=0,0006,
Ry/Vy p=0,00002

e Analysis of Variance F=15,25 p=0,000001, Tukey HSD test H-R / H-C p=0,02,
H-R / H-V p=0,012, H-C / H-V p=0,00002

f Analysis of Variance F=20,3 p=0,000000, Tukey HSD test Sy BN-R/ Sy BN-V
p=0,000022, Sy BN-C/ Sy BN-V p=0,000024

Differences between all measured parameters in all
three positions tested, in association with the menstrual
status of the patients were insufficient to be taken as
statistically significant.

In the Table 2 are presented the mean values for the
distance R-V for the three tested groups of women
(premenopausal, postmenopausal and women in senium).
The differences between the three groups are statistically
insignificant, p=0,44.
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Table 2. The mean value, standard deviation and
tested differences of the distance R-V
analyzed in the three different groups of
patients (premenopausal, postmenopausal
and patients in senium)

Menstrual status
para- Tested
meter PRM POM SEN Differences
n=19 n=9 n=13
RV | 1029:450 | 1147+493 | 919270 ;&ﬁ

R-V (Rest—Valsalva) was mathematically calculated as
follows: / (Rx - Vx)2 + (Ry - Vy)2

PRM-premenopausal, POM postmenopausal, SEN senium

Between the parity and the highest number of parameters
there is a positive direct correlation, but the differences
are statistically insignificant.

Statistically insignificant were the examined correlations
between the maximal birth weight (MBW) and all the
parameters.

DISCUSSION
Ilustration 2: Pelvic organs descent under maximal
strain (10)
c [ =]
} %
Ba O =] Bp
-3 -
l | /': F 4 2
A = v / Ap
- -

(=]

Angle o has the highest value in rest (70,81+10,37°) (7), (10).
In this study the angle B enlarges and has its maximal
value under maximal strain (153,57+14,95°). This can be
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explained with the occurring venro-dorsal displacement
of the bladder neck consequent to weakened or missing
suburethral support encountered by the urethra under
strain. This support is responsible for urinary continence
maintenance during maximal strain (11). The obtained
results go along with the studies already published (5), (6),
(7), (8), (12), (13).

The distance Dx also confirms statistically significant
lowering of the bladder neck in maximal strain (7), (9),
(12), (13), (14), (15), (16). In our study shows lowest value in
maximal strain (18,05£6,79mm) and is significantly lower
comparing with the one measured in rest (24,14+7,26mm).
This shows that the bladder neck moves down along the
x-axis and gets closer to the y-axis with maximal strain.
Using the same ultrasound technique Di Pietto is giving
grade of lowering between 10 and 15 mm for the bladder
neck, which is a result when the maximal strain value
is subtracted from the rest value (RxVx) (5). In our study
with the patients encompassing our community, for the
mentioned calculation we are getting result of 6.09mm
which is significantly lower than the one reported by Di
Pietto (5).

Parameter Dy, which in most studies is represented
as most significant parameter for the ventro-dorsal
displacement (moving along the y-axis) has significantly
different average value measured in rest, contraction and
under maximal strain (10). Dy shows lowest value during
maximal strain (22,31+4,56mm) which confirms that the
bladder neck moves dorsally following the y-axis and gets
more distant from the x-axis with the maximal strain.

Parameters H and Sy-BN, showing the descent of the
bladder neck under maximal strain, have significantly
lower average values under this position. 20,52+5,34mm
and 29,19:6,48; respectively.

Calculated distance R-V taking into account both cranio-
caudal descent and ventro-dorsal migration may be the
best indicator for the bladder neck mobility in cases with
urinary stress incontinence. It range from 9,19+2,70 mm
at patients in senium to 10,29+4,59mm at patients in
premenopausis.

Correlation of the menstrual status, parity and maximal
birth weight with the all ultrasound parameters,
measured in all three positions, demonstrates differences
that are not sufficient to be characterized as statistically
significant. Further investigations are necessary to
approve or decline the conclusion.
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CONCLUSIONS:

Perineal ultrasonography is fast, cheap and safe method
giving us insight of the dynamic changes of the bladder
neck position and speeds up the diagnostics of urinary
stress incontinence. In patients with isolated urinary
stress incontinence there are verticalized pelvic organs
(urinary bladder base and urethra) without suburethral
support, presenting with light decrease of the pubourethral
angle o and heavy increase of the retrovesical angle f3
during maximal strain. Measuring already investigated
parameters Dx and Dy as well as the additional distances: H
and Sy BN; the authors concluded statistically significant
cranio-caudal and ventro-dorsal migration of the bladder
neck during strain. The urinary bladder base and the
urethra do orient vertically. Clinically this verticalizing
of the lower urinary tract results in incontinence, as the
bladder neck becomes the point of maximal stress during
maximal strain.
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YITPA3BYUHA EBAJTYALIMJA KA] MAOVMEHTKHU CO YPUHAPHA CTPEC
NHKOHTHHEHITHJA

Hukomnosa T.!, AuroBcka B.!, Hukonosa H.2

! YuuBepurercka Knunuka 3a ['mHekonoruja u akyiepcrso, Ckorje
2 TlpuBaTHa MenuimHcka yeranoBa “IIpomenuka”, Ckorje

AIICTPAKT

[lenta Ha cTyaujaTta e yATpasBydyHa eBajyalldja Ha MOOWIHOCTA Ha BPATOT Ha MOUYHHOT Meyp Kaj IMarfueHTKU CO
ypuHapHa crpec nHKoHTruHeHuuja (YCU).

42 maimenTky co YCH 6ea BKydeHM BO MpecedHa CTyauja. VIHKOHTUHeHIMjaTa Oelle eBajyaupaHa co Mapias-oB
TeCT Ha Kalulame BO Tpu nosuimu. POP-Q knacudukaiyja Oelle n3BefieHa 3a a ce WCKIIYUN TIeJIBUUEH ITposaric.
[lepuHeasieH ynTpa3ByK ce M3BellyBallle BO TP MO3ULIMK: MUPYBamwbe, MaKCMMalHa KOHTpaKLja Ha MeJIBUMHOTO JIHO
1 MaKcUMaJieH HarloH. bea MepeHu ciiefHUTe TTlapaMeTpu: arjure o 1 B; aucradiyre: DX, Dy, H u Sy BN. JlucraHuara
R-V Gelre MaTeMaTUUKK KaJIKy/IMpaHa.

CpenHUTe BpegHOCTHM Ha MepeHHTe TapaMeTpyd BO MUPYBake, KOHTPaKlMdja M MaKCHMasieH HAIlOH Ce CJIeIHUTE:
a (70,81 £10,37°; 65,64 +£9,3° n 66,09 +9,69°), p=0,03; B (115,59 +12,16° 105,93 +8,6° u 153,57 +14,95°), p=0,00; Dx
(Rx=24,14 +726 mm; Cx=2793 6,99 mm u Vx= 18,05 +6,79 mm), p=0,00000; Dy (Ry=28,29 +3,5 mm; Cy=24,50+5,66 mm;
Vy=22,31 +4,56 mm), p=0,00000; H (H-R=24,02 +5,58 mm; H-C=27,33 +6,0 mm; H-V= 20,52 =5,34 mm), p=0,000001; Sy
BN (Sy BN-R=36,62 +6,83 mm; Sy BN-C=38,21 7,44 mm; Sy BN-V=29,19 +6,48 mm), p=0,000000;

CTaTUCTUUKY HeCUTHUMKAaHTHU Ce [IOKayKaa pa3/IuKUTe [IOMer'y MepeHUTe IapaMeTpu Bo Kopesialifja co MEHCTPYaTHUOT
cTaTtyc, MapuTeToT ¥ MaKCcHMMaTHaTa pojniHa TesknuHa. CpefHM BpeHOCTH 3a R-V mucTaHIiaTa BO MpeMeHOCIay3a,
rocTMeHoriay3a 1 ceHumym ce ciegauBe: 10,29+4,59 mm; 11,47£4,93 mm u 9,19+2,70 mm, p=0,44.

Hammwmre poronHutendy eBanyupanu rapamerpu (H, Sy BN u R-V) norBpauja meka MoOMIHOCTa Ha BpParoT Ha
MOKHUOT Meyp BO KpaHUO-Kay/iajieH U BEHTPO-7I0p3ajieH MpaBell Kaj maiyeHTKy co n3donpana YCU e HezaBUCHA Off
MEHCTPYaJTHUOT CTaTyC, TapUTeTOT U MAKCUMATHATA POJIMITHA TeXKUHA.

Knyunu 360poBu: ypruHapHa cTpec MHKOHTHHeHLrja, YCU, ynTpasByk
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ARTYEJIEH NOITIE]] BO ITATOI'EHE3ATA HA THJABETUYHATA
PETHHOIIATHJA 1 HEJ3MHATA IIPOTPEC]A

CURRENT VIEW IN THE PATOGENESIS AND PROGRESSION OF
DIABETIC RETINOPATHY

T'ony6oBuk M., lllekeputos H.
YuuBepsurercka Knuxuka 3a Ounu 0onectu, Meguumncku dakynrer-Ckorje
ABrop 3a Kopecnongenuuja: IIpod [Ip Munena I'ony6boBuk , YKO , Ckomje

Medicus 2017, Vol. 22 (2): 230 -237

ABCTPAKT

Diabetes mellitus (DM) e 3abonyBare CO emMaeMICKy pa3sMepr BO COBPEMEHMOT CBET UMM TPEH]] ITOCTOJHO € BO
nporpecuja. [lnjabeTnuHaTta peTUHOIAaTHja Kako KOMITUTUKAIIFja e Mel'y BOAeuKuTe IPUJKMHN 3a TYOUTOKOT Ha BUOT BO
pa3BUEHUTE 3eMjH, HO 1 I71006aJTHO. BeKe eceTHULI roJIMHY ce UCTPaKyBaaT MOKHUTE MeXaHU3MU KO Cce MTHBOJIBUPaH!
BO HaCTaHYBAHETO Ha KOMJIMKALMUTE O] TIaTO(U3UOIOIIKY MeXaHU3MHU BeKe ce Oa3upaaT Ha MOJIEKY/IapHO HUBO.

Ilen Ha TPYAOT e O acIeKT Ha aBTOPOT Jla Ce fAajie CUCTeMaTu3upaH IMpecek Off TMOoCToedyKara JuTeparypa 3a
KOMIUIEKCHUTE MeXaHW3MU KOU Ce 3HauajHU 3a Pa3BOjoT Ha AujabeTMUHATA peTUHOIATHja U Hej3uHaTa Mporpecuja.
VmeHo, ennabopupajk TH, Ke ce TIoCouaT 1 COBPeMeHUTe MeJMKaMeHTO3HU TePATiCKY MOYKHOCTH BO MpEBeHIUjaTa Ha

[mporpecyjata Ha KOMIUVITMKaluUTe U TpeTMaHOT Ha UCTUTE.

3aknydok: HecriopHa e KomruieKcHOCTa Ha MaTtoU3UOJIONIKUTE TIPOLIECH BO Pa3BOjOT Ha [ujabeTnyHaTa
perunonartuja. OOUAM Ha Jle/lyBatbe CO MeJIMKAMEHTU Ha HEeKOW Off CUCTeMCKUTE rapaMeTpu JeKJIeHIINpayky Ha
“cirkulus vitiosus” Ha naroU3MOIOWIKNUTE KacKagu WM CYICTAHLM WHBOJIBUPAHM BO CHUTHAJIHUTE aKTHMBHOCTU
He I'M UCIIOJIHWJIe OueKyBamara Ia Aypy W aJMUHUCTpaldjaTa Ha HEeKOW Off HUB TOKayKasjie HecakaHu eqeKTH.
[TocneHara fnekaza akTMBHOCTA M CO3HAHMA Ha Toa I10JIe BPOAU CO MOKHOCT 3a JIOKaJIHa UHTPaoKyJlapHa IpruMeHa
Ha MeJJMKaMeHTH KOU Ke T MOIyInpaat rnaTogr3uoiIoKUTe TTPollec U Ke BMjaaT Ha Mofjo0pyBarbe U YCIIopyBambe
Ha MTpOMEHNTe Ha peTrHara Kaj aujaberor. U mokpaj 3HAaUNTeTHUTE Pe3y/ITaTy UCTPAXKyBambaTa Mpo/ioJiKyBaar.

Knyyuu 36opoBu: ujabetnyHa peTUHOIIATHja, XUIIEpPIJIMKeMUja, MaToQU3MOIONIKU MeXaHn3Mu, (GakTopy Ha
anruorenesa, aHtu VEGF (vascular endothelial growth factor)

BOBE]]

Diabetes mellitus e 3abonyBame Koe BO COBPEMEHHOT
CBeT MMa emupeMucku pasmepi. (1). 3HaumTesHO

npomern. Co pasBuBame Ha TpoiudepaTHBHaTA
peTHHOIaTHja Koja MoK Paj c1adaTa rMKeMKCcKa KOHTPOTa,

YC/IOBEH Off COBPeMEHMOT HAUWH Ha JKUBOT M HABUKUTE,
0Ba MYITU(AKTOPUETTHO MEeTabOTHO —TOpeMeTyBatbe
3HAUMTEJTHO MOJKe J]a ce TIPeBEeHKpa U Jla ce MOJIy/IMpaar
HeroBuTe MaHu(eCcTaIuu Co MPOMeHa Ha Ha/IBOPEIHUTe
dakropu. EfgHa off BacKylapHUTe KOMIUIMKAIMM Ha
nujabetor ce MaHM(eCTHpa CO OIITETYBame Ha BUJOT
TIPEKY MojaBa Ha ujadeTHyHa petuHomnatuja (DR)

PeTHOMmaTKjaTa ce jaByBa Kaj 13% Bo mpBuUTe 5 rofl. off
3abonyBameTo 1 Bo 90% 3a 10-15roz.(2) IIpomenure ce
pesy/iTaT BOITIABHO Ha OIITETYBaka BO MpefeNioT Ha
MakyjiaTa, co IojaBa Ha efleM WIH JIpyT TUI YCI0BeHU
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e Bo (DYHKI[Mja Ha BpeMeTpaewe Ha 0Oojecta W IojaBa
Ha HOBM (DparuyiHi KPBHHM CafioBH, Jjoara 10 KpBapeme
BO BUTPeAJIHUOT TeJl, HeroBa KOHJeH3alyja 1 mojaBa Ha
MeMOpaHH ¥ PeTHHAIHU TPaKLMH, KOM Ke JoBefaT [0
3HAUYNTE/THO HaMaJyBarbe Ha BUJIOT.

MMATOTEHETCKN MEXAHM3MU HA HACTAHYBAILE
HA TNJABETUYHATA PETHHOIIATHJA

MopdonomkuTe MpoMeH! Ha OUHOTO JIHO Kaj [uja0eToT
ce TOjaBYBaaT CYKIIECMBHO W CO MPOTpecHBeH Tek (2)
(3). KpajHata MHCTaHIla e CO3/laBalbe Ha OKY/IMPAHH
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Kaluaapd, MCXeMHja Ha peTHHATa, Koja [OBelyBa
10 co37aBake Ha HOBM KPBHU CaJioBM CO M3MeHeTa
CTPYKTYpa, TpeTeuka ¢ubposHa mponudepanyja
W T[0jaBa Ha KpPBOW3JIeBame BO BUTPEATHOTO TeJIO.
Knacudukanyjata Ha CTEeleHOT Ha peTHHOIATHjaTa e
BO COIVIACHOCT CO MPUCYTHUTE MPOMEHM U BOIJIABHO Ce
nemu Ha: HerrpormieparuBHa (NPDR) u mponucepatiBHa
nujabernyHa peruHonaruja (PDR).

CoBpeMeHMOT KOHIENT BO TaroreHe3ata Ha DR,
OCBeH IPOMEHHTe Ha KPBHMTE CajjoOBM BO aHATOMCKO-
XMCTOJIOIIKATa M (DM3UOJIOIIKA CMHC/IA, WMIDIUALUpA
yUecTBO Ha HepBHM KJIETKH, a HeypojlereHepallujaTa
e 3a0enekaHa Jypu IIpe]] T0jaBa Ha MHUKPOAHEBPUMHU.
ERIMTOTORCMYHOCTA 3apajii 3rojeMyBambe Ha HHUBOTO
Ha IJIyTamaroT, MpeJu3BUKYBa aroITo3a Ha HepBHUTE
Kietku (4). mMeHo, 3a HOPMalHO (PYHKIMOHMpame Ha
KpPBHOPeTHHA/IHATA Oapuepa, Off HECOMHEHO 3Haueme
e MHTaple/ylapHaTa KOMYHMKAllMja Ha eHJIOTeTHUTe
KJIETKM, HeBpOHUTe U MusepoBuTe KieTku. (5)(6)

Bo noBeke cTyuM MoKa)kaHo e 3Ha4eheTo Ha XPOHMYHOTO
3rojieMeHo HUBO Ha IekepoT Bo KpBTa. DCCT cryaujata
eKCIUIMI[UTHO MOTEeHIIMpa Ha KopesnalyjaTa Mel'y HUBOTO
Ha [eKepoT BO KPBTa U Pa3BojOT Ha MUKPOBACKY/IApHUTE
TIPOMEHH Ha peTHHaTa 1 cyrepupa HuBoTo Ha HghA1C a e
mery 6-7% (7). ADA crymujaTta e OpUropo3Ha 1 CMeTa JieKa
Tpeba Ja u3HecyBa 6%, gogeka mak UKPDS ro motBpayBa
3HAuUeHheT0 Ha XWIepI/IMKeMUjaTa, XullepTeH3ujaTa U
XeMOJIMHAMCKHTe TIPOMEeH! KaKo 3HauajHu (hakTopu BO
Pa3BojoT U IporpecKjaTa Ha 3a00/TyBameTo. (8)

Ha ekcriepuMeHTaTHU MOJIENIH € YOUEeHO JIeKa BO U3BeCeH
nepuopi ofi b6 HejenM, XWNeprivKkeMUjTa He JIoBeyBa
70 XHMCTONONIKM TPOMEHM Ha KPBHUTE CafloBM, HO BO
HepUoJoT MOTOA HAcTaHyBa TYOMTOK Ha €HJOTETHHUTe
KIeTKH U TIePUIUTUTe M Ce Co3[[aBaaT aHEeBPU3MHU,
MPOMEHMTE Ce TPajHH M OCTaHyBaaT U 10 pery/alyja Ha
IIMKeMHjaTa, OJHOCHO ITOCTOM BpeMeHCKa TOUKa Mo Koja
nporpecujara e Heus0exHa (9)

Ecennpjaian ~ matoU3MONOMKMA ~ KapaKTePUCTUKH
KOM Ce jaByBaaaT Kaj JujabeTMUHaTa peTMHOIATHja
e TIOpeMeTyBame Ha KpBHO-PETHHAJHTa Oapuepa U
peTHHaJTHAaTa HCXeMHja, TIOPAJIH IITO Ke OU/IaT pasriiejaHu
MOKHUTE MeXaHU3MH 32 HUBHOTO HaCTaHYBambe.

BUOXEMUCKU ITAT HA PA3I'PA/IBA HA TTIMKO3A
KAKO ITPHYNHA 3A HACTAHYBAIBE HA
JTUJABETNYHATA PETUHOIIATHJA

Enen onm  amoctpoupaHuTe  maTO(U3MONONIKH
ropeMeTyBama BO IIaToreHesaTa Ha JujabeTMYHATa

Review I

peTHHOMATHja e OMOXeMUCKMOT IaT Ha pasrpajida Ha
ruko3ata (10)

CopOMTONOT CO3/jajieH MO MOMMOICKKOT TIaT, OCBEH CO
OCMOTCKO OIIITETyBatbe Ha KJIeTKUTe, BO CYOCEKBEHTHUTE
eH3MMATCKM TIpOLleCH JIoBe[lyBa ¥ JI0 MOTPOIIYBauKa
Ha NADPH (Nikotin Amid Dinukleotid Phosfat) koj
yUyecTBYBa BO pereHepaiiyja Ha [Ty TaTHOHOT, a € OMTEeH 3a
AHTMOKCUJIAHTHUOT KaTlal[uTeT Ha KIIeTKuTe. MI3MeHeTHoT
coopHoc Ha NADH/NAD+ e tpurep Ha NADH okcupasa,
Kajle ce 3roJieMyBa HUBOTO HAa PeaKTUBHU OKCUTEHCKH
crerec Bo Kietkute (11) OcBeH Toa, (pyKTo3aTa €O
(dochopunaiyja 1 gerpajanuja, cosmaBa (PyKT030-3-
(ocat U 3-1eOKCUTTIYKO30H, KOM Ce jaKu TTTMKOMUTHIKH
IPeKypcopy ¥ BojaT Jio co3faBame Ha AGEs (Advanced
Glycation End products). AGEs ce ogroBopsu 3a bpojHute
MPOMEHNM Ha KpBHUTE CaJloBX M 3a IPOMEHHTe Ha
cepyMcKuTe mpoTenti (12)

IIporenn kuna3a C (PKC) e BakeH MoJIeKyI1 BO peryiaryja
Ha MOBeKeOpOjHU (PU3MOMIOIIKM MpOIleCH Ha KiIeTKara.
HBONBUpaH e BO CMrHa/IHA TPAHCAYKIMja KaKo OfIr0BOP
Ha CIelM(pUYHN CTUMYITYCH KAKO XOPMOHH, (haKTOpU Ha
pacT WK HeyporeHW CTUMYIycU. XullepriukeMujata co
3rojieMeH (pIYKC Ha IJIMK03a MPeKY TIMKOJIMTUYKUOT MaT
ja sromemyBa cuHTe3ata Ha mauariuiepon (DAG), koj ja
akruupa PKC. Huoto Ha PKC B2 usodopmu e 3ronemeH
Kaj ujabeToT M pe3ylITHpa CO M3MeHeTa CHHTe3a Ha
NPOTEUHU Ha eKCTpaleNyJlapHuOT MaTPUKC M HEroBO
peMofienparbe, 3rofileMeHo 0c/I000/TyBate Ha aHTHOTeHH
(akropu mery kou VEGF, mucdyHKIMja Ha eH0TeTHUTE
KJIETKH U JIeYKOIIUTUTE CO KOHCEKYTHBHA JIeyKOCTa3a
¥ KaluiapHa OKIy3Mja U MPOMEHW Ha KPBHUOT MPOTOK
Bo peruHata.Co Toa PKC pgupeKkTHo Biujae Ha Jpyru
TaTHIITa Kako MHQIaManyja, aktuarmja Ha NO cuHTe3a,
TIPOMEHHM BO XeMOJMHAMUKaTa, HeoBacKy/iapu3alyjara u
nporpecujata Ha DR(13)

OKCHJIATMBHUOT CTpeC € VIITe efleH MeXaHu3aM
CBOjCTBEH 3a XPOHMUHUTE 3a00/yBama M MPETCTaByBa
Iu3bajaHC Mery CTeleHOT Ha KUCJIOPOJHM pajiiKaIu
wm ROS (Reactive Oxygen Species) ¥ OKCHaTHBHA
omopaHa Ha Omomomkuot cucteM. ROS u RNS (Reactive
Nitrogen Species) ce [Ba I/IaBHU THIIa Ha OKCHaHCH. Bo
HOPMAaJIHK YCJIOBU OPOjHM areHcH BpIIAT JeTOKCHKAIMja
u cekBectpaiuja Ha ROS kako Thioredoxin, glutathione
(GSH), tocopherol (Buramuu E) wnmm ensumu (superoxide
dismutasesa (SODs), catalasa, glutathione peroxidasa,
thioredoxin reductasa. Kaj pgujabetmuapure mocTou
HaMaJleH0 HMBO Ha cymepokcuj musmyrasa (SOD),
IIyTaTHOH  TepOKCHfa3a, [IJIYTaTMOH pefyKTasa U
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Karana3a. (13) [TpogyiupaHuTe OKCUTEHCKU CIIEIeCcH Co
MepoKCcH/alvja I' OIITeTyBaaT TUMU/UTe Ha KJIeTOUHUTE
MeMOpaHH 1 OKCUATUBHO ja omrteTyBaat DNK.(14)

IloHoBM ucnuTyBama cyrepupaat fieka ROS akTuBupaar
MeTa/lIpoTedHa3a-2 Koja KMMa Vaora BO pa3BOjOT Ha
peTUHOIaTHjaTa, MpeIu3BUKYBajKU eH/I0Te/IHa aIloNTo3a
TPeKY MUTOXOH/IpUjajTHa AucdyHKImja (15)

MEJUJATOPU HA MHOIIAMAIIAJA KAKO ITPUYMHA
HA MUKPOBACKY/IAPHUTE HAPYIIIYBAIbA

lako pujabeTMuHaTa peTHHONATHja HE ce CMeTa 3a
MH(IaMaTOpHO 3a00NyBame, CTYIMU ja IMOTBPJyBaaT
yoraTa Ha CYOK/IMHUYKaTa MH(IaMalja BO Hej3SMHUOT
pa3Boj (16)

PKC unpyuupan enpotenen PAF (platelet derived factor)
NpefIn3BUKYBA aTXepeHljja Ha JIeYKOLUTHTE KOM Ce
aKTMBMpAaT MpH JIBWKEHwe JI0 eHJO0TeJIOT CO VIITe
noroniema ekcripecuja Ha PAF u neykorpuenu. Ilocneguuna
aKTUBal[Yja Ha TPOMOOIMTHTE U  JIEYKOIUTHUTE
UHTETPUHHU e TIpocyiefieHa coO HUBHO Bp3yBambe 3a [CAM-1
MoJieKy/iaTa Ha eHJIOTeIHUTe KIeTKU YkMBa eKCHIpecHja
e sromeMeHa. MHdmamaiujaTa e TpPOBOIMpAHA O]
XUTIepIIIMKeMUjaTa, OKcujaTUBHUOT cTpec, AGES, mofieka
TaK MHQIaMaTOPHUOT OJIrOBOP TIOHATaMy I'0 IPOJIOHTHPa
MATONOMKUOT TIPOLieC €O CO3[jaBalke Ha IUTOKUHH,
aTXe3WBHU MOJeKynM, akTuBauuja Ha VEGF curxamen
nart, ekcrpecuja Ha RAGE, npomenu Bo NO perynaiiuja u
NF-kapa B u apyru npouHdiamaTopHu TpaHCKPUITIICKH
dbakTopu, WTO € CUTHAIM3alMja 3a eKCIpechja 3a
npouHpramaTopHuTe poTentu (17). Kaj aujadbetmuapure
e VTBpIeHO 3roJieMeH0 HHMBO Ha WH(IaMaTOpHH
[IUTOKAHU BO BUTPEAJIHOTO TeJ0 KOU UrpaaT yjiora BO
TIOPEeMeTYBAmbeTO Ha XeMaTopeTHHaHaTa bapuepa (BRB),
a ce mocouyBaat uHTepieykuH 18 u Tymop ¢rrop o (TNF o)
(18). JleykocTasara oCBeH B/IMjaHUETO Ha MPOIYCTIMBOCTA
Ha BRB uMa BniuaHue 1 Ha aljelylapHOCTa Ha KaluiapuTe
1 Bo (hopMupame Ha aHeYpPH3MATCKUTE TPONIMPYBama U
okmy3uu (19)20)

YJIOTATA HA ®AKTOPY HA AHTMOT'EHE3A BO
ITPOMOIINJA HA INJABETUYHATA PETHHOIIATHJA

OHa 1ITO MOoC/IeTHUTE JleCeTHHY TOfIMHY BO IUTepaTypaTa
3aB3eMa 3HAYajHO MECTO e yjloraTa Ha aHTMOTeHUTe
daxropu Bo pa3Bojot Ha PDR. Cekoja ofi THe CYIICTaHIIA
TenyBa 3ace0HO, HO MOYKHO € M CHHEPTMYHO JIe/TyBatbe WK
Iypu efieH (baKTOp Ha pacT Jla MPOBOIMpPA MPOAYKIMja
Ha [Jpyr momokeH. CuHTe3aTa Ha MHTPaOKy/IapHHUTe
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aHruorenu (akropu Ou Tpebano fma e Bo OajaHC €O
aHTHaHruorenute Qakropu Kako PEDF (pigment
epithelium derived factor) u TGF-B (transforming growth
factor-p) HapymyBameTo Ha HMBHHOT COOJHOC MMa
KPYLIMEJTHO 3Haueke Bo pa3Bojot Ha PDR.(17)

HajmpoyuyBan momery dakropure Ha pact e VEGF
(vascular endothelial growth factor), xomomumep, Koj e
KOHCTUTYIIMOHAIIHO MPUCYTeH BO peTuHara. V3omepHu
(hopmu Ko mpeoBazyBaart ce 165 u 121 u 3abenekaHo e
HUBHO 3T0JIEMEHO TIPUCYCTBO BO BUTPEYCOT U PeTHHATa
Kaj OomHuUTe 0off IujaberT. (16)

HcTo Taka KJIeTKMTe HAa peTHMHATa eKCIPUMHpaar
peuenropu Flt-1 (VEGF-1) u Flk-1/KDR (VEGF-2), uuja
eKcrpecja ce moBp3yBa co ucxemumjata (21) VEFG
Bp3yBajKu ce 3a petenrrop VEGFR-2 ro crapryBa THpo3uH
KMHa3a CUTHAJIHUOT TaT BO €HJIOTEJTHUTE KJIETKH IITO
pe3y/ITipa co CTMMYJIaliuja Ha MpojyKIMja Ha (akTopu
acolupaHu co BacKyaapHara mepMea0OmaHocT (eNOS),
(akrop Ha mnpomudepanyja, OIHOCHO MPEKUBYBAbE
(BFGF), mopapxyBa murpanuja Ha ICAM, VCAM, MMP u
mudepeHIjalja BO MAaTYPH KPBHHU CafioBH. (22)

Bo okoTo ce (DYHKLUMOHATHM W JPYTH alTepHATHBHU
anrvoreHu cyrncranuy. Mery uuB e IGF-I (insulin like
growth factor). 3amaseHo e aKyTHO 3rojieMyBame Ha
IGF-1 Bo cepymoT Ha [ujabeTMuapu Ipej IojaBaTa Ha
PDR u BO BUTpeasHOTO TeJI0 INTO YKa)KyBa Ha MOKHA
yiora BO HeoBacKylapusalujata AxtuBHOcTa Ha IGF-
1 e perymupana on cdamunuja Ha IGFBPs, une HIBO BO
BUTPEAJIHOTO TeJI0 e 3HAUMTEIHO TOKAaueHo, a JIMHKOT
nomery IGF-1u IGFBPs e xumoxkcujara. (23)

Bo BUTpeanHOTO Te/o ¥ MpepeTHHATHUTe MeMOPaHU Kaj
PDR, 3a0efie;kaHo e 3rojieMeHO HMBO U Ha M3oMopdure
Ha platelet-derived growth factor (PDGF). HeroBoTo H1BO
e 3rojleMeHO0 M Kaj JIpyr¥ MCXeMUYHU HeflrjabeTHyHu
PeTHHONATHM, W Ce CMeTa JieKa HeroBa MPOAVKIIMja
JeJTyMHO e TI0BP3aHa Co CO3/jaBatba Ha BaCKY/IapHO CBP3HO
TKaeme, KaKo OfIT0BOP Ha MCXeMUjaTa, a He CO JIjabeToT
npep ce. (24)

YuectBoro Ha fibroblast growth factor (FbhGF) e
muckyrabunHo. Hajepojatho bFGF u  xumokcujata
JelyBaaT CHHepru4yHoO Bo amperynanyjata Ha VEGF o
pesyITUpa co aHruoreHesa (25).

MoxkeH MuTOreH hakTop Koj MOKpaj APyru KIETKU IeyBa
M Ha eHJloTe/THUTe KieTKM e Hepatocyte growth factor/
scatter factor (HGF/SF). HajmeHo e 3ronmemyBambe Ha 0BOj
AHTMOTeH W HErOBMOT PELeNTOpP BO BUTPEATHOTO TeJO
Kaj aujabeTHUapuTe BO OIHOC Ha HOpPMasIHa KOHTPOJIHA



ANy

rpymna (26) Cenaxk ce cmerta geka HGF/SF unpyiupa VEGF
MPOJIYKIIMja Ha KJIeTKY U TKaea U JieKa e KoaKTop BO
MPOMOIIYja Ha aHTOTeHe3ara.

PIGF e cymcraHija Koja 1o XOMOJIOTHja Ha CEKBEHIIUTe e
cmuHa Ha VEGF, u e uyieH Ha Taa amunuja. Ekcripumupa
I7IaBHO BO eHJIOTe/HUTe KieTKu. Toj ce Bp3yBa camo
3a VEGF-R1 penentopure. Cemak Moke [a co3jafie
xetepopumep co VEGF u ga ce Bp3e Ha gBata VEGF
penienrropu. OBaa pa3/MKa BO a)MHUTETOT Ha BP3YBarbe
3a perenTopuTe ja MeHyBa CUTHA/IHATA TPaHCAYKIUja U
OJTHOCOT Ha eHJIOTe/THUTE KJIEeTKW BO HUBHATa K/IETOUHA
aktuBanmja. ypu xetepomumepor PIGF/VEGF mHory
noeMKacHO HMHJyIMpa aHruoreHesa oTKonKy PIGF
camocTojHo (27) Kaj PDR HuBoTo Ha PIGF Bo BuTpeanHoTo
TeJIo e 3rojieMeHo IITO ja MOJP/KYBa Te3aTa 3a yUeCTBOTO
BO HeOBacKyjioreHesara. (28)

Auruorenn cyncraniny ce u Angiopoetin 1 u 2 (Ang.1
u Ang?2), nuraHjg CyncTaHIM KOM MMaaT CJIMYHA
aMUHOKMCeNTMHCKa xoMororuja. UmeHo Bp3yBajku ce, Ang.1
Bpum ocopuanyja ¥ aKTUBAIMja HA CUTHAJTHUOT TaT
KOj ja o ip;KyBa BacKy/iapHara MaTyparuja (29). Kaj PDR
1Ma 3rojieMeHo HMBO Ha Ang.1 ¥ HamasleHo HUBO Ha Ang.2,
CO pa3/MyHa y/Iora BO pa3/IMuHU CTaJJuyMU Ha Pa3Boj HA
KPBHUTE CaJIoBH 1 3aBHCHO Off TUTIOT Ha 3a00/TyBambeTo.

Pigment epithelium derived factor (PEDF) e 3HauaeH 3a
Pa3BUTOK Ha HEPBHUTE eJIeMEHTH, 3@ HEBPOIIPOTEKIIUja
Kako M peryiaTop Ha HeoBackynapusauujata. PEDF
perynupa pasBUTOK Ha PeTHHAJHATa BaCKyIaTypa,
CITpeuyBa HeoBacKy/Iapu3al[ja Ha peTHHATa M XOPoujiearTa
1 HeroBOTO HMBO ce HaMajyBa CO XUIoOKcuja. H BUTpPO
PDF uHxuOMpa HeoBacKynapu3alija MOJPKYBajKu
aroITo3a Ha eHJ0TeJTHUTe KIeTKH. (30)

G®AKTOPH HA PET'Y/IAIIAJA HA PETUHAJIEH
KPBOTOK

PerrHata e TKaewe o crHenuuUUHa TEePMUHAHA
UMpKy/Iallfja @ CO TOJeMH MOTpeOH 3a KHCIOPO.
ABTOHOMHHTE MeXaHM3MHM Ha KOHTPOIA HA KPBHHOT
TMPOTOK Ce PEeryaMpaHu Of TOBeKe CYNCTaHI[M KOM ce
C03/1aBaaT I0KaJIHO BO EH/IOTETHUTE M MYCKY/THUTE KIETKH
Ha KpBHUTe cajioBu. IIpy xumeprimkemuja 3a0eneKaHu
ce (DYHKIMOHATHU TIOpPEMeTyBama CO 3rojieMyBambe Ha
HPOTOKOT U HeITpaBW/IHA AUCTPUOYyIIHja (9).

Asothror MoHoKcup (NO) e efeH of Haj3HauajHHUTe
dakropu. IlocTojaHo e mHpHUCYTeH BO TKAemeTO Ha
peTHHaTa Co KOHCTaHTHO 0a3aJTHO HUBO Ha 0C/I000/TyBakbe,
IITO ja OJPKYBa pPeTHHaJIHAaTa IMPKY/Ialyja BO COCTOjba

Review I

Ha JWiaTalyja W ja TOAJpKYBa BasojuaTalujaTa u
crabumsupa TpomboruTi. Ce co3/jaBa BO KIETKUTE Ha
eHJIOTEJIOT TOT IejCTBO Ha XOPMOHM, MEXaHIUKO JIejCTBO
Ha TPaHCMYPaJTHUOT TIPUTUCOK U T07] fiejcTBo Ha platelet-
derived mpogykTure. Ilpu xumeprimkeMuja pmoara [o
Heropa HamajeHa CHHTe3a, Ma Jypd W 3amipame Ha
HeroBoTo co3/aBare (31)

IpocTarukmuHoT (PGI2) MMa KoMIIeMeHTapHa aKTUBHOCT
co NO. Ce npopynupa co OKCHreHasa off apaxuoHCKa
KUCelnMHa, BO KJIETKMTe Ha MasHaTa MYCKyIaTypa u
TIePULIMTHTE, TI0] 1ejCTBO Ha POTAIMK/IMH CTUMYTMPAUKU
daxrop (PSF) Koj e KOHCTHTYTMBHO IIPUCYTEH BO
nepuiTuTe. Kaj paH aujadet moctou HamanyBame Ha PSF,
CO TIITO Ce HaMaNyBa CO3/1aBabeTo Ha MPOCTAIUKIIOT (32)

[ToceOHO BakHM 3a KOHTpOJla Ha TPOTOKOT BO
mukpocazioute ce Endothelium - derived xumep-
nonapu3upaudku cyrcranny (EDHF), kou mpeausBuKyBaat
Xurepronapusalidja Ha  KJIeTKATe Ha  MasHara
MYCKY/IaTypa U Ha MepULIUTUTE, PeryIUpPajKu I'o OTHOPOT
BO KPBHHUTE CaJIOBU U CO TOA BJIMjAaT Ha UCTPUOYIMja
Ha KpBOTOKOT. Tyka cmaraat eoxyeicosatrienoicacid
(EET), hydrogen peroksid, HaTpuymcku edhiyKe 1 BpCKUTE
TIOMeT'y eHJIOTeJTHUTE KJIEeTKU M Ma3HaTa MycKyatypa (33)
Tue ce namanenu Bo paMku Ha DR.

Enporemun-1 (ET-1,Endothelium derived contracting
factor) e memTup co nokamHa peryiamucka yiora, Io
MaT Ha MHTepaKIyja CO PElelTOPHUTe MOJEKYIM Ha
eHJIOTEJIHUTE KIEeTKH, NEepULUTUTEe M KIeTKUTe Ha
Ma3sHaTa MyCKy/aaTypa. Bo HUCKM KOHLIEHTpaIuK JieyBa
Ba30/IM/IaTaTOPHO, I0/IeKa BOT0/IEMU Ba30KOHCTPUKTOPHO.
XunepriykeMuyjata 1o maT Ha IPOAYKTH Ha pasrpajba
Ha IJIMKO3a ¥ MHeTPMeIijapHu CYIICTAHI[K I'0 3rojieMyBa
HuBOTO Ha ET-1 Bo BacKy/lapHUTe KJIETKM Ha PeTHHATA.

Kaj nujabetnyapute 3alenekaHo e 3roieMeHO HUBO Ha
npopykiuja Ha Tromboxane (TH), Prostaglandine (PG),
Lipid peroxidaza (LPO) koum uMaaT Ba30KOHCTPUKTOPHO
TIejCTBO.

KAPAKTEPNCTUKA HA MUKPOBACKY/IAPHUTE
ITPOMEHN HA PETUHATA KAJ JIWJABETUYAPUTE U
PETUHA/THA UICXEMHJA

[lokpaj BeKe HamoMeHaTH TPOMeHM Ha 0Oa3ajHaTa
MaMbpaHa Ha KamwiapuTe, CeMak HajMapKaHTHa
KapaKTepUCTUKA Kaj [MjabeTHUHUTe MHUKPOBACKYIapHU
MPOMEHN e TYOUTOK Ha Tepuiputute. OBUe MypaiHHU
MHUKDOBACKY/IAPHA ~KJIETKM [laBaaT CTaOWIHOCT U
KOHTPO/IAa Ha eHJIoTe/IHaTa mponudepanuja. ['youToroT
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Ha TMepuluTUTe € TpBa MOpQOJIOIIKa IojaBa, IO
IITO Ce M0jaByBaaT MUKPOAHEBPU3MHU ¥ alleTy/lapHU
OKJIYIUpaHK Kamwiapu. Bo ekcriepyiMeHTH Ha TIYBIU U
in vitro mokakaHo e JieKa MepUIMTUTE ja KOHTPOIUpaaT
eHJIoTe/THAaTa Mponmudepalyja, MTO MMIUIAIMPA [eKa
T'YOUTOKOT Ha TIEPUIIUTHTE MOKe J]a Ou/ie UHBOIIBUPAH BO
nartoredesata Ha PDR (34). Tue ce BakHM 3a MaTypalyja
U pa3BUBabe Ha KPBHUTE CaJIOBHU, BO MpPEKUBYBawe U
TIPOMOIIja Ha eHIOTETHUTE KIIETKHU.

[lepunutute 3aemHo co VEGF mmaaT KomrmieMeHTapHa
yiora ¥ HUBHMOT eeKT Bapupa cIOpe]] HHUBOTO Ha
anruorenute (axkropu Kako VEGF. bBupejku Opojor
Ha TepUIMTUTE BO KalUlMapUTe Ha peTHHATa Kaj
nujabeTMUapuTe € 3HAUMTeJTHO HaMajieH, HO He U BO
ONTUYKKOT HEPB ce CMeTa JieKa OCBeH HapyllyBaie Ha
pasrpajibaTa Ha IIMK03aTa 1 JIOKaJTHUTe (haKTOPU Ha HUBO
Ha peTHHATa ce O[irOBOPHHU U 3a Toa. (33) Cemak in vivo  in
vitro McmUTyBamaTa TOKaKaje JleKa XUIepriuKkeMujaTa
MPOBOLMPA ATONTO3a HA TIEPUL[UTUTE U KJIETOUHATA CMPT
ce jaByBa BO cOCTOj0a Ha (pyKTyalyja Ha HUBOTO Ha
IeKepoT BO KPBTa.

YiTe efHa 3HAuajHa KapaKTepHCTHKA HAa PETHUHATA Kaj
IujabeTHYapuTe e IOCTOeHe Ha 30HU Ha HeTlephyHAUpaHu
arenylapHd KPBHH CafiOBH, CO OTCYCTBO Ha eHOTeTHH
KIeTKM M MHepULIUTH, KOM IocedyBaaT caMo OasaiHa
MeMOpaHa, (haBopusupa popmupame Ha aHEBPU3MU U
TIoBeflyBa 10 BacKy/lapHa oICTpyKiuja. IIpomenute Ha
MHKPOCAJIOBUTE Ce jaByBaaT 3HAUMTETHO IOPAHO, Ipef
nojaBata Ha PDR. Kamunapute nuiieHu off KIeTOUHUTe
eJIeMEHTH 1M CO U3MEHeT XeMHUCKH COCTaB (PYHKIMOHAITHO
ce HeaJleKBaTHH IITO Pe3yATHPa CO PeTHHAIHA HCXeMUja.
lcxemujaTa e haBopu3upaHa 1 of 3roJieMeHa arperamyja
Ha TPOMOOLMTHTE M aTXepeHI[ja Ha JIeYKOLUTHUTE.
XuIoKcujaTa goBedyBa [0 MHAVKIIMja Ha MPOAVKIMja Ha
aHruoreHu (haKTOpPU M KOHCEKBEHTHO aHruoreHesa (4).

OHa 1mTo M 00efeKyBa MpoL[eCUTe KOU Ce OfJBUBAAT
BO KJIETKUTEe BO COCTOj0a Ha XMIIOKCHja e aKTHBaI[Wja
Ha xeTepopumepeH mpoTenH HIF-1 TpaHcKpumiucku
dakrop. CradbmnHocra nHa HIF-1 Ha HeroBata anda
cybemvHMIla W TPAHCKPUIIMCKA aKTUBAIMja 3aBUCH
0] WHTPAK/IeTOUHaTa KOHI[EHTpalldja Ha KUCTIOPO.
[lerpajianimjata ¥ OfIAPKYBalbeTO Ha PaMHOMEPHOTO
HUBO Ha 0Baa cyOe[[MHMIIA BO COCTOjOA Ha XHIIOKCHja €
nopeMeTeHo. AkTuBanuja Ha HIF-1 e Tpurep 3a akTuBaiuja
Ha reHuTe KOM ja KoJjupaaT CMHTe3aTa Ha TPOTeUHUTE IITO
ja KOHTPONMpPaAaT aHTHOTeHe3ara.

Anoctpogupann  ce VEGF, Erythropoietin  (Epo),
Angiopoetin (Angs), TGF- beta, CTGF, COX-2, iNOS, SDF-1,
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CXCR4 u unterpunn.(17) YuecTBo Ha OBHe CYICTaHIM BO
aHrMoreHe3aTa TMOTBPJEHO € M CO HUBHOTO 3rojieMeHO
HMBO BO OYHAaTa BOAMYKA M BO BUTPeAJHOTO TeJO Kaj
naiuertute co PDR, 11To yKaskyBa Ha HUBHOTO COJIejCTBO
BO aHTHOreHe3aTa.

TEPAIIEBTCKN MOKHOCTU HA IEJCTBYBAIBE
BP3 TUJABETUYHUTE TIPOMEHHN 1 HUBHATA
ITPOI'PECHJA ITPEKY MAPKEPUTE HA
UHTEPMEJINJAPHUTE IIATO®U3UNOJIOIIKN
MMPOLECH

Bo mnporpecujata Ha DR of eceHiyjajieHo 3Hauere
3a  TMaTo(U3UONONIKKTEe TPOLECHM U  JIOKAJHUTE
KapaKTepMCTUKU Ha PeTUHATa W BACKYIapHOTO KOPUTO,
e HapyIIyBameTo Ha KPBHO-PeTUHAIHATa Oaprepa U Heo-
BaCKy/loreHesara.

Bo mMOHOBM CTymuM HampaBeHW Ce OOMAW TIPeKy
aJ]MUHKCTpallja Ha MeMKaMeHTH Jia ce TpeBeHMpa
pa3Bojot Ha DR co mpuMeHa Ha MHXMOUTOPM Ha ajjo3a
penykTa3a, AGE u RAGE Kou nako mokasare Mo3UTHBHUA
pesy/iTaTu, ce BO CTa[jUyM Ha ucjefyBawe. CIMUHO ce
OfIHECYBaaT W CTY[MUTE CIIPOBEJIyBaHU CO HECTEPOUIHU
aHTMMH(IAMaTOPHM  CYICTAaHIM,  AHTMOKCHJIAHCH,
OTHOCHO aHMMaJHA MOJIeId CO HEeypOIpPOTEeKTUBHU
cyrcraniy, omokepu Ha HIF-1 o, ”HTerpUHCKY arOHUCTH
W [JpYITM KOM TIOHaTaMy OCTaHyBaaT Kako Il 3a
MOKHO TeparucKo JieflyBae, HO 0apaaT M TONIMPOKH
HcyieTyBama.

Bo XymaHu TOMylIallMOHW CTYAUM HAmpaBeH e
Harop 7ia ce JieyBa Ha efHa Off OMTHUTE KapuKU BO
MaTO(hM3UONONMIKKOT HPOLEC, CO WITO OM ce MpeKUHa
ywcirculus viciosus“ u Ou ce ycropuia mporpecujata Ha
peTHHOIaTHjaTa KaKo 0¥ ce HaMaJIuI elleMOT Ha MaKyJlara.
(35)(36) Llenen MexaHuM3aMm Ha JIeyBame BO CTYIUUTE Ce
CMeTao JieKa e MHXHOMIMja Ha mpopykuujata Ha VEGF
umu AGEs. IloBekeTo oj HUB, He MOKaKajle Io3HauaeH
yeriex ocBeH Bo okBup Ha ACTION I Trial, mpu mpumenara
Ha aMMHOTBAHU/IVH 3a HaMajyBame Ha HUBOTO Ha AGEs,
Kajie e 3a0ele)kaHO HaMajyBale Ha TporpecHjaTa Ha
peTuHoONaTHjaTa 3a Tpu naTu. [lpumenara Ha Riboxitaurin
Bo okBup Ha PKC inhibitor cryauu, mokpaj mo3utuBHU
pe3y/ITaT BO HaMaJTyBarhe Ha MaKy/lIapHUOT efleM Jiajia U
TOKCUYHU e(PeKTH.

JlokanHata amiMKalyja Ha KOPTUKOCTEPOUIMUTE CO
noonro AejerBo (Triamcinolon), ce mokaxkaina edukacHa
BO HaMaJIyBabeTO Ha MaKy/IapHUOT efieM, HO MCTO TaKa, e
TpaTeHa U co OKy/IapHu Hyc epexTr. Bo mogeMm e okamHa
alIMKalijja Ha MeJJMKaMeHTH HaCOUeHH KOH MPOTeMHUTE
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KOM IIPOMOBHPAAT CO3/laBarhe Ha HOBY aOHOPMa/IHM KPBHU
CaJloBH, T.e IIPUMeHa Ha MOHOKJIOHAJTHU aHTHTesIa KO ce
Hecnermduunn 1 ce Bp3yBaaT 3a VEGF-A usodopmure,
CO IITO Ce CIIPeuyBa HUBHOTO BP3YBaIe 3a PELEIITOPHUTE
Ha eHJIoTe/THUTe KileTKU. [locTojaT moBeke cyrcTaHIM BO
MOMEHTOT KOM Ce Ha pacrojarame 1 Toa Bevacizumab
(Avastin) 1 Ranibizumab (Lucentis)

Aflibercept (Eylea) mak e pexomOuHaHTeH (y3HOHEH
MPOTEUH KOj Ce COCTOM Off eKCTpaleyIapHUOT JOMEeH
Ha xymaHuoT petienirop 1 u 2 Ha VEGF, mpumoen Ha
Fc pgen Ha xymanuot IgGl. OBue KapaKTepUCTUKU My
0BO3MOJKYBaaT fia jenyBa Kako VEGF ¢akau, Bp3yBajku
ce 3a nupkymupaukuoT VEGF. Toj ja nHxubupa aTuBHOCTa
Ha VEGF-A u VEGF-B, Ho ucTo Taka u Ha placenta growth
factor (PGF) mTo oBo3MOKyBa moroneMa e(puKacHOCT BO
OJTHOC Ha MPeTXOJHUTE J[BA.

HaBefieHuTe cymncTaHi ce TPUAOHEC BO TPETMAHOT
Ha JMjabeTMYHMOT MAaKylapeH efeM M Ha MpoLecoT
Ha CO3/laBake Ha HOBM KPBHM CaJI0BM KOM MMaaT
Katactpodanuu nocneguny. Cemak Tpeba ma ce Ompe
TpeTna3/iiB CO HUBHATA MPKYMeHa, 3aToa IITO He JielyBaaT
e[JHAaKBO Kaj CUTe TallMeHTH, 3apajiy Mo3HaTaTa yjaora Ha
VEGF Bo mmpekuByBaibe Ha HEPBHUTE KJIeTKU Ha peTUHATa
1 MOKHATa MOBP3aHOCT HAa MCTHUTE CO KJIeTOYHAaTa CMPT
Ha (oToperienitopuTe U MunepoBuTe KIETKM KOM Ce
eceHIIMjaTHA BO BUIHATa (DYHKIMja.

3AK/IYYOK

JlujabeTuHaTa  peTHHONATHja Ce  O[JIMKYBa  CO
KapaKTepUCTUYHU TIPOMEHHM Ha OYHOTO JIHO KOHW Ce CO
NPOrpecBeH KapakTep, a pe3ylITupaaT Cco ONITeTYBambe
Ha BUJOT. Pa30mpameTo Ha MeXaHM3MOT Ha HUBHOTO
HacTaHyBame W Mporpecujata e off Moce0HO 3Haueme.
BeKe HeKOJIKY JlelleH|U BO HayuHATa jaBHOCT MHTEH3UBHO
ce paboOTH HA OTKPHMBalbe Ha €r3aKTHUTE MATOreHeTCKH
MexaHu3Mu. McTpaskyBamaTa Ha Toa Mojie MpojioyiKyBaaT
CO 11eJ1 Ha HUBHO TI0/100p0 pa30upame U Mpuo0uBKa, 3a
7la ce CIIpeur pa3BojoT M MPOrpecujaTa Ha ujabe THUHKUTE
PeTUHATHYU TIPOMEHHU.

EBUJieHTHa e KOMIUIEKCHOCTa Ha TpOIecoT, HO U
XPOHMYHATa XHUIEPI/IMKeMUja e KPUTHYeH (DaKTop Koj
TIoBeflyBa /10 pa3BOj Ha MCTUOT. M MoOKpaj 3HavyajHUTe
CO3HaHHMja 3a WHBOJIBUPAHOCTA HA MaTO(U3MONOMIKUTE
TPOIiecH Ha pasrpajidaTa Ha IJIMKo3aTa ¥ MHOTYOPOjHUTE
UHTepMeJUjapHu pasrpajjHd CYIICTAaHLM, Ce UCTaKHYBa
nocpeJiHa aKkTHBalldja Ha TMOBeKe JIPYrM KacKajHu

Review I

MOJIeKY/IapHH ITPOLleCc Ha HUBO Ha KJIETKUTE Ha PeTHUHATA,
KOM ja MeHyBaaT HUBHaTa (pusuosnoruja.

AKTyenleH MelMKaMeHTO3eH TpeTMaH BO MeJMopaiiyja
Ha Tpelu3BUKAHUTEe MPOMEHN Ha KPBHO peTHHATHATa
Oaprepa U aHTHOTeHe3aTa € WHTpaBUTpeajHaTa
amuKkanyja Ha adtd VEGF um mcTpaxkyBamaTta BO TOj
TpaBel] ceyIiTe MPOJoKyBaar.
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CURRENT VIEW IN THE PATOGENESIS AND PROGRESSION OF DIABETIC RETINOPATHY

Golubovik M., Sekerinov T.
University Clinic for Ophthalmology, Medical Faulty Skopje

ABSRACT

Diabetes mellitus (DM) is a disease which takes epidemic characteristics and its trend is in progression in the
modern world. Diabetic retinopathy is a complication among the leading causes of vision loss in developed
countries, but also globally.

Already more than ten years to explore the possible mechanisms involved in the etiology of diabetic complications
in order for institution of effective treatment. The taken investigations for the possible pathophysiological
mechanisms are already built on the molecular level.

The aim of this paper is from the perspective of the author and in concordance of the actual literature, to give
systematically overview of mechanisms of pathological processes essential in progression of diabetic retinopathy.
Through elaboration of them, will be pointed out and contemporary therapeutically opportunities for prevention
of progression of complications and treatment.

Conclusion: The complexity of the pathophysiological processes involved in the development of diabetic retinopathy
is undutiful. The effect of medication of some of the system parameters which trigger to the “cirkulus vitiosus”
on the pathophysiological cascade or substances involved in signaling activities in order to prevent progression
of the pathological process did not meet expectations and even the administration of some of them showed side
effects. Activity through last ten years and knowledge in that field contributed the possibility of local intravitreal
application of medications which are going to modulate pathophysiological processes and will influence the
improvement and slowing down progression of changes in the retina from diabetes. Despite considerable results,
the research is going to continue.

Key words: diabetic retinopathy, hyperglycemia, pathophysiological mechanisms, factors of angiogenesis, anti-
VEGF
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ABCTPAKT

BoBen: [apaHtupameTo M TIOUMTYBameTO Ha UYOBEKOBUTE IIpaBa KMMa JAWPEKTHO BJIMjaHWEe Ha 37paBjeTo U
6rarococrojbara Ha JIYFeTO U ja YCJIOBYBa UMITJIEMeHTAI[MjaTa Ha JIETUC/IaTUBATA 3a 3aIITUTA Ha CTIelUbUIHNATE TTpaBa
Ha ralyeHTuTe.

Hen.—AHaHI/Ba Ha JIerrncjiaTMBHATa paMKa 3a 3alllTUTa Ha IIpaBaTa Ha IMalJMeHTUTE BO PE‘HY6HI/IK8 n Cnope/:g6a CcOo
EBpOHCKaTa JiernuciiaTtrBa.

Matepujan u meTop, .-[[pUMeHeT e jaBHO 3paBCTBEH TIPUCTAIl U MH(MOPMATUUKO-aHAJIUTUUEH METO]] 3a aHajii3a
HAa JIeTUC/IaTUBHATA pAMKa 3a UOBEKOBM ITpaBa U MpaBa Ha TarueHTuTe Bo Penybmika MakefoHMja 1 KoMIapaiija
Ha Hal[MOHaJIHATA JlernciaTBa co EBporickara jiernciaTiBa 3a MpaBa Ha TalueHTuTe. AHAIM3MpaHn ce YCTaBoT,
3aKOHU, MTPABUWIHUIIM, U JIPYTU HAIIMOHAJTHY JIETUCTIATUBHU JJOKYMeHTH, EBporickara rosesiba 3a mpaBa Ha MalyienTn
1 APYTY MeryHapoaHU JTIOKYMeHTU.VI3BpIleH e ripersiefi Ha iuTeparypa, CTy[Iuu, U TyOnuKamu.

Pesynrartu .-[paBarta Ha manyeHTUTe Bo Penybnmiika MakeoHMja ce rapaHTHpaHu 1 ypelleHr co YCTaBOT, 3aKOHOT 3a
37IpaBCTBEHA 3allITUTa, 3AaKOHOT 3a 3alITUTa Ha ITpaBaTa Ha ITal[MeHTUTe U [IpyTa JeruciaTiBa. 3aKOHOT 3a 3allTUTa Ha
NpaBaTa Ha MalldeHTUTe TU ypelyBa 3allTUTaTa U IIpaBaTa Ha IallMeHTUTe IIPY KOPUCTehe Ha 3paBCTBeHa 3allTUTa
KAaKO U [OJPKHOCTUTE Ha 3[PaBCTBEHUTE YCTAHOBU U 3[PaBCTBEHU paOOTHULIM U COPAOOTHULIM, OIIUTUHUTE U (OHIOT
3a 37IpABCTBEHOTO OCUI'YPYBarhe BO 3alITUTATA M YHAIIPeIyBamkeTo Ha IIpaBaTa Ha [aldeHTuTe.

HOuckycuja.-MHory EBpPOICKKM MHCTUTYLIIMU W OpraHu3alliyd uMaar MPUJOHeC BO Pa3BOjOT W YHAMPeAyBameTo
Ha IIpaBaTa Ha MalueHTuTe Bo Pemnybnnka MakenoHuja. PenyOnurka MaKe[oHMja BO IIPOLECOT Ha IIOAIOTOBKU 3a
npucTaryBamwe Bo EBporickata YHUja ja XapMOHMU3UPAalle Hal[MOHAJIHATA JIErMC/IaThBa 3a 3/PaBCTBEHA 3allTUTA CO
eBPOTICKUTE CTaHIapAu, OCOOEHO 3a 3allIThTa Ha TpaBaTta Ha TalleHTUTe.

3akydoK.-JleruciaruBHaTa paMmka Bo Pertybrimka MakesioHUja TU COJIPyKU CUTe TTpaBa 3a 3alliTUTa Ha TaliueHTuTe
KOU ce copipKaHu Bo EBporickata roserba.

Kityauu 360poBuU: 371paBje, YOBEKOBU ITpaBa, MMpaBa Ha MAaljMeHTH, JTerucaTiBa, 3[paBCTBeHa 3allITHTA.

BOBE]|

TepMuHOT “MallMeHT, MHOTY YecTo ce ynorpebyBa Kora (o YUEeCTBOTO Ha JIEKApOT BO JKUBOTOT Ha CEKOja MHTUBU]]
ce 300pyBa 3a 3xpasje. Criope CBeTckaTa 37paBCTBEHa  ce jaByBa MoTpebara Jia ja IO3HaBa 3aKOHCKAaTa paMKa

opraHu3aiiuja 31pasjeto ce feduHupa Kako coctojoa Ha 33 M3BPIIyBake Ha JleKapcKaTa mpodecuja v mpaBara Ha
1je/0cHa (pU3KMUKa, MEHTA/IHA ¥ CONujajiHa 071arococToj0a  maueHTHTe.

a He caMo OCTYTCBO Ha bomect (1)
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,CeKoj moequHel] UMa MPABO Ha COOZBETHA YCIIyTa BO
HacoKa Ha IpeBeHIWja Ha 3aboiyBame. 3[paBCcTBEHaTa
3QIITHTA MMa 00BPCKA [ia ja MCIIONIHYBa 0Baa Iie/l IPeKy
NOZIUTHYBAabe HAa CBeCTa Ha JIyfeTo, rapaHTUpajKu
3/IpaBCTBEHM MPOLENYPH BO PEIOBHM MHTepBaau 0e3
HAJIOMECT 3a Pas3/IMyHi MOMYIALMCKA TPYIIH U37I0KEeHH
Ha PM3MK ¥ OBO3MOKYBajKM MM IPUCTANl Ha CHUTE [0
MIOCTUTHATH PE3V/ITATH Off HAYYHUTE MCTPAKyBamba U Off
TeXHOIOIIKKUTE NHOBALu" (2).

YeraBot Ha PenyOnmuka Make[joHHja € eKCIUIMLUTEH BO
rapaHTHpame Ha TPaBOTO Ha 37]paBCTBEHA 3alllTHTa
nedbMHMpaHa BO 3aKOHOT 3a 3/IpaBCTBEHA 3allTUTa Ha
CeKoj rparaHuH (3).

3aKOHOT 3a 37IpaBCTBEHA 3allITUTA HA CUTe TparaHu
Ha PM um o6e30efyBa ocTBapyBame Ha MPOMOTHMBHH,
MPeBeHTHBHHU, KYPAaTHBHU M PeXaOWIMTATUBHU MEPKH
3apagi 00e30eyBame Ha 37paBCTBEHA 3allTHTA, U
IPYTH MEPKM M aKTMBHOCTH 3a MPOMOIIMja Ha 37IpaBje
cIpeuyBame Ha Oomect (4).

HauenaTa 3a 3amiTuTa Ha TpaBaTa Ha Mal[MeHTUTe BO
Penyorika MakeioHuja ce 3acHOBaaT Bp3 HauejaTa
3a 37IpaBCTBeHa 3allTHTa JeMHUPaHU BO 3aKOHOT 3a
3/IpaBCTBEHA 3allITUTA: (5)

Hauena Ha 3ApaBCTBeHaTa 3allITUTa

3/paBcTBeHaTa 3alllTUTa Ce 3acHOBA BP3 EIUHCTBOTO
Ha [PEeBeHTUBHUTE, [IMjaTHOCTUUKO- TepaneBTCKUTEe
¥ pexaOWIMTAIMOHMTEe MepKM ¥ Bp3 HaueaTa
Ha  JIOCTAaliHOCT,  e()MKacHOCT,  KOHTHHYMPAHOCT,
HpaBUYHOCT, ceomaTHOCT ¥  00e30elyBame Ha
KBA/IMTeTeH W CUTYPeH 37paBcTBeH TpeTMaH. Hauemara
Ha 3/[paBCTBEHATa 3allTHTa Ce HAyelo Ha JIOCTAIHOCT,
Hayuesi0 Ha e(MKACHOCT, HayeJl0 Ha KOHTHHYMPAHOCT,
HaueJl0 Ha MpPaBMYHOCT, HauyeJlo Ha ceoraTHOCT,
HayeJI0 Ha KBaJIUTETeH U CUTYPEH 3/]PaBCTBEH TPeTMaH 1
JIOCTAITHOCT, KAKO U Ha CJIeHUTe HaveJIa.

HauenoTo Ha JJoCTaIHOCT Ha 3[[paBCTBEHATa 3allITUTA Ce
oCTBapyBa co 00e30e/lyBambe Ha COOJIBETHA 37paBCTBEHA
3allITUTa 3a HaceJeHHeTo Bo Penybrmuka MakemoHwuja,
Koja e reorpacku, GU3MUKK M €KOHOMCKM JIOCTAITHA, a
0C00EHO 3/[paBCTBEHATA 3aIITHTa Ha IIPUMAPHO HUBO.

Hauenoro Ha e(hMKacHOCT Ha 37paBCTBEHaTa 3allTHUTa
ce OCTBapyBa CO TOCTHTHYBalbe Ha HAjmo0pu MOXKHU
pesyinTaT BO OfHOC HA PACIOJIOKIMBHTE CpPEJCTBa,
OJTHOCHO CO TOCTUTHYBAame Ha HAjBUCOKO HMBO Ha
3/IpaBCTBEHA 3allITUTA CO HajMaJIKy YIIOTPeOeHH CpeJiCTBa.

Hauenoro Ha KOHTUHYMPAHOCT Ha 3/IpaBCTBeHa 3allITUTa

Review I

ce 00e30e/1yBa o (DYHKIIMOHATHO BOCIIOCTaBEH CUCTEM Ha
opraHM3allija Ha 3IpaBCTBEHa JIejHOCT Ha CHTE HUBOA Ha
3/IpaBCTBEHA 3allITUTa Off IPUMApPHO MPEKY CeKYHIapHO
710 TepIUjapHO HMUBO, Ha HAUMH CO KOj € OBO3MOKEHa
KOHTHHYMpaHa 3/]paBCTBEHa 3allITHTa Ha HACEJIEHHETO BO
CEeKoe BpeMe.

HAYEJIO HA ITPABUYHOCT

Hauenoto Ha mpaBMYHOCT Ha 37IpaBCTBeHaTa 3alITHUTa
ce octBapyBa co 3abpaHa Ha JIMCKPUMHMHAIMja TPH
VKa)KYBalbeTO Ha 37IpaBCTBEHATA 3allTHTAa IO OHOC
Ha paca, IO/, CTapocT, HAI[MOHAJHA ITPUIAJHOCT,
COIMjaJTHO TIOTEKJIO0, BEPOKCIIOBE]], IOJIUTHYKO UK JIPYTO
ybemyBarme, MMOTHA COCTO0j0A, KYITypa, jasuK, BUJ Ha
0omecT, ICUXUYKHU WK TelleCeH MHBaTU/IUTET.

HauesioTo Ha ceomndaTHOCT Ha 37paBCTBEHATa 3allITUTa
ce 0be30emyBa cO BKIy4yBame Ha CEKOj MOeMHEI] BO
CHCTEMOT Ha 3[[paBCTBeHaTa 3allTUTA, CO TpPHUMeHa
Ha MEepPKM M aKTMBHOCTM 3a 37IpaBCTBEHA 3allTUTa KOU
omaKaaT TpPOMOIMja Ha 37paBjeTo, IIPeBeHIMja Ha
OormecTu Ha CHTe HMBOA HA 3[[paBCTBEHA 3alITUTA, paHa
IMjarHo3a, IeKyBatbe ¥ pexabumiTanyja.

HauesioTo Ha KBa/IUTeTeH ¥ CUTYPEH 37IpaBCTBEH TpeTMaH
ce 00e30eyBa CO VHAmpe[yBame Ha KBAJIUTETOT Ha
3/[paBCTBEHATa 3allTUTa TIPeKy MpUMeHa Ha MepKu
M aKTUBHOCTH, KOM BO COTJIACHOCT CO COBpEMEHHUTe
TOCTUTHYBaba BO MeIWIIMHCKATa HayKa M IPaKTHKa, ja
3rojieMyBaaT MOMKHOCTA 3 TIO3UTUBEH MCX0]T, HAMaJTyBarbe
Ha pU3MIUMTE W [PYTMTe HecakaHW TOCTe UM 0
3/IpaBjeTo W 3[paBCTBEHATa COCTOj0A Ha MOEUHEIOT U
OTIIITECTBOTO BO I[e/TMHA.

[IpaBata Ha malyeHTUTe MPOM3JIETyBaaT Off OCHOBHUTE
YOBEKOBU MpaBa, JlofleKa HUBHOT pa3Boj JMPEKTHO e
3aBUCEH O] TpaBaTa HAa YOBEKOT M HajBakHO € Jia ce
(oKycupa Ha 3aKOHCKUTe PaMKH HEOITXOJIHHM 3a 3allITUTa
Ha OBHe IPaBa.

Jlecounutim KopucTeHH cornacHo 3aKOHOT 3a 3allITUTA Ha
TpaBata Ha ratueHTuTe (6)

"TlareHT” € nuLle, OOTHO WM 3/IPaBo, Koe Ke rmobapa 1im
Ha Koe My ce BPIIH ofipefieHa MeJUIMHCKA HHTepPBeHIja
CO 1eJl 3a 3auyBYBame M YHAIlpeJyBame Ha 37paBjeTo,
CIIpedyBatbe Ha 00NIeCTH U IPYTH 3[PaBCTBEHH COCTOj0H,
JIeKyBatbe UM 3[]paBCTBeHA Hera u pexabuInTalyja;

"MenmuiMHCKa UHTepBeHIIUja” e ceKoj Mmperiell, TpeTMaH
WIX JIpyra aKTUBHOCT CO TPeBeHTUBHA, JIMjarHOCTHUYKA,
TepareBTCKa IIeJT WK CO 11/l 3a pexabuIMTalja mTo ja
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Ipe3eMa OBJIaCTeH 3[IpaBCTBEH pa6OTHI/IK.

"MepmuiiHCKO Jocue” 3a TalMeHTOT e Joche BO Koe
ce JIeMOHMpaaT CUTe TIOJATOIM U JTOKYMEHTH ILITO ce
OflHeCYBaaT Ha 3/IPaBCTBEHHOT CTATyC Ha MAaIMeHTOT,
MeUIMHCKaTa, OJHOCHO  KIMHMYKAara  COCToj0a,
IMjarHo3arta, MpOrHO3aTa M TPETMAHOT, KAaKo U cuTe
OpYTY TMYHU TIOJATOIM, a Koe ce BOfIM BO COTJIaCHOCT CO
HPOIKCHTE 0ff 00/acTa Ha 3[[paBCTBEHAaTa eBU/EHIIMja 1
0BOj 3aKOH.

"3apaBCTBEHa VCTaHOBA” e VCTaHOBA OCHOBaHa W
Koja paboTH COITIaCHO CO IIPOIHMCHTE of obnmacta Ha
37paBCTBeHATA 3aLITHUTA.

"3/1paBCTBEHA 3aIITHTA Ha TEPMUHATHO OOTHK” € 3aIlThTa
IITO MY Ce JlaBa Ha Mal[eHT Kora He e MoBeKe MOKHO Jia
MY ce MojIo0pu MPOTHO3aTa Ha COCTOj0aTa Co IOCTAITHUTE
METOfIX 3a TpPeTMaH, Kako M Ipuka BO MEPUOJIOT Tpef
HacTarnyBame Ha CMPTTa.

"MeauLIMHCKY IOaTOLX” ce II0JaTOLH LITO ce OffHeCyBaaT
Ha 3/IpaBjeTo Ha MalueHToT. MeIUIIMHCKUTE TOJATOIIH,
' BKTyUyBaaT MOJATOLUTe IITO Ce OfHeCyBaaT Ha 3aKoH
3a 3allTUTA Ha MpaBaTa Ha MalMeHTUTe Heo(uIiujaneH
IIPeUrCTeH TeKCT CTpaHuIia 3 off 35 aHaMHe3a, IijarHosa,
MIPOTHO3a U TPeTMaH Ha Mal[eHTOT, KaKo U MOJaToLuTe
IITO ¥MaaT jacHa W OJMCKa BpcKa CO 37IpaBjeTo Ha
MaLMeHTOT.

IEJT

OBaj Tpyz ¥Ma 3a Ile [ja ja aHaIu3Kpa JierciaThuBHaTa
paMKa Ha MpaBaTa Ha TalMeHTUTe 3a 37paBCTBeHa
samtuTa Bo Peryonuiika MakeioHtja, 1 1a ja KOMITapupa
co EBporickara neruicnaryBa 3a paBa Ha Mal[ieHTHTe.

MATEPHJAJT 1 METO]]

[IpuMeHeT e jaBHO 3/IpaBCTBEH ITPUCTAI U MHPOPMATUIKO-
aHaJIMTAUEeH METOJl 3a aHaju3a Ha JeTHc/IaTMBHATa
paMKa 3a YOBEKOBM IpaBa ¥ MpaBa Ha MalldeHTHTe BO
Penyoinka MakeoH1ja 1 KoMIIapaliyja Ha Hal[MOHaTHaTa
neruciaTMBa co EBporickara neruciaryiba 3a MmpaBa Ha
THalUeHTuTe.

AHanusupaHu ce YcTaBoT, 3aKOHH, TPABUTHUIIM, U JIPYTH
HAIMOHAIHM JIETHC/IATUBHYU JIOKYMeHTH, EBporckaTa
moBejiOa 3a MpaBa Ha TMAlMeHTH W JIPYTd MeryHapoIHU
TOKYMEeHTH.

13Bp1ieH e mpersie[ Ha IUTepaTypa ¥ Ha 00jaBeHK HAOIU
of] peJieBaHTHH UCTPaKyBatba 1 CTYAMH, KaKo U 00jaBeHH
IYOJTMKAIUH.
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3aKOHOT 3a 3allTHTAa Ha IpaBaTa Ha mHauueHTtute (6,7)
T ypeflyBa 3alITMTAaTa U IIpaBaTa Ha MalMeHTUTE IpH
KOpHUCTeIbe Ha 3[paBCTBeHa 3allITUTa KAKo U JOKHOCTUTE
Ha 3][paBCTBEHUTE YCTAHOBH U 3[IpaBCTBEHU PAOOTHHMIIN 1
COpabOTHHIIM, OMIITHHUTE 1 (DOHJIOT 3a 37IPAaBCTBEHOTO
OCHTYPYBale BO 3alllTUTAaTa U  VHAIPEeJyBAETO
Ha npaBata Ha manueHtute. Co oBa ce o0e30emyBa
KBa/JMTeTHa M KOHTMHYMpaHa 3[paBCTBEHA 3alllTUTa
BO COITIACHOCT CO JOCTHTHYBameTO BO 37PBCTBOTO U
MeUIMHaTa BO PaMKUTEe Ha CHCTEMOT 3a 3/IpaBCTBEHa
3allITUTa UM 3[PAaBCTBEHO OCUTYPYBambe, MOEIUHEUHUTE
notpeOM Ha MAlMeHTOT, 0e3 ICUXMUKa M (PU3MUKa
3710yroTpeda M 1LIeJIOCHO IOUMTYBame Ha JIMYHOCTA Ha
TMaleHTOT BO HETOB Hajo0ap UHTepec.

Hauesia Ha 3ainTyTa Ha IpaBaTa Ha IamueHTure (6,7)

Hauesnoro Ha XYMaHOCT Ce 3aCHOBa Ha.

| HO‘II/ITYBaI-be Ha JIMYHOCTa Ha TIIallMeHTOT, KaKo
XYMaHO CYIITEeCTBO,

HO‘II/ITYBaH)e Ha JINYHaTa CaMoonpe,ueH6a,
OU3NYKKOT U IICUXUIKKOT VHTErpyuTeT Ha JTMYHOCTa,
HO‘II/ITYBHH:E Ha IIPAUBAaTHOCTA Ha JINYHOCTA,

YoBeuky penaryi Mery MaldeHToT, 37[paBCTBeHHOT
pabOTHUK M COPaOOTHHMK 3aCHOBAaHM BP3 ETHUKU U
J€OHTO/OLIKY IPUHIIAIIH,

m [IpaBo Ha McKaKyBame Ha OOMKa M OCJI000/yBambe
oj] HermoTpeOHa 00/Ka, BO COMIACHOCT HAa TEKOBHOTO
3Haeme BO MeUIMHATA,

m XymMaHa 3/IpaBCTBeHa 3allTUTA HAa TePMHHAIHU
OomnHu.

Hauenoro Ha JOCTAITHOCT Ce 3dHOBa Ha:

B 3/[paBCTBEHH YC/IYTU KOM MOCTOjaHO Ce JOCTAlHU Ha
CHTe Mal[UeHTH To/le[IHaKBo Oe3 MUCKPUMUHAIIM]a,

m KoHTHHYMTET Ha 3[]paBCTBEHA 3alITHTa, COPAOOTKA
Mery CUTe 37]paBCTBEHU PAOOTHHUIIM WK 3IPABCTBEHH
YCTAaHOBU KOM MOJKAT Jja OWJIaT BK/TYUEHU BO IEHOT
Tmpoliec Ha TPeTMaH Ha OffpefieHa COCToj0a W
3a00/yBatbe Ha Mal[ueHToT,

m [IpaBeqHa 1 hep mocTarka 3a ©300p Ha METUIMHCKY
TpeTMaH, BO VCJIOBM KOra TOCTOM MOMKHOCT 3a
1300p O CTpaHa Ha 3/IPaBCTBEHM YCTAaHOBM Ha
TMOTEHI[Ma/IHK TIAIMeHTH 3a T0Ce0eH TPeTMaH Koj
e JI0CTalleH BO OTrpaHM4eH 00eM MpH WITO M300pOT
Tpeba fla ce 3aCHOBA HA MEUIUHCKU KPUTEPUYMH
6e3 AUCKpUMUHALIHja,
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m [I300p M TpomeHa Ha 37pPAaBCTBeH pPaOOTHUK W
3/IpaBCTBEHAyCTaHOBA, BO paMKKTe Ha 3/JpaBCTBEHUOT
CHUCTEM,

m JlocTamHOCT Ha CHVKOM 3a JIOMAIIHO JIEKYBambe,
OJTHOCHO CJTVKOH BO 3aeJHULIATa KaJIe IIITO aI[ueHTOT
JKUBE,

m EjHakBa MOKHOCT 3a 3allTMTa Ha IIpaBaTa Ha
CUTe MaldeHTH Ha TepuTopujaTa Ha PemyOmika
Makeponuja. (4)

HpaBa Ha IIanfeHTuTe

Co 3aKOHOT 3a 3alITUTA HAa MpaBaTa Ha IALEHTUTE
(6,7,8) ce ypeayBa 3amTUTaTa Ha IpaBaTa Ha MaleHTUTE
BO KODHCTEI€TO Ha 3[[paBCTBEHaTa 3allTUTa, [paBaTa
1 O00BpCKMTEe Ha [AUMeHTUTe, [IO/UKHOCTUTE Ha
3/IPABCTBEHUTE YCTAaHOBM ¥ 3[PAaBCTBEHUTE PaOOTHUIINA
1 copaboTHUIM, ommuTHHATe W DOHJOT 3a 37PaBCTBEHO
OCHUTYPYBaibe BO 3alITUTATa Ha [paBaTa Ha Ial[iieHTHTe,
TI0CTaIIKaTa 3a 3alllITUTa Ha IIpaBaTa Ha MaljieHTHTe, Kako
¥ HaJI30POT HaJl CIIPOBE/YBabeTo Ha 3aKOHOT (4).

IIpaBo Ha yueCTBO BO OfTy4YBAHETO

OBa mpaBo ro omdaka mMpaBoTO Ha MH(OPMUPAHOCT U
IpaBOTO Ha mpuQakame WK 0f0UBambe Ha OIpefie/ieHa
MeUIMHCKa MHTepBeHIja. OBa MmpaBo MOKe Jja Ouje
OrpaHMYEHO caMo KOI'a Toa e OIpaB/IaHo Co 3/[paBCTBeHaTa
cocToj0a Ha MaIMeHTOT, BO C/TyJad U Ha HAUMH YPeJIeH co
3aKOHOT.

IIpaBo Ha nH(pOpPMHUPaHOCT

[TareHTOT MMa PaBo Ja OKIe MOTIIOMHO UH(OPMHPaH,
Ha Pa30Mp/IMB U COOJIBETEH HAUKH, 3a:

B 3/[paBCTBeHa COCT0j0a;

B TpernopavyaHuTe MeUIMHCKA UHTEePBEHIWHY;

B MOKHHTE IIPETHOCTH ¥ PU3ULIM ITPH CITPOBEIYBAETO,
OTHOCHO HECIIPOBEIYBaleTO Ha IpernopayaHuTe
MeIUIMHCKY MHTePBeHIIUY;

B TpaBO Ha  O[UTyuyBame 3a
MeTUIIUHCKY UHTePBEeHIUHY;

IpernopadyanuTe

H MOKHUTE 3aMeHHM 3a IIpeliopadyaHuTe MeJULINHCKU

MNHTEePBEeHLIN,
B IIpUYNHUTE 3a €BEHTYa/IHUTEe Pa3IuKu Ha
IOCTUTHATUOT pesyiaraTt on MeJUIMHCKUTEe

MHTEePBEeHIIMHY BO OTHOC Ha OUEKYBAHUOT;

H TeKOT Ha IIOCTallKaTa IIpU VKa)KyBameTo Ha
37 paBCTBe€HaTa 3alliTUTa,

B IIperopayaHUOT HAUYMH Ha JKUBeebe,
B TIIpaBaTa Of 3/IpaBCTBeHATa 3allITATA U 3[JpaBCTBEHO

Review I

OCHUTYpPYBambe 1

B VMWHbATa, CTPYYHATa MOATOTOBKA M CIIeL[HjaJTu-
3alMjaTa Ha 3[paBCTBEHHUTe PAOOTHUIM  KOM
Hermocpe{HO YKa)KyBaar 37jpaBCTBeHA 3aIlTHTA (PEKY
3a]I0/DKUTENTHO jABHO MCTAKHYBabe Ha JIMIeHIIaTa 3a
pabora).

[TareHTOT CeKorail ©Ma IPaBo 7ia mobapa BTOPO CTPYIHO
MIUCJIehe 32 3[[paBCTBeHaTa cocTojoa. OBa mpaBo MOKe Jla
T'0 OCTBAPH CO MOJTHECYBakbe Ha YCHO WM TUCMEHO Oaparbe,
a CeKoj 3/IpaBCTBEH PAOOTHHK CO HAjMAJIKy MCTa CTPYUHA
TIO/ITOTOBKA KAKO Ha 3/]paBCTBEHHOT PAOOTHHUK KOj TO Jlajl
TIPBOTO MUCJIEHhe UMa 00BPCKa JIa Jiajie MUCIIEHbe.

IIpaBo Ha oji0MBarbe Ha MpreM Ha nHpopMaiuja

[MamueHToT, CO MUCMeHa IOTIHIIAHA M3jaBa, MMa MPaBo
Ja ombwe mpueM Ha MH(pOpMalMja 3a NpUpojiaTa Ha
CBojaTa 37IpaBCTBEHA COCT0j0A M OYEKYBAHMOT HCXO]
Off TpPEeIOKEHUTE WIA IPe3eMEHHTe MeJUIIMHCKI
VHTEPBEHIINH, OCBEH BO C/IyYauTe BO KOM MOpa Jia oujie
CBeCeH 3a MPUpOfiaTa Ha cBojaTa OojecT, 3a a He To
3arposu 37paBjeTo Ha IPyTuTe.

IIpaBo Ha mpuakame 1 Off0VBatbe Ha OTpe/e/ieHa
MeJIMI[MHCKA MHTEePBEHIHja

[Ipugakamero WM  O0MBAMETO Ha OMpe/e/eHa
MeJIMIMHCKA WHTePBeHI[|ja, KaKo MallieHT, ce u3pasyBa
CO TIOTMHIIYBake Ha W3jaBa Ha oOpasel] Koj ke To
lajie 37paBCTBEHATa YCTAHOBA, OCBEH BO C/IyyauWTe Ha
MEIUIMHCKY MHTEPBEHIMN UHEIITO OfIOKYBambe W
Helpe3eMame OM To 3arpo3uio WM OM Hpemu3BHKaJIO
MPUBPEMEHO MM TPajHO OIITETYBake Ha 3/IpaBjeTo,
OJJHOCHO 3[[paBjeTo Ha JAPYIH /KA. 3a MAIMeHT Koj He
e TPU CBECT, 3a Mal[eHT KOj e TPMMeH BO 37[paBCTBEHA
ycTaHoBa 63 HeroBa COr/IacHOCT, 3a IENOBHO HECTIOCO0eH
M 3a MaloleTeH IAlUeHT, M3jaBaTa ja IMOTIIMIIYBa
POJIUTENIOT, 3aKOHCKHMOT 3aCTAaITHUK, OJTHOCHO CTAPaTesIoT.

be3 mucmeHa cormacHoOCT Ha NagueHTOT He MO3Ke
oa 61/[,1[8 BKJIVUE€H BO HAVYHO UCTPAKYBahe U BO
MeJUIINHCKa HaCTaBa

3a BK/IyUyBame KaKo Mal[MeHT BO HAyUHO MCTPAKyBarbe
M BKIyUyBame BO MeUIIMHCKA HacTaBa e MOTpeOHa
M3pUYHA W JI00pOBOJHA TOTIHIIAHA COTJIACHOCT. 3a
BK/IyUyBale Ha MAIMeHT BO HAyYHO HCTPaKyBarbe
TIOTPEOHO € Jla ce JajaT MH(opMaluy 3a MPUPOJIATa,
BaKHOCTA, TIOCTI[IUIIATE U PUUIIUTE Off HCTPAsKYBAETO,
KaKo U J1a ce MCIOJIHETH CJIeJHUTe YCIOBH: J1a He TIOCTOU
3aMeHa 3a MCTPaKyBameTo CO Koja OM ce MOCTUrHaia
MCTaTa WIM TIPUOMMKHO MCTaTa IieJT, PU3UIUTE HAa KOU
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ce M3/I0}KYBa MAIL[EHTOT Jla ce Cpa3sMepHM Ha MOKHATa
KOPHCT, MCTPAKyBameTo Jla e 0f00peHo off CTpaHa Ha
eTHYKATa KOMHUCHja ¥ MAlMeHToT Jja e WH(OPMHUpaH 3a
CBOMTE IIpaBa. 3a BKIyuyBambe BO MeJMIMHCKATa HACTaBa
MOJKe JIa ce Jlajie ¥ YCHa COTTIaCHOCT Tpe]] ABajiia CBEJIOLIH.

IIpaBo Ha yBHJ] BO MEJUIIHHCKOTO I0CHe

OcBeH 1ITO MMa TIpaBo Jla Ouje MHPOPMUPAH JleKa ce
BOJM MEJIMI[MHCKO JIOCHe, MAIMeHTOT KMMa MpaBo U
Ha YBHJl BO JIOCHMETO M Toa MPeKy MPaBoTo ja yo0ue
W3BOJl WIM KONWja Ha TOJATOLUTe M JIOKYMEHTHTE Off
MEJIMIIMHCKOTO JIoCcKe, KaKo W /Jia mobapa IojacHyBambe
Ha mopgaroruTe. OBa MPaBO MOXKe JIa TO OCTBAapH U aKO
MMCMEHO OBJIACTH JIpyro juile. Bo cyrydaj Ha cMpT, paBo
Ha YBUJ BO MEMIMHCKOTO JlOCHe MMa OpayHUOT W
BOHOPAYHMOT Jpyrap, MOJHONETHO JieTe, POfIUTeN, Opat
WM CecTpa, Kako M 3aKOHCKM 3aCTAIHUK WK CTapaTell.

IIpaBo Ha 10Bep/IMBOCT (TajHOCT)

OBa 3Hauy MpPaBo Ha TAjHOCT Ha JINYHK U MeJUIIMHCKH
TMOJIATOIM KOM M 10 CMPTTa Ha MAlMeHTOT Mopa Ja
ce uyBaaT BO COITIACHOCT CO MPOICATE 3a 3allTHTA
Ha JMuHATe TofaToly. OTKPUBAKETO Ha IIOJATOLMTE
MOJKe [Ia Ce HampaBH{ CaMo CO MUCMeHa COMIACHOCT WA
aKo THe Ce HEeOoNXO[HM 3a Me[MI[MHCKAa MHTepBeHIuja
BO Jpyra yCTaHOBa, a 3a JPyrd BHIOBM Ha 0OpaboTKa
(MCTOPUCKHM, HayyHM, MCTPaKyBauKu WIK eJyKaTUBHH
1ienmu) o0paboTKaTa Tpeba f1a e u3BpiIeHa 0e3 MOMKHOCT 3a
OTKpWBakhe Ha HIEHTUTETOT Ha IMALUEHTOT MIK aKo Toa
e BO COIJIACHOCT CO JIPYT 3aKOH 3a 3allITUTa HA KUBOTHTE,
be30eHOCTA WIH 3[IpaBjeTo Ha IPYTH JIUIIa.

IIpaBo Ha mpochecOHATHU KOHTAKTH

[TarieHTOT ¥Ma MMPaBo Ha MPOeCHOHATHI KOHTAKTH CO
JIMIIA Off 3[PaBCTBEHATA YCTAHOBA M KOHTAKTH CO JIPyrH
JIAIIA, @ BO TEKOT Ha IIPECTOjoT BO OOMHIUKA 37paBCTBEHA
YCTaHOBA, BO COITIACHOCT CO KYKHUOT Pej| X MOMKHOCTHTE,
yMa ITIpaBO Ha NPMMAame Ha IMOCETUTENH, NpPUMAme H
WCIIpaKkame IMomTa M Teae(OHCKM pasrOBOPU Ha CBOj
TPOIIIOK, CTIeiehe Ha Pajiio ¥ TeJeBU3UCKM IIPOrPaMH,
VUeCTBYBae BO BEPCKH aKTUBHOCTH M KODHCTEHe Ha
BUKEHJI-OTCYCTBO BO COIJIACHOCT CO 3[paBCTBeHaTa
cocTojoa.

HpaBo Ha CaMOBOJIHO HallVIIITambe Ha
3paBCTBeHaTa YCTaHOBa

OBa mpaBo TALKEHTOT MOKe [ia TO OCTBApU CaMO aKo
7lajie IMCMeHa 13jaBa WM CO YCMeHa M3jaBa mpe] Bajiia
CBEJIOIM KOM ja MOTIHINYBAAT M3jaBaTa 3a HaMepara Ha
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Hal[MeHToT Jla ja HamyIITW ycraHoBaTa. OBaa M3jaBa ce
TPUIOKYBa BO MEJUIIMHCKOTO jlocue. [IpaBoTo Moke
Jla Cce OrpaHMYM aKO HAMYINTAbeTO Ha 37IpaBCTBEHATa
ycTaHOBa O OWJIO IITETHO 3a 37paBjeTH Ha IMAI[MeHTOT
WK 3][paBjeTo win 6e30eJHOCTa Ha JIPYTH JIUIA, KAaKo U
BO CJIy4au IPOTMIIAHK CO JIPYT 3aKOH.

IIpaBo Ha mpUBaTHOCT

[TamueHTOT MMa IIpaBO Ha YC/IOBM INTO 00e3bemyBaat
MPUBATHOCT ITPY MEUIIMHCKUATE MHTEPBEHIIMH, a 0C00EHO
TPK MPY/KAmbeTo Ha JIMUHA Hera ¥ Toa CamMo BO MPUCYCTBO
Ha OHME JIMIA KOM Ce HEOMXOJHHM 3a M3BPIIyBake Ha
VHTePBEHIMjaTa, OJIHOCHO HeraTa, 0CBEH aKo Ce COrJIacH
1K robapa /ja Ouie moMHaKy. AKo e cMecTeH Bo O0/THHUKa
3[[paBCTBEHA YCTAHOBA, MALMEHTOT MMa IIpaBo fla Oue
CMECTEH BO OJIBOCHH IIPOCTOPHH Off ITAIlMeHT CO pas/iyeH
Mol W Jla ToceflyBa MpeJMeTH 3a JIMYHa YIoTpeba, 3a
007eKyBarbe, 3a JIMUHA XUTHeHA, KaKo U 3a [PYTH JINYHK
¥ HEOIMXOJIHM MOTPEOU BO COIIACHOCT CO 3[[paBCTBEHA
cocTojoa. AKo ce pabOTH 3a MaJiojieTeH MalMeHT, Toj UMa
TpaBo fja Oujie CMecTeH OJIBOEHO Off IOTTHO/IETEH MalHeHT.

MeryHapojiHa JieruciaTuBa

EBporickara moBejiba 3a paBa Ha Tal[UeHTHTe, COCTaBeHa
Bo 2002 romuHa of cTpaHa Ha MpekaTa Ha aKTHBHO
rparaHcTBO, eBPOIICKA MpeKa Ha rparaHCKU OpraHu3alyiy,
OpraHW3aliui Ha TOTPONIYBAaYM M Ha TAIMEHTH,
00e30eyBa jaceH M ceorndareH TOKYMEHT 3a IpaBaTa
Ha nanuenTute. OBOj MpoLleC e Jen of JBUKemaTa Ha
JIOKAJTHO HUBO IMPYM EBpoma 3a maijueHTHTe f1a JoOUjaT
T0AKTKMBHA yyioTa Bo 0(DOpMYBambeTo Ha 00e30eTyBamheTo
Ha 3][paBCTBEHUTE VCIVTH W € OOuJ| pPerdoHaHUTe
TOKYMEHTH 3a TIPaBOTO Ha 37IpaBCTBEHA 3allTUTa [Jja Cce
TPeTBOPAT BO KOHKpeTHH ofipeioun. Mako oBa moBenba
He e TPaBHO 00BP3yBauKa, CUJIHA MpeKa Ha TPyIuTe 3a
TpaBa Ha TalueHTHTe ImupyM EBpoma yeneniHo nobupana
Kaj HUBHUTe HAIMOHAJIHY B/IaJi 32 Jia TY PU3HAaT U fla
TH YCBOjaT TpaBaTa of] 0Baa MoBesioa.

14-te npaBa Ha manuenTH criopef, EBporckara mosesnoa (9)

1. Ilpaso Ha lipeBeHiUBHU MepKU — CEKOj MAI[MEHT UMa
TMpaBo Ha COOJBETHA YCJIyra BO HAcOKa Ha IpeBeHIuja
of 3abos10Bama.

2. llpaso Ha Upuctiaii - cexoj MOeJMHEI] ¥Ma MPaBO
Ha TpUCTAN Off 3/IPaBCTBEHUTe YCIAYTH MOTPeOHU
3a HEroBOTO 37IpaBje. 3IpaBCTBEHMTE YCIYTM MOpa
lla TapaHTMpaaT eJHAKOB TpMCTAam 3a cute, 0e3
MUCKPUMMHALMja BP3 OCHOBA Ha Ha (pMHAHCHCKATa
cocTojba, MecTo Ha JKHBeewe, BHJOT Ha OojecTa



10.

11.
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UJjin BpeMeTo l'IOTpeﬁHO 3d IPUCTAIl O 31PaBCTBE€HA
3allTUTa.

[Ipaso Ha uHpopmayuu - cexoj MoeUHeL, UMa TPaBO
Ha MPKCTAI 710 CeKoj B MHGOpMaluja Koja ©Ma BpcKa
CO HETOBOTO 3/[paBje, 3{PaBCTBEHNTE YCIYTH (i HAYMHOT
Ha HMBHO KODHCTEHbE), KaKo ¥ CHTe CO3HaHHja Off
HayyHUTe MCTPa)KyBama U TEXHOJIOWIKUTE WHOBALUU
KOU Ce Ha pacrmojiarame.

[Ipaso Ha coznacHocll - cekoj moeiHeL, Ma MPaBo Ha
TIPHCTAI 10 cuTe MH(OPMAIMK KOU Ke My 0BO3MOXKAT
aKTMBHO YYeCTBO BO J0HECYBAHETO OfTYKH BO BPCKa CO
COTICTBEHOTO 37ipaBje. OBKe MH(BOPMALINH Ce TIPeYCIIOB
3a CeKoja MpoLefypa WM TPeTMaH, BKIYYYBajKu U
yYeCcTBO BO HAyYHO UCTPa)KyBame.

IIpaso Ha c060geH u300p - cexoj moeguHel| MMa MpaBo
Ha CJI00071eH M300p Mery PacroJIoKIMBUTE POLETYPH
3a JIeKyBambe 1 3[[paBCTBEHH PAOOTHUIIH, BP3 OCHOBA Ha
COOZiBETHA MH(OpPMaLHja.

[lpaBo Ha UpuBaiHocUl U (OBEPAUBOCUL - CEKOj
noeMHeL, ¥Ma IPaBo Ha TajHOCT Ha IMYHUTE MOJATOLU
BO BPCKa CO HETOBOTO 3/ipaBje, MOYKHATA J{jarH03a WK
JIeKyBame, KaKo M IPaBo Ha 3a1lTUTAa Ha IPUBATHOCTA BO
TEKOT Ha U3BeJyBambeTo AUArHOCTUYKU MCIUTYBamba,
CTeMjaTMCTHYKA TIOCeTH ¥ MeIULMHCKU/XUPYIIKK
MOCTANKU BOOIITO.

IIpaso Ha touutiysare Ha Bpemeio Ha UauueHWoul -
CeKOj ToeIMHel, UMa TPaB0 Ha HABPEMEHO JIeKYBame.
OBa mpaBo ce ofieHCyBa Ha ceKoja (ha3a of JIEKYBAHETO.

[lpaBo Ha Uouuiliysarwe Ha culaHgapguitie 3a
KBaJUWeW ~ CeKoj moefjHel, MMa MpaBo Ha MpUcTa
10 BUCOKOKBA/JIMTETHU 3[IPaBCTBEHU YCIAYTU 3aCHOBAHMU
BP3 NPeLU3HU CTaHapAH.

IIpaso Ha be3begHoclu - ceKoj TOeTMHeL| MMa MPaBo a
Ou/Ie 3aIITHTeH O] IITETHTE IITO MOYKE [ia Mpe/In3BHKa
700TO (DYHKI[MOHUPAe Ha 3[PABCTBEHHOT CHCTEM,
MeJMI[MHCKA JIOMIA TMPaKTHKA WM Tpelika, Kako W
TPaBo Ha MPUCTAI JI0 3PaBCTBEHH YCIYTH U IEKyBakhe
KOM MCTIOJIHYBAAT BUCKOM CTaHap/u 3a Oe30eJHOCT.

[Ipaso Ha uHoBayuja - cexoj MoeuHel UMa PaBO Ha
MPUCTAN [I0 WHOBATHBHM MPOLIEAYPH Ha JIeKyBame
(BKIyuyBajKM ¥ [MArHOCTMYKK TOCTANKHM) CIOpPef
MefyHApOJHNTe CTAaHZAP[HM, HE3aBHCHO Of HeroBara
eKOHOMCKA 1M (PUHAHCKCKA MOJI0K0a.

IIpaso Ha u3beiHyBawe HeiloipebHo cllipagare u
007IKa - CeKoj MoeIMHel] MMa PaBo MAaKCUMAJIHO fja T

Review I

130erHe HemoTpeOHOTO cTpajiame W 0oJka BO ceKoja
¢asa o1 HeroBata 0O0JeCT.

12. IlpasoHaiiepcoHanu3upaHo.ieKysare - ceKojmoeguHer;
¥Ma TPaBO HAa [MArHOCTMYKMA WM TeparneBTCKHU
MPOrpaMM  KOM Ce MAKCHMAJHO MpPHUCIOCO0eHH Ha
HEroBUTe Crielu(pUUHH TOTPeOu.

13. Ilpaso Ha #anba - cekoj moefuHel] UMa MPaBO Ha
»Kai0a 3a IpeTpIieHa MTeTa, CTpajiakbe Wik 00J1Ka, Kako
¥ TIPaBo Ha MOBPaTeH OfITOBOP.

I[Ipaso Ha Hagomeclll - CeKoj ToelWHel, UMa TPaBO Ha
TIOBOJTIEH HAJIOMeCT BO pa3yMeH BpPeMeHCKU Tepuofi, BO
C/TyJaj HaTpeTpreHa (pU3MUKa WM MOPaTHA M ICUXOTIONIKA
IITeTa WIK BO C/Iy4aj Ha CTpajiame MPeIu3BUKAHO Off
JIeKyBakbe UK Off YCIYTa BO 37[paBCTBEHUOT CUCTEM.

JTUCKYCHJA

[IpaBaTa u c1000/UTe He ce 1aBaaT U He ce 3eMaar. Tue
WM TpUIaraaT Ha YOBEUKHUTe CYLITeCTBA O] MOMEHTOT Ha
parameTo U ce IOCTaByBa CaMo MpallabeTo KOJKY MOKe f1a
ce YKUBAaT (MPAKTUKYBAAT), JaJIi HEKO]j ' OTPaHIJyBa (Ha
KOj HAauMH) WK HeKOj T'M TToBpe/iyBa. YoBeKOBUTe MpaBa ce
HAjBUCOK JIOCTPeN BO Pa3B0jOT HAa BPeJIHOCHUOT CUCTEM
Ha YOBEKOT THe TIPeTCTaByBaaT CybIMMal[yja Ha XyMaHaTa
IMMeH3Wja Ha CHMTe TIPETXO[JHU Yuera (peIMruo3HH,
(buno3od Ky, TpaBHU) K MEPUJIO HA IOCTUTHATHOT Pa3Boj
Ha yoBenITBoTO. [[paBaTa Ha maljeHTUTe MPOM3JIeryBaat
071 OBMeE OIIITH MpaBa U ce BaKeH CerMeHT BO JIeJIOT Ha
,,eBporen3alyja,, Ha Perryomika MakeoHwuja.

EnHa of akKTMBHOCTHMTe HA J[piKaBHTe BO TIPOIECOT Ha
MOJITOTOBKM 3a TIpucTanyBaite BO EBporickarta YHuja
€ XapMOHM3Upame Ha Hal[OHa/lHAaTa JIeruciaThBa 3a
3/IpaBCTBEHA 3allTUTa co eBporckute cranmapmu (10).
MHory 3eMju, Kako 1uTo e byrapuja, ycBouie HOB 3aKOH
3a 37[paBCTBO, UMja CTPYKTYpPa U COZIPKMHA Ce CTPUKTHO
coobpasHu co EBporickata TmoBenba 3a IpaBaTa Ha
TarMeHTuTe.

[ToBenbaTa, MCTO TaKa, ce KOPUCTH KaKO OCHOBa 3a
MOHUTOPUHT U eBajlyaljija Ha 37IpaBCTBEHUTE CUCTEMHU
mmpym EBpoma, Bo ofHOC Ha mMpaBaTa Ha MaljUeHTUTe.
Bo cenremBpu 2007 ropuHa, EBpONCKMOT €KOHOMCKH
M COIMjaJieH KOMUTET IO Of[oOpU CBOETO WMHUIHjaTHO
MUC/Iebe 3a MpaBaTa Ha MaljueHTUTe, M3jaByBajKu JeKa
»ja TI037IpaByBa u ja mpu3HaBa” EBporickara moBenba 3a
TpaBa Ha MalueHTuTe .

Penyormika MakeJoHMja Kako 3eMja KaHJMJAT 3a Biie3
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Bo EBporicka YHHja cBojaTa 3aKOHCKa peryiaThBa Mopa
7la ja TMpHUCIIOCOOM Ha eBPOIICKaTa, CO TOa IITO BO CUTE
CerMEeHTH O] YOBEKOBOTO JKMBEEHE U OMIITECTBYBabe Ke
1Ma 3aKOHCKA paMKa Koja I'i rapaHTHpa OCHOBHHUTe TTpaBa
Ha YOBEKOT BKJIYUYBajKH IO ¥ [TPABOTO HA TAIlUEHTHUTe.

YoBeKoBuUTe MpaBa BO 3/]paBCTBEHATa 3allITUTA € ITPaBHa
obnact Koja Bo PemyOnmka MakemoHMja € COOJIBETHO
paboTeHa M BO HAI[MOHAHOTO 3AaKOHOJABCTBO M CO
paTi(MKyBaHUTE ¥ MOTHMIIAHA MeI'YHAPOJIHUTEe UHCTPY-
MeHTH. YIITe 07l 0CaMOCTOjyBameTo MPaBOTO Ha 3/paBje
1 00BpCKaTa 3a IpusKa 3a COMCTBEHOTO M 3/[paBjeTo Ha
IPYruTe e WHKOPMOpPUpaHO Bo ycTaBoT Ha PM (3) u Bo
TIO3UTKHBHUTE MPOTIMCH, a Off TOrall U pa3BHeHo CO TpaBa
1 00BPCKY KaKo Ha MalleHTHTe TaKa 1 Ha 37[paBCTBEHUTE
PabOTHHUIIU U 3[IPaBCTBEHHUTE YCTaHOBH (5,0).

Bo Taa Hacoka, co 3aKOHOT 3a 3alITHTa Ha IIpaBaTa
Ha mnaruenture (,Cn.BecHnk Ha PM“ 0p.82/2008) (6)
ce ypeyBa 3alITMTaTa Ha IpaBaTa Ha IALUEHTHTE BO
KODUCTEIETO Ha 3[paBCTBEHaTa 3allTHTA, [paBaTa
1 O00BpCKMTEe Ha [AlMEHTUTe, [O/UKHOCTHTE Ha
3[IPABCTBEHUTE YCTAHOBU ¥ 3[PAaBCTBEHUTE PabOTHUIN
1 copaboTHUIM, ommuTHHUTe U DOHJOT 3a 37IpaBCTBEHO
OCHTYPYBaibe BO 3alITUTATA Ha [paBaTa Ha Ial[leHTHTe,
TI0CTAIIKaTa 3a 3allITUTa Ha IIpaBaTa Ha MalueHTHTe, Kako
¥ HAZI30POT HaJl CIIPOBE/YBabeTO Ha 3AKOHOT.

Kommaparnuja Tmomery mpaBaTa Ha Tal[UeHTUTe BO
Penyoniuka MakeioHMja ¥ TpaBaTa Ha MaljUeHTHTe BO
EBporickaTa moBeda MoKaKyBajieKa BO Hal[MOHAHATA
3aKOHCKA paMKa CYIITUHCKY Ce 3acTalleHH CUTe TTpaBa Ha
TalMeHTHTe KOM ce copap:KaHu Bo EBporickaTa moBesba
(11).

Co aapecnpameTo Ha YOBEKOBUTE IpaBa JIPiKABUTE
MOKAT Jla CH TO 3rojieMaT CBOjOT MeIVHapojleH VIief
W JIETMTHMHUTET, A 3aToa 0apameTo 3a IOUHTYBaibe
Ha UOBEKOBUTE TIpaBa MpETCTaByBa MpeJU3BUK 3a
CYBEDEeHUTETOT ¥ MOKTa Ha efHa JpKaBa. Bo Taa
HacoKa MOTpe0HO e ¥ HallaTa 3eMja Jla ce CTPeMH KOH
nofiobpyBame Ha MpaBaTa Ha MAIMeHTUTe W MOCTOjaHO
TNpWIarojiyBate Ha KCTUTE KOH HOBMTE JIOCTDEM BO
MpaBHUTE PaMKK Ha EBpoIa i MOIIMPOKO.

3AK/IYYOK

JlerucnaTuBHaTa paMKa Bo Penybnmka MakeoHuja
orndaka enHa IieMHa Bo cdepaTa Ha 3allTUTAa Ha
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IIpaBaTa Ha IIAUEHTOT, KajJe IUTO Ha IalheHTOT MY
Ce 3arapaHTHpaHM 3aKOHCKH IIpaBa BO IIPOLIECOT Ha
JIEKYBabeTO KON Ke My O6€36€,[[ﬂT TMOYUTYBalbe U 3allITUTA
Ha HeroBaTa JIMYHOCT M MHTEIPUTET U € XapMOHMU3MPaHa
CO €BpPOIICKaTa JIETUCIaThBA.
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LEGISLATIVE FRAMEWORK FOR THE PROTECTION OF PATIENTS IN MACEDONIA

Tairi M, Tozija F.2, Ademi V.!
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2Faculty of Medicine - Skopje, Ss.Cyril and Methodius University - Skopje

ABSTRACT

Introduction: Ensuring andrespecting the human rights has a direct impact on the health and welfare of people
and provides the implementation of legislation to protect specific rights of patients.

Aim: Analysis of the legislative framework for the protection of patients’ rights in the Republic of Macedonia
comparing with European legislation.

Material and methods: It was applied a public health approach and information-analytical method for the analysis
of the legislative framework for human rights and patients’ rights in Republic of Macedonia and comparison of
national legislation with the European legislation on rights of patients. It was analyzed the constitution, laws,
regulations, and other national legislative documents, the European charter for patients’ rights and other
international documents.It was done also a review of the literature, studies, and publications.

Results: Patients ‘rights in the country are guaranteed and regulated by the Constitution, the Law on Health
Care, Law on Protection of Patients’ Rights and other legislation. Law on protection of patients’rights regulates
protection and rights in the use of health care and the responsibilities of health facilities and health workers and
coworkers’, municipalities and health insurance fund for the protection and promotion of patients’ rights.

Discussion: Many European institutions and organizations have contributed on the development and promotion
of patients’ rights in Republic of Macedonia.The countryin the process of preparations for accession to the
European Union, harmonizing a national legislation on health protection with European standards, especiallyon
the protection of patients’ rights.

Conclusion: The legislative framework in Republic of Macedonia contains all the rights to protect patients based
in the European Charter.

Keywords: health, human rights, patients’ rights, legislation, health care.
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TAHCEPOB CHH]IPOM KAJ ITALIUEAT BO JIOMAILIEH ITPUTBOP

GANSER SYNDROM IN PACIENT UNDER HOUSE ARREST
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Medicus 2017, Vol. 22 (2): 246 -250

AIICTPAKT

BoBeq; ['aHcepoB CUH/POM € PETKO TMCHUXMjaTPUCKO 3a007yBame Koe e OMUIIaHO Kako 30Mp Ha YeTUpU OCHOBHU
CUMIITOMU: KOH(Y3HOCT ITpaTeHa co JlaBarhe Ha HeasleKBaTHU O7I'OBOPH, COMATCKO-KOHBEP3UBHU CUMITTOMU, 3aMaTeHa
CBECT U CHIYUIHU W BU3YeJTHU XalylUHAIUWA. 3a MpB rat e 3abesieykaH Kaj 3aTBOPEHUIIN, HO MOYKE /la Ce jaBU U Kaj
NPYTU KaTeropyuu Ha nanueHTu. [les Ha oBaa crynuja e f1a ce MpuKayke cjydaj BO KOj OCBEH TUIIMUHWUTE CUMITTOMU
Ha ['aHCcepoB CHMHPOM Ce jaByBa CUMIITOMOT Ha ¢oToceH3ubuHocT u GoTtodobrja Kako efeH Off JOMUHAHTHUTE
CHMIITOMM BO KJIMHWYKATa CJIMKa Ha MaljueHToT.

IMIpuka3 Ha ciyuaj: TpynoT mpukakyBa ciaydaj Ha 46 rofuiieH MaijueHT BO JOMAllleH TMPUTBOP, [IOHECEH BO
YPreHTHUOT TIeHTap BO JieXKeuKa Mojokba co ManndecTalny Ha: CUJIHA BOSHEMUPEHOCT, KOHDY3HOCT, hoTodobuja,
HEMOKHOCT 3a JIBIKEbe, TIOTEIKO KOHTAKTHOWIIEH 11 CO HETTOBP3aHO 300pyBatbe (ce ;o001 BreyaTok JieKa rMocTaBeHNuTe
rpaniama r'M pa3boupa HO ofiroBapaliie co T.H “O7[rOBOPHY Ha CTpaHa“ Kako Ha IMPUMep: Ha MpallameTo KaJje ce Haora,
ONIrOBOPU JIeKa ce Haora JIoMa BO CEeJIOTO & Ha IIpalllatheTO 3a COIpyrara Koja e Taa ocoba OfroBopr “HUKOj).
[Tocre 3emeHara xerepoaHamMHesa U HarpaBeHuTe 1a60PATOPUCKU, HEBPOJIOIIKU, KAPAUOITYIMOJIONIKY UCTTUTYBAtha
1 KOMITjyTepusupaHa ToMmorpaduja Ha rjiaBara, Kaj mariueHToT 6ellie ujarHoCTUIIMPaH JUCOLIUjaTUBHO PACTPOjCTBO
MO3HATO BO TICHUXUjaTpUCKaTa MpaKca Kako ['aHCcepoB CUHIIPOM.

3aknydok: [IpuKasor Ha cjyyajorT MoOKe [la JIoNpUHece Kako [IOTIONIHYBakhe Ha JIOCeraliHuTe 3Haera 3a:
nudepeHIMjaHO IUjarHOCTUUKATA MTPoLiellypa, BapujabuiHoCTa Ha KIIMHUYKATA CJIMKA 1 TePArieBTCKUOT MPUCTart BO
JIEKYBabeTO Ha ['aHCepPOBUOT CUHIIPOM.

Knyunu 360poBu: O1COLMjaTUBHY PacTpOjCTBa, acTasuja, abpasuja, I'aHcepoB CMHAPOM, Jerpecuja

BOBE]]

I'ancepoBroT CUHIPOM 3a MPB TaT e onuiiaH 1898 roguna
o crpana Ha Curoept Ilosed Mapua I'ancep. Cungpomor
e ONHMIIAH Kako 30Mp Ha YETHPH OCHOBHM CHMIITOMMU:
TPUOTIKHE OTHOCHO HEeJIOBOTIHO aJIeKBATHU OJITOBODH,
COMAaTCKO KOHBEep3UBHM CHMIITOMH, 3aMaTeHa CBeCT U
TICeBJI0 CIIVIIHU U BU3YenHu XanyiuHaimi (1). CuagpoMoT
e OMUIIaH Kaj Mal[MeHTH KO CIIYKaT 3aTBOPCKA Ka3Ha
WM TIAlMeHTH KO ce MOJ0Nr0 BpeMe M3JI0KEHW Ha
KOHTUHYMpaH cTpec./laBambeTo Ha MPUOTMKHO TOYHH
OJITOBOPHU BO JIOCETAIIHUTE NICUXUjaTPUCKH UCTPaKyBatbha
ce CMeTa 3a T7laBeH cUMITOM (2). McTHOT ce ucronyBa
KaKo efieH M3pa3eH HeJJOCTaTOK Ha OCHOBHO 3Haere BO
BPCKA CO MHOTY €[JHOCTABHH Mpaliarba (Kako Ha mpuMep:
TI03HaBare Ha 00U, Mpaliamba BO BPCKA CO CEKOjIHEBHUAOT
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JKUBOT ¥ JIp.), HO TIOBPEMEHO MCTHTe MOKe fla OuyaT
KOMOMHHMPaHU 1 €O TOUHH ofiroBopH (3). [Topaau Toa uecto
MaTH TEIKO MOKe Jla ce JajaT OflpeJeHH 3aKIydolu
BO BpPCKAa CO TOYHOCTA Ha OJTOBOPHTE OfI CTpaHa Ha
TICXHUjaTapoT.

Ernonorujara Ha TlaHcepoBuor CuHApOM e ceymiTe
TMCKYTaOWTHA M TTPeIMeT HaTIOHATaMOIITHI MCTPasKyBamba.
Criopen;, Tcom (4), CMHPOMOT MpeTCTaByBa XMUCTEPUYHA
cocrojoa, momeka BajTiok cMera fieka ce  paboTH 3a
MCUXOTMYHA eMNu30fla, Koja MOXKe Jla ce jaBU Mocie
1epeOpajHa TpayMa WM 3a BpeMe Ha BeKe TMOCTOEYKO
TICUXOTUYHO 3abonyBambe (5). ['oneMa rpyma Ha neuxujaTpu
Ha yenio co Mepkenbax ¥ copabOTHUIIMTe CMeTaaT Jeka
CemnaK 0BOj CMH/IPOM BCYIIHOCT MIPETCTaBYBa XMCTEPUUHA
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enM307a WIK CHMYyJIallija Ha OO/ecT, HacTaHaTa Kako
pe3yITaT Ha IOJIONTOTPaeH CTpec, co Iies ja ce “u3dera”
oJ1 TocToeuKara cocrojoa (6,7). Bo cBeTckata uTepaTtypa,
ceMnaK OMUIIIAHHK Ce 1 [JocTa cTydyau Ha [aHcepoB CHHIpOM
KOM ce IMPEeKTHO MOBP3aHHu €O JieMeHIIuja (8), epebpanHa
noBpesia (9) ¥ TYMOpPO3HM MPOMEHM WM KpBapema BO
JOMUHaHTHaTa Mo3ouHa Xxemuccepa (10), mopagu ImTO
TIPY JIjarHOCTUIMPAETO CEKorall Tpeda Jia ce 3eMa Bo
TpeJi ¥ MOCTOee Ha OpraHCKa MPOMeHa Kako OCHOBEH
eTHONOLIKU (haKTop.

lako HajuecTo CHHJPOMOT € OIMMIIAH Kaj 3aTBOPEHUIH,
HCTHOT MOKe Jla ce jaBM M Kaj OMI0 Koj MaIueHT Koj e
M3JI0KeH Ha TI0CTOjaH CTpec a Mmoce0OHO Kaj OHWe KOu
OueKyBaaT MCXOJl Off ofpeflleHa BajkKHAa BeCT (CYJCKa
mpecyda, M3BelNTaj Off MeJMIMHCKA [[MjarHOCTHKA,
pabortHo MecTo u ci.) (11,12).

ITPNKA3 HA BOJIEH

[TarpenT 46 roguHM Koj € BO JloMallieH IPUTBOP, OHEeCeH
e 3a MpB IaT BO YpreHTHUOT LieHTap Bo I'Ob “8-mu
CenrremBpu“- CKoIlje, KaKo HUTeH CJIy4aj BO JIeKeuka
Mo/0}k0a CO BO3WIO HA WTHA MeIWI[MHCKA TOMOII, CO
compyrata, Kepkara, cecrpata ¥ BHYKOT. Ha mpuemor
Tnpersiefla e off CTpaHa Ha JIeKYPHUOT TMICUXujaTap, Mpu
IITO Ce KOHCTAaTUPAHU CJIe[JHUTE CUMITOMM: CHUJIHA
BO3HEMUPEHOCT, HerMoBp3aHO 300pyBame, MOCTOjaHO
TIOBTOPYBalbe Ha MCTH 300pPOBH, YYBCTBO HAa JKEINTHHA
BO IVIaBaTa, u3paseHa (orodobuja 1 1e0cHa (hU3MUKa
cmabocT co HeCTTOCOOHOCT 3a JIBIKEHe 0e3 acUCTeHIja
o1, ZIPYTO JIKIie Mopajii YyBCTBO Ha Of[3eMEeHOCT Ha JieBaTa
TI0JIOBMHA Ha TeJI0TO.

UCTOPHNJA HA BOJIECT

On xeTepeoaHaMHECTUUKUTe TOJATOI[M Off COTMpyraTa
T03HaBMe JleKa TpBHUTe CHMIITOMH C€ jaBWIe YTPOTO
npey; TMpUeMOT, BO BHUJ, HA HEPACTONOKEHOCT,
rajiere, MOBpPaKambe BO TPU HABPATH, HEMOKHOCT 3a
IBIKEIe MPaTeHo CO TMarame BO JIBa HaBpaTa MOpaju
IIeJIOCHAa CJ1a00CT Ha JieBaTa IIOJIOBUHA Ha TEJIOTO.
KapakTepucTuuHo e fleKa BO MepHOfIOT MoMery JBaTa
HacTaly Ha Marame MaleHTOT CaMOCTOJHO Ce JIBUKeN
CO CBECHO KOHTPO/MMpame Ha MoTopuKara. CUMIITOMHUTE
TOHATaMy Tporpefidpajie CO 1[eJlOCeH MpeKuH Ha
BepOajiHaTa KOMYHHMKAIIMja, CO MOCTOjaHO MOBTOPYBambe
Ha HEeKOJIKY 300p0BM 0e3 MOKHOCT 3a Kopekiuja. [Ipu Toa
KaKO JIOMAHAHTEH CHMIITOM MY Ce jaBWJIO Ipeuere Ha
CBET/IMHATA, CO MOCTOjaHO 3aTBOPAkhe Ha OUHTe.

Review I

[Ipen  akyTHOTO HCIONyBalke HAa OBOj CHHJIPOM
XeTepoaHaMHECTHUKM (0ff COMpyraTa) Jjo3HaBMe M jeKa
MalMeHTOT OMI BO [IOMAllleH HPUTBOP IIECT MeCeln
Mopajy IITO MCTHOT OMJI TIOfIONI'0 BpeMe M3JIOkKEH Ha
IIOCTOjaH CTpec W TCHXWYKU MPUTHCOK BO HCUEKYBaHhe
Ha KOHeYHaTa CyJCKa Ipecyia 3a HacTaH LITO ce CyUmI
npeq 26 TOIUHN.

MUWHATU 3ABOJIYBAIDBA:

Op weHoBuUTe Ha (haMuIMjaTa Mo3HaBMe JleKa ITalieHToT
He OWJT 10TOTall JIeKyBaH off TICUXKjaTap, HUTY CAMOBOTHO
KOPHUCTE TICUXUjaTPUCKH JIEKOBU U CTHYHH TICUX0AKTUBHO
cyncradii. McTo Taka Herwpaa HCIIONMyBame Ha OWIIO
KaKBM HEBPOTCKM WM TCUXMjaTPUCKU MCHAU WIH
CHMIITOMH Ce JI0 IEHOT Ha TIPUeMOT Ha MCUXUjaTPUCKOTO
ojijiesieHre. EMHCTBEH JJOTOralieH CUMITTOM MOBP3aH €O
cocTojOara Ha IIPUEMOT € TOKaueHUOT KPBEH IPUTKCOK 3a
KOj TIOBpeMeHO MPUMajT UHTePHUCTHYKA Tepariyja.

GAMMIUJAPHA UCTOPHJA

HemocrojaT [oceramiiyi MOJATOLM 3a IOCTOEHE Ha
HAC/Ie[HO TICUXMjaTPHCKO M/IH HEBPOJIONIKO 3a00TyBakbe.
EfivHCTBeHa MOBP3aHOCT CO CHHJIPOMOT O1JTa cocTojbaTa
Ha [I0CTOjaH MPUTHCOK U TellKa (hamurjapHa armocgepa
TIOBP3aHa CO HCUEKYBabeTo Ha KOHeYHaTa Cy/ICKa Ipecy/ia
BO BPCKa CO OOJTHHOT.

MHUIINJAJIEH COMATCKH, HEPOJIOIIKN 1
IICUXUJATPUCKH CTATYC

[laieHTOT € JoHeceH Ha Ofijie/ieHUeTo 3a YpreHTHa
MeJMIMHAa CO BO3WIO Ha WTHA MeJUIMHCKA TOMOIIL.
Ha npueMoT e Bo jie)keuka MOMOKOa, 1e30pUeHTHPaH,
KOH(y3€eH, ICUXOMOTOPHO aruTupaH. BepbaneH KOHTaKT
He ce BOCIIOCTaBYyBa MOpPajii TOCTOjaHO TIOBTOPYBaHe
Ha HEKOJIKy 300poBHM (“racé CBETIOTO“) M OTCYCTBO Ha
0m10 KakBa copabOTKa co erseMuHaTopoT. OpjjaBa
BIIEYATOK HAa aHKCHO3€eH, €O 3aryba Ha CBeCHOCTa 3a cefe
M HeTocpeJiHaTa OKOMMHA M TyOeme Ha KOHTpO/la Ha
TeslecHUTe JiBIDKea.He ce 00U BreyaTok 3a MocToeme
Ha TMepIeNnTUBHY U3MaMu. 3a BpeMe Ha oOcepBaliujaTta ce
3abesieka Jieka cellak IMOCTojaT OffpefieHH JIBUKera Ha
JIeBUTE eKCTPEMUTETH.

Ha opjienieHreTo 3a ypreHTHa CiaykOa OpAUHMpPAHA MY
e uHpy3noHa Tepamnuja: 500M1 Ha 5% IIyKO3a CO H.B.
amMKanyja Ha Burtamut b1, b6 u 1/2 amnyna /Iuasenam.

[Ipey; mpreMoT HanpaBeH e HEBPOJIOLIKY ITPersiet IPH IITO
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e KOHCTaTHpaHa COMHOJIEHTHOCT, KOH(Y3HOCT, N3pa3eHa
doTtocdobuja, arHaMuja, CIOPOCT ¥ HamasieH ToHyc. O
(bM3MKaTHHOT HEeBPOJIOIIKM HIPerie]] YTBP/EHo e “HeMo”
cTomajo Ha fiBeTe crpanu. [lopagu Toa MHAWIMpaHa e
WTHA KOMITjyTepr3npaHa ToMmorpaduja Ha riaBa.

KOHTpOZTHHOT HEBPOJIONIKM TIperyie]] HalpaBeH TPU vaca
nocjie TpUMeHaTa MHUIWja/iHa Tepamnuja, MoKaka JieKa
TMALMEHTOT 3a pas3/inKa off IPBUOT Mperyief; O CBECEH,
OpWEHTHpaH, J1aBajl MOJIATOIM fleKa O 10 OrPOMEH
cTpec, He ce jKajiel BeKe Ha I7IaBo00JKa a HEPOJIOIKKOT
CTaTyC TOKaKajl ypefHa i CUMETPUYHA MOJIBMKHOCT Ha
eKCTPeMUTETHTe, YpelieH pedyiekceH OfiroBop, HeraTHBeH
pednexc Ha babuHcKku M oTcycTBo Ha (horoodmja. KT
HAOJIOT TOKaKal JieKa HeMa BMIIMBM TIOCTPayMaTCKH
CBEKH JIe3UH 2 BEHTPUKY/IAPHHUTE TIPOCTOPH Ce CTI000/IHHU.
[lopasu Toa off cTpaHa Ha HEBPOJIOTOT JIA/IeH e 3aKJTYUOK
lleKa TIalMeHTOT HeMa 3Hall 3a aKyTHO HeBPOJIOIIKO
3a00/TyBambe.

Ha mpueMoT HampaBeHa e KOMIUIETHA J1aO0PaTOPHCKO-
OMoXeMMCKa aHaIM3a Ha KPBTa KaKo U TIpersief] off CTpaHa
Ha MHTEPHUCT, IPH 1ITO € KOHCTaTUPaH KPBeH MPUTUCOK
140/95mmHr, rnuremuja 6,0mMmon/n, Hopmanen EKI Haop,
nyiac 60/MUH ¥ HOPMAJIHO ayCKY/ITaTOPHO Be3MKYIapHO
Juliewe, €O IITO € WMCKIYYeHO Kapauo-TyIMOHATHO
3a00/yBambe.

Okony Imect yaca MOcjie TpUMeHaTa WH(Y3UOHA U
AHKCHOJIMTUYHA Tepanuja, Kaj MalUeHTOT [ojie [0
pefyKija Ha MCHXOMOTOpHATa aruTHPAHOCT CO CeVIITe
TIPUCYTHA COMHOJIETHOCT, MapecTe3lu BO MOJIAKTUIUTE
1 TOTKOJIEHHIIUTE, T7TaBOOOIKA CO HAr/IACeH TeHaI[uTeT
Ha BHUMaHMETO KOH aKTyeJIHaTa COCT0j0a MpaTeHo
CO CYOfIeNPeCBHO PeCIONokKeHWe, aHKCHO3HOCT U
TMPOJIYKIIKja Ha COMAaTO(hOPMHHM MOTEIIKOTHH. AKTYeTHUTe
CUMIITOM Ha mpueMoT ((poTodobujata) Oele 1eI0CHO
MCYEe3HAT.

[locyie 11€7I0CHOTO MCIIUTYBale M MpUMeHaTa Tepanuja
BO JIHeBHATa OOJMHMIIA , Kaj IALMEHTOT ce VTBPIH
lleKa HeMa MHJJMKAIlMA 3a TIOHATaMOIIHO JIeKyBame BO
OOJTHMYKA MICUXMjaTPUCKA YCTAHOBA M MCTUOT Ce OTIYIITH
BO M0JI00peHa cocToj0a €O MpeyIor 3a MOHATAMOIIHO
JleKyBame BO JIOMAlIHU YCJIOBU CO CJIeJiHAaTa Teparuja:
Caps. Venlafaxine XR 1x75mg HaBeuep, tabl. Alprazolam
a 0,5mg 1/2+0+1 u tabl. Olanzapine (Q-tab) a 5mg 1x1
HaBeuep.

KOHTpONMHUOT Tperyie; HampaBeH JiBe HeJeNu MOCIe
aKyTHaTa CoCToj0a MOKa)ka eBUIEHTHO TOf[00pyBambe Ha
TICMXMYKM ¥ COMATCKH TIaH KaKo U 100pa MoJHOCTTUBOCT
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Ha Tepanujata. Kaj maiueHTOT ce peructpupa Iie/ocHa
aMHe3uja 3a MePUOJIOT BO Koj Oellle JI0HECEH BO HAIIUAOT
ypreHTeH IeHTap.

IINCKYCHJA

['aHCepoBUOT CHH/IPOM IPETCTaByBa PETKO IICUXUjaTPUCKO
3a00/TyBame Koe HACTaHYBa KaKo HECBECHO aBTOMATCKO-
0/10paMOeHO pearvpame OJJHOCHO HeCBeCHa CHMYJIalluja,
KaKo peakiiyja Ha TeKOK CTpec ¥ MCUeKyBatbe Ha HeKoj 3a
TAIeHTOT HelpujaTeH Or0BOP WM OfjTyKa. Vako 0Boj
CHHJIPOM HAjuecTo e OINUIIAH Kaj 3aTBOPEHUIIU, UCTHOT
MOJKe JIa Ce jaBM KaKo TPAH3UTOPHA IICHXUYKa COOCTOj0a
M BO JIOMAllHA CpefdiHa KaKo BO C/Iyyaj Ha HANIAOT
narent. Criope; OMIITUTEe Of[pelOM 3a oBaa OorecTt
TIOCTOM JIe/lyMHA WM IeIoCHa 3arydba Ha HOpMajHaTa
MHTerpainyja Mery cekaBamara 3a MUHATOTO, CBECHOCTa
3a COTICTBEHMOT MJIEHTUTET ¥ HerocpeJHaTa KOHTpoJia
Ha TeJleCHU JIBIKeHa, Kako M TpaHC(hOpMUpame Ha
eMOIMOHAMTe KOH(IMKTU BO 3ary0a Ha 0CeTHTe KOH ce
11071 BozieBa KoHTpona (13).

Bo mujarHocTUIMpameTo Ha cocTojoara audepeHLrjaaTHo
IMjarHOCTUYKK ~ TIPEKy  J1abopaTopucKa-OMoxeMicKa
aHa/M3a, HEBPOJIOLIKK Tpersieli, Kapuo-TyJIMOIOIKA
TIperyie] ¥ KOMITjyTepu3rpaHa ToMorpaduja Ha riaBara,
BO HANIMOT C/Iy4aj ce MCKIYYM OpraHcKa eTHOIOTHja 3a
cocTojbara.

3a pasjuKa ofi joceraiiHuTe 00jaBeHW HAYUHU TPYOBH
BO BpcKa co [aHCepPOBMOT CHHZPOM, Kajie HCTHOT
NpeTcTaByBa 30MP O YETHPU TIJIABHM CHMITTOMHU:
MOTOpPHA OJI3¢MEHOCT, WCIaJi BO CEH3UOWIUTETOT,
IpeKKUH Ha KOHTAKT CO CBeCHOCT 3a OKOJIMHATA U aMHe3Hja
(14), Kaj HAIIMOT MALIEHT OCBEH OBME CHUMIITOMM, KaKO
JOMUHAHTEH ce jaByBa M3pa3eHa (POTOCEH3UTHMBHOCT U
(oTtodhoduja.

['yOeweTo Ha MeMoOpHjaTa 3a [BUKEHe BO BePTHKalHA
nonok0a (acrasuja) U 3a ofiere (aba3uja) KoM ce YecTo
OTMINYBAaHU Kaj ciydau co ['aHcepoB cunpom (15), bea
OTCYTHM Kaj HAlIKOT MAI[{eHT.

[lcuxujaTprckaTa [ujar€osa BO HALIMOT CJy4yaj Oeme
rmocTaBeHa Bp3 6asa Ha XeTepoaHaMHECTHUKITE MOf[aTOLIH
3a MOCTOEUKHOT CTPEC ¥ HEM3BECHOCTA 3a Pe3y/lTaToT
Ha CY/ICKHOT TIPOI[eC KaKo i BP3 OCHOBA Ha CUMIITOMUTE
Kou Oea 3abenexkann mpu mperaefor. [loctoemero Ha
aMHe3dja 3a [eMIOCHKOT HACcTaH 3a BpeMe Ha IIPecTojoT
BO VPreHTHHOT IieHTap, JIeBOCTPaHaTa OJ3eMEHOCT,
(otocensutuBHOCTa, (hoTOOOMjaTa, TMPEKUHOT Ha
KOHTaKTOT 3a cebe 1 HerocpeaTa OKoJiHa, KOH(Y3HOCTa,
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MI0CTOEHETO Ha IepceBepalfifja (ocTojaHo MOBTOPYBambe
Ha MCTH 300pOBH), KAKO ¥ JlaBame Ha T.H. “Or0BOpM Ha
crpaHa“ (danebenreden-oBu - onroBopu), Bo HamMOT
C/Iyyaj TH 3a[J0BOJIM KPUTEPUYMUTE 3a KIACH(PUIMPALhe
Ha cocroj0oara BO TpylaTa Ha NMPUMUTHBHHU 3allITUTHH
peaKiuH - [aHCepoB CHH/IPOM.

(MakTOT 1ITO Kaj MaIjUeHTOT 3a PelaTUBHO KPaTKO BpeMme
HacTamy pefiyKijja Ha TMOCTOeUKaTa MCHXO-MAToJIOoIIKa
COTIP’KUHA CO COOfIBETEH J[00ap TEepamucKu OfiroBOp,
0M MOKeNT [Ja TOCAYKM KaKo MHpUMep 3a Mof00po
nudepeHIpame BO OJHOC HAa OCTAHATUTE MCUXUUKU
pacTpojcTsa.

JloceramHuTe MCKYCTBA BO BPCKa CO Iporpecujara Ha
DomecTa MOKaxkaje JeKa I['aHCePOBMOT CHHIPOM He
ce TOBTOPYBA TYKY MCTHOT HAjuecTo IPOrpegupa BO
aeKTUBHY COCTOjOH, IETIPECUM WM MAaHUUHK COCTOjOM a
Kaj HEKOM JIypH U BO OMIONapHO-a(heKTUBHO PacTPOjCTBO
(16). Tlopagu Toa peHec romem el Of KIMHAUKUTE
MICUXUjaTPH OBOj CHHJIPOM 'O CBPCTYBaaT BO IpyIaTa Ha
TeTpecuy U TperopadyBaaT aHTHUIETIPECHBHA Tepariuja
(17).

3AKJIYYOK

[locToeweTo Ha TPETXOJHO OMMIIAHUTE CHUMIITOMHU U
OTCYCTBOTO Ha OPraHCKO HApYIIyBabe Kako U Op3HOT
OJITOBOP HAa JlajleHaTa aHKCHOMMTUYHA, aHTH eNpecrBHa
W HeBpONeNTHYHA Tepanuja BO HAIIMOT C/Iy4aj, ja
TIOTBP/M [iMjarHo3aTa onuilaHa Kako ['aHcepoB CUHTPOM.
CeyiuTe He e pasjacHeTa MpUpofaTa U MeXaHU3MOT Ha
HacTaHyBameTo Ha Oonecta. HeMoxkHOCTa Ha JIMUHOCTa
Jla ce CIIpaBU CO CTPECOT M MPABUIHO [ia TH 00paboTh
eMOIIMOHAJIHUTE JI0KUBYBamba Ce MOKakKa KaKo I7laBeH
eTHOJIOIIKHY (haKTOP U BO OMUIIAHKOT CITyYaj.

l3pasenara orocensuruBHOCT U (hotrodobUja Koja e
KOHCTaTMpaHa Kaj HallMOT Tal[UeHT He e ONMIIaHa BO
JloceraniHata JIMTepaTypa, ITo MOXKe J1a MOCYKU KaKo
OCHOBA 3a MMOHATaMOIIHO CTPAKYBakbe.
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GANSER SYNDROM IN PACIENT UNDER HOUSE ARREST

Ivcheva N}, Ivcheva A.2

'Gradska Opshta Bolnica “8-mi Septemvri“- Skopje
2Institut za Sudska Medicina, Medicinski Fakultet - Skopje

ABSTRACT

Introduction: Ganser syndrome is a rare psychiatric disorder described as a set of four main symptoms: confusion
followed by giving inadequate answers, converse-somatic symptoms, blurred awareness and audio and visual
hallucinations. It was first observed in prisoners, but can occur in other categories of patients. The purpose of this
study is to show the case in which besides the typical symptoms of Ganser syndrome occurs the symptom of photo
sensibility and photophobia as one of the dominant clinical symptoms of the patient.

Case Outline: This study presents a case of a 46 year old patient under house arrest, brought to the emergency
room in supine position with the following manifestations: severe anxiety, confusion, photophobia, motionless,
harder contactable and incoherent speech (he appeared understands questions but answered with so-called
“talking next to” answers, for example: questioned where was he at the moment, he answered that he was at
home in the village and asked regarding his wife who was that person he answered nobody). After the data taken
from the hetero anamnesis, the laboratory tests, neurological examination, cardio-pulmonary examination and
the computerized tomography of the head, the patient was diagnosed as dissociative disorder, in the psychiatric
practice known as Ganser’s syndrome.

Conclusion: The presenting case could help to supplement the existing knowledge regarding the differential
diagnostic, variability of the clinical presentation and the therapeutic approach in the treatment of the Ganser
syndrome.

Keywords: dissociative disorders, astasia, abrasia, Ganser syndrome, depression
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ROLITAPLIKIMIT INTRAKAMERAL DHE INTRAVITREAL 1
AGJENTEVE ANTIMIKROBIAL NDAJ VITREKTOMISE NE TRAJTIMIN E
ENDOFTALMITIT POSTOPERATIV: PREZENTIM RASTI

THE ROLE OF INTRACAMERAL AND INTRAVITREAL APPLICATION OF
ANTIMICROBIAL AGENTS IN POSTOPERATIVE ENDOPHTHALMITIS
TREATMENT: CASE REPORT
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ABSTRAKTI

Hyrje: Endoftalmiti paraqet inflamacion intraokular qé pérfshin segmentin e pasém dhe/ose té pérparém té syrit.
Réndésia e tij géndron né pasojat definitive g¢ mund té len me humbjen e pérhershme té shikimit. Mé shpesh
paraqitet si komplikim postoperativ. Pasqyra klinike variron me ulje té shikimit dhe dhimbje té syrit, si edhe
me hypopion, rritje e presionit intraokular, edemé e kornesé, vitritis dhe retinitis. Sipas etiologjisé mund té jeté
infektiv dhe joinfektiv, i cili mé shpesh ndodh si reaksion imun ndaj lentes intraokulare ose mbetjeve té thjerrzés
pas kataraktés. Trajtimi konsiston né aplikimin intravitreal té antibiotikéve, si terapi e zgjedhjes sé paré. Pars
plana vitrektomia mund té jeté e nevojshme te rastet me démtim té réndé té shikimit.

Prezentim i rastit: pacient i operuar nga sémundja e kataraktés me implantim té lentes intraokulare né dhomén
e pérparme té syrit té djathté. Dy javé pas ndérhyrjes gjendja e pacientit komplikohet me dhimbje té syrit, skugje
dhe rénie drastike e shikimit pér cka pacienti hospitalizohet dhe trajtohet si endophtalmitis acuta. Pér shkak té
mospérmirésimit té gjendjes, pacienti sillet né Klinikén pér sémundjet e syve né Shkup. Né pranim shikimi ka gené i
ulur deri né perceptim té drités dhe rritje e presionit intraokular. Biomikroskopia: shenja inflamatore té segmentit
té pérparém, kornea e mjegulluar, me edemé stromale dhe rrudha té Descmentit, hypopion, seclussio pupillae,
fluktuim i membranave vitreale, dobésim i refleksit té kug. Ehografia ka rezultuar me eksudat té pranishém né
trupin gelqor. Tek pacienti éshté béré aspirim i dhomés sé pérparme dhe vitreusit, éshté marr material pér analiza
mikrobiologjike dhe pastaj éshté aplikuar vankomicin intrakameral dhe intravitreal. Pacienti éshté trajtuar me
antibiotiké sistemik dhe lokal si dhe me steroide lokale dhe sistemike krahas terapisé antiglaukomatoze. Njé
dité pas intervenimit shikimit ka gené né lévizje e dorés para syrit, ndérsa né ditén e pesté shikimi ka gené i
pérmirésuar deri né numérim i gishtave né 3m largési.

Konkluzioni: Injektimi intravitreal i antibiotikéve, respektivisht vancomicinés éshté shtylla kryesore e trajtimit té
endoftalmitit postoperativ. Fillimisht duhet trajtuar me antibiotik intravitreal pavarésisht nga shkalla e humbjes
sé shikimit ndérsa vitrektomia merret parasysh si zgjidhje vetém te rastet qé nuk japin rezultat, kur éshté humbur
refleksi i kug.

Fjalét kyce: endoftalmitis postoperativ, aplikimi intravitreal i antibiotikéve, pars plana vitrectomia

HYRJE

Endoftalmiti éshté njé inflamacion intraokular qé ose sklerén. Mund té paragitet si komplikim postoperativ,
pérfshin hapsirén vitreale dhe dhomén e pérparme té posttraumatik, apo nga pérhapja hematogjene e
syrit si edhe indet tjera si horoidené ose retinén, kornené infeksioneve (8). Endoftalmiti sipas etiologjisé mund
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té jeté infektiv dhe joinfektiv (tabela 1). Endoftalmiti
infektiv. mund té jeté: endogjen (septikemia) dhe
ekzogjen: postoperativ (pas operacionit té kataraktés,
implementimit sekondar té lentes intraokulare (IOL),
pars plana vitrectomia (PPV), operacionet e glaukomés,
keratoplastika penetruese) dhe posttraumatik (1).

Ndérsa endoftalmiti joinfektiv. mund té haset si
komplikim te: sindroma toksike e segmentit té pérparém
(STSP), si inflamacion pas injektimeve intravitreale (IV)
té triamcinolonit (IVTA) dhe si inflamacion sekondar i
shkaktuar nga mbetjet e thjerrézés ose ndaj materialit té
IOL pas operacionit té kataraktés (2,3).

Tabela 1. Klasifikimi i endoftalmitit

ENDOPHTHALMITIS
Infektiv Joinfektiv
Ekzogjen Endogjen

1. Postoperativ 2. Post- Septikemia | 1. Sindroma

Katarakta traumatik toksike e

Imlantimi segmentit té

sekondar i IOL pérparém

Trabeculectomia 2.IVTA

PPV 3. Inflamacion

Keratoplastika nga mbetjet e

penetruese t detjrezes ose.
ndaj materialit
té I0L

Endoftalmiti postoperativ edhepse éshté komplikim
i rrallé i ndérhyrjeve kirurgjikale okulare, éshté
rrezikshém pérshkak se mund té démton réndé shikimin.
Fatmirésisht incidenca e tij éshté e ulét dhe sillet prej
1-3 raste né 1000 pacienté (4). Mé sé shpeshti éshté
hasur pas ekstrakcionit ekstrakapsular té lensit ose
fakoemulzifikimit me implantim té IOL (Phaco et IOL)
duke arritur 0,36% dhe mé rrallé pas PPV me vetém 0,04%
(5). Pas implantimit sekondar té IOL incidenca éshté rreth
0,3%, pér shkak té manipulimit mé té madh intraoperativ.
Ndérsa pas trabekulektomisé kemi incidence mé té
larté té endoftalmitit té vonuar qé mund té paragitet 3
muaj ose edhe disa vite pas ndérhyrjes (3). Incidenca e
endoftalmitit postoperativ kronik éshté mé e vogél né
raport me até akut, dhe éshté né raport 5:1, respektivisht
5 raste né 10000 (5).

Shkaktari mé i shpeshté i endoftalmitit infektiv akut
jané bakteriet gram pozitive me dominim té specieve
stafilokoke dhe streptokoke, si edhe bakteriet gram
negative, ndérsa endoftalmiti kronik shkaktohet nga
agjenté mikrobial qé jané mé pak virulent (Tabela 2).
Mé té shpeshté jané speciet Propionibacterium, pastaj
Staphylococcus coagulase-negative (Staph.epidermidis)
dhe képurdhat (7). Koket gram pozitive japin prognozé
mé té mire pérderisa enterokoket dhe Streptokoket
shkaktojné démtime mé té médha té shikimit.
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Tabela 2. Shkaktarét mé té shpeshté infektiv té
endoftalmitit (7)
Shkaktarét infektiv té endoftalmitit
1. Endophthalmitis acuta 11. Endophthalmitis chronica

1. Post-operativ: - Pacnes,
- Staph. coagulase negative, |- Staphylococci coagulase (-),
- Staph. Aureus, - képurdhat

- Streptococcus

2. Post-traumatike:
- bacillet (30-40%)
- Speciet Staphylococce

3. Endogjene:
- Candida,
- S.aureus,
- bakteriet gram negative

4. Pas aplikimeve IV:
Staphylococcus/Streptococcus

Burim kryesor i bakterieve te endoftalmiti post-
operativ éshté flora normale periokulare e pacientit
(8), ndérsa rrugét e depértimit té infeksionit pérfshijné
solucioneve infuzive té kontaminuara qé pérdoren pér
irigim, instrumentet kirurgjikale ose aerosolet né sallén
operative. Komplikimet intraoperative si psh. ruptura e
kapsulés sé pasme, si edhe procedurat gjaté vendosjes
sé IOL poashtu mund té jené shkak i endoftalmitit.
Endoftalmiti postoperativ fungal éshté mé i rrallé dhe
zakonisht éshté izoluar lloji i Candidés (7).

Te endoftalmiti bakterial, inokulimi intraokular i
bakterieve sjell deri te prishja e barrierés sé humor
aquosus me eksudat fibrinoz dhe infiltrim neutrofilik. Te
infeksioni i segmentit té pasém, inflamacionit té dhomés
sé pérparme brenda shtaté ditéve té para i kundérvihet
reaksioni specifik imun népérmjet makrofagéve dhe
limfociteve. Kjo nxit prodhimin e antitrupthave specifik
gé do té eliminojné agjentin patogjen brenda 10 ditéve.
Pér shkak té kétyre proceseve mund té ndodh qé té kemi
rezultate negative nga kultura e marré nga dhoma e
pérparme (CA) ose vitreusi pér analiza mikrobiologike (9).

PREZENTIM I RASTIT

Pacienti éshté mashkull, i moshés 72 vjecare, i operuar
né njé gendér tjetér spitalore nga sémundja e kataraktés
me procedurén e Phaco et IOL in CA, pér shkak té
komplikimit intraoperativ. Dy javé pas ndérhyrjes i
largohen penjté dhe pas disa ditéve gjendja e pacientit
pérkegésohet me dhimbje té theksuar té syrit dhe rénie
drastike té shikimit pér cka pacienti hospitalizohet pér
tu trajtuar si endophtalmitis acuta. Disa dité pas léshimit
spitalor, gjendja e pacientit pérkegésohet sérish pércka
sillet né Klinikén pér sémundjet e syve né Shkup. Né
pranim kemi konstatuar shikim té ulur deri né perceptim
té drités (LP) dhe rritje e tensionit intraokular (IOP).
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Nga statusi lokal vecuam edem dhe léshim i kapakut
té sipérm té syrit té djathté, hiperemi e theksuar e
konjuktivés, kornea e mjegulluar, me edemé stromale
dhe rrudha té Descmentit, refleksi korneal i ruajtur,
hypopion, seclussio pupillae (Figura 1), si edhe fluktuim i
membranave vitreale. Gjaté oftalmoskopisé kemi vérejtur
dobésim té refleksit té kuq.

Figura 1. Inflamacion i theksuar i segmentit té
pérparém té syrit ku vérehet mjegullimi
i kornesé dhe hypopion. Strukturat tjera
véshtiré vizualizohen

Eshté béré ehografia e syrit e cila ka rezultuar me eksudat
té pranishém né trupin gelqor (CV) qé na tregon pér
pérhapjen e inflamacionit edhe né segmentin e pasém
(Figura 2).

A-VECTOR]

{»cp CURVE ]

00 l

Figura 2. Ehografia e syrit té djathté ku vérehet prania
e eksudatit né CV

Tek pacienti éshté béré punkcion i CA dhe CV, éshté marr
material me ané té aspirimit nga CA dhe CV i cili éshté
dérguar pér analiza mikrobiologjike dhe né té njéjtén
kohé éshté aplikuar vankomicin né CA dhe CV. Rezultati
mikrobiologjik ka rezultuar negativ pér agjent infektiv.

DISKUTIMI

Endoftalmiti postoperativ kérkon kujdes té vecanté
né diagnostikimin, prevenimin dhe trajtimin e duhur

Case report I

pér shkak té pasojave definitive qé mund té len né
mprehtésiné e té parit. Endoftalmiti postoperativ
varésisht prej ményrés sé fillimit mund té jeté akut, kur
paragitet brenda 6 javéve pas operacionit, dhe kronik,
kur paragitet 6 javé pas operacionit (10).

Shenjat kryesore klinike te endophthalmiti akut infektiv
jané shikim i zvogéluar, skugje dhe dhimbje e syrit.
Dhimbja éshté shenjé majore diagnostikuese edhe
pse mund té mungojé né 25% té rasteve. Zvogélimi i
mprehtésisé sé té parit, hypopioni, mjegullim i kornesé
dhe mediumeve okulare si dhe mungesa e refleksit té kug
jané poashtu ndér shenjat kryesore klinike. Shenjat tjera
té endoftalmitit jané edema e kapakéve té syrit, hiperemi
konjuktivale, edemé e kornesé, absces i vitreusit dhe
retinitis por té gjitha kéto mund té mungojné né rastet e
hershme dhe mund té mos jené sinjifikante pér vendosjen
e diagnozés. Studimet kané treguar se 86% e rasteve me
endoftalmit postoperativ kané hypopion gjé qé shkakton
rritjen e presionit intraokular (IOP) (10).

Ndérsa, klinikisht njé endoftalmit postoperativ kronik
mund té filloj me shenja té inflamacionit si njé uveitis gé
zakonisht paraqitet dy deri né tre muaj pas ndérhyrjes
kirurgjikale duke pérfshiré dhomén e pérparme me
pérparim drejt vitreusit. Dhimbja nuk éshté shenjé
patognomonike, ndérsa ulja e shikimit haset pothuajse te
shumica e pacientéve. Kéto shenja zakonisht getésohen
me pérdorimin e steroideve por kané tendencé té
rikthimit pas ndérprerjes sé tyre. Te kéto raste paragitja
e uveitit mendohet se éshté si reaksion imunologjik ndaj
mbetjeve reziduale té lensit dhe bakterieve (11). Uveitis
mund té jeté granulomatoz me precipitate té médha né
korne dhe shpesh pa hypopyon té garté, kurse prania e
mikrohypopionit mund té vérehet gjaté gonioskopisé. Njé
pllaké e bardhé intrakapsulare paraget pjesé té mbetura
té lensit me mikroorganizma qé na shtyn té dyshojmeé pér
natyrén infektive (6).

Endoftalmiti postoperative nuk shkaktohet gjithmoné nga
agjent infektiv. Mbetjet kimikale nga procesi i sterilizimit,
toksiciteti i monomeréve polimetilmetakrilate (PMMA)
té IOL (12), iritimi mekanik i irisit dhe trupit ciliar gjaté
implantimit té IOL mund té jené shkaktaré té tij (11).
Poashtu mbetjet nga coptimi i thjerrzés gjaté largimit té
kataraktés mund té shkaktojné reaksion autoimun i cili
klinikisht do té manifestohet me shenja té theksuara té
inflamacionit me hypopyon, edemé té kornesé, ulje té
shikimit dhe rritje e IOP. Mbetja e materialit té thjerrézés
mund té konstatohet pérmes ehografisé. Te kéto raste
kemi kulturé negative pér agjent mikrobial né mostrén e
marré nga léngjet intraokulare.
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Pér diagnostikim nevojitet té mirret mostér 0,1 ml
pérmes aspirimit nga CA dhe biopsi e vitreusit pérmes
aspirimit 0,2 ml ose gjaté vitrektomisé. Materiali i marré
duhet dérguar menjéheré pér analiza mikrobiologjike dhe
néndérkohé duhet filluar me aplikimin IV té antibiotikéve
me spekter té gjéré té veprimit. Né rast se kemi rezultat
pozitiv pér képurdha, atéheré duhet shtuar edhe agjent
antimikotik. Mostrat duhet té mbillen né medium aerobe,
anaerobe dhe mikotike. Né rast té rezultateve negative,
duhet té pérdoret reaksioni i vargut té polimerazés pér
identifikimin e organizmit patogjen (13).

Qéllimi i tajtimit éshté gé té fillohet sa mé shpejt qé éshté
e mundur me agjent antimikrobial me spektér té gjéré té
veprimit. Shumica e antibiotikéve kané penetrim té dobét
né zgavrén avaskulare té vitreusit kur administrohen né
ményré orale ose intravenoze; injeksionet retrobulbare
arrijné koncentrim mé té larté intraokular sesa
injeksionet subkonjunktivale, megjithaté jo mjaftueshém
sa pér té stabilizuar endoftalmitin (7).

Prandaj aplikimi IV i antibiotikéve éshté shtylla kryesore
e trajtimit té endoftalmitit postoperativ. Injektimet IV
e anashkalojné barrierén gjak-retiné dhe shpejt mund
té arrijné nivelin e duhur terapeutik (15). Zakonisht
duhet zgjedhur agjent antimikrobial qé pérfshin
mikroorganizmat gram-pozitive edhe ato gram-negative
dhe té mos kené toksicitet pér strukturat okulare,
sidomos pér retinén. Megenése asnjé antibiotik nuk i
mbulon té gjitha mikroorganizmat, nevojitet pérdorimi
i mé sé paku dy antibiotikéve. Me rritjen e incidencés
sé rezistencés sé bakterieve beta-laktam, injektimi IV i
vancomicinés éshté zgjidhja e trajtimit pér té mbuluar
organizmat gram-pozitive. Ky agjent pérdoret né dozé
prej 1.0-2.0 mg/0.1ml dhe éshté raportuar pér efikasitet té
larté deri né 100% (15).

Pér té mbuluar bakteriet gram-negative duhet té zgjidhet
njé agjent antibakterial qé pérfshin edhe Pseudomonas
aeruginosa . Ceftazidima éshté treguar poashtu efikase
ndaj organizmave gram negative si njé alternativé né vend
té amikacinés. Deri tani nuk ka té dhéna pér toksicitet té
retinés dhe né koncentrim deri né 2,25 mg/0,1 ml éshté
e sigurt pér aplikim IV. Aminoglukozidet kané veprim
sinergjik me vankomicinén kundér bakterieve gram-
pozitive. Mirépo ato mbartin me vete njé shkallé té vogél
té rrezikut pér toksicitet té retinés dhe infarkt té makulés
(16). Efekti toksik mund té paraqitet edhe né doza té vogla.
Megenése vankomicina vepron kundér pothuajse té gjitha
bakterieve gram pozitive, duke pérfshiré edhe Staph
aureus, Staph epidermidis methilcillin rezistente, Staph
coagulase negative, Streptokoket siedhe ndaj P.acnesebén
até qé té jeté agjenti i duhur pér trajtimin e endoftalmitit
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postoperativ. Aktualisht kombinimi i vankomicinés me
ceftazidimé éshté treguar kombinimi mé i suksesshém
né trajtimin e endoftalmitit postoperativ.

Aplikimi IV i vetém njé doze té antibiotikut mund té mos
jeté i mjaftueshém, sepse disa mikroorganizma jané mé
rezistent ose virulent, e disa té tjeré si pseudomonas dhe
képurdhat kané rritje mé té ngadalshme dhe véshtiré
eradikohen me ané té njé doze té vetme (14).

Pars plana vitrectomia (PPV) mund té jeté e nevojshme
pér menaxhimin e endoftalmitit akut, megjithaté
domosdoshméria pér vitrektomi te rastet me endoftalmit
postoperativ mbetet akoma e diskutueshme. PPV ka
disa pérparési teorike si: largimi i agjentéve infektiv
dhe toksineve té tyre, marrja e materialit pér kulturé,
dhe distirbuim mé i miré i antibiotikéve. Nga ana tjetér,
mungesa e vitreusit mund té rrit toksicitetin e ilacit,
sepse, sé pari, doza e aplikuar e tij arrin menjéheré né
retiné dhe zgjatet koha e kontaktit me té, sé dyti, klirensi
i antibiotikut nga zgavra vitreale éshté mé e shpejté dhe
do té nevojiten aplikime té shuméta pér té arritur té
njéjten gjysém kohé té eliminimit, me cka rritet rreziku i
toksicitetit (17). Poashtu ajo mbart edhe rrezikun potencial
pér ablacion té retinés dhe hemoragji intraokulare né
rast té infeksionit intraokular. Rezultatet né studimet
klinike eksperimentale jané mé té mira kur vitrektomia
shogérohet me aplikim intraokular té antibiotikéve sesa
nga aplikimi i vetém antibiotikéve intraokular ose vetém
PPV (17).

Pérdorimi i antibiotikéve sistemik pér trajtimin
e endoftalmitit postoperativ. mbetet njé céshtje
kontraverse. Amikacina dhe ceftazidima kané penetrim
té dobét intravitreal pas aplikimit intravenoz té tyre (18).
Ndérsa fluorokinolonet dhe imipenemi, kané penetrim
mé té miré intravitreal pas aplikimit intravenoz, dhe
japin rezultate mé té mira sidomos te pacientét e trajtuar
me PPV.

Né rastin e pacientit toné ka gené diskutabile nése
mjekimi do té vazhdonte vetém me antibiotik intravitreal
apo do té performohej PPV. Pér shkak té rrezikut qé mbart
me vete PPV, pacienti éshté mjekuar vetém me antibiotik
intravitreal si edhe me fluorokinolone sistemike bashké
me kortikosteroide, krahas terapisé antiglaukomatoze.
Njé dité pas intervenimit éshté vérejtur périmirésim i
shikimit deri né lévizje té dorés para syve, ndérsa ditén e
pesté shikimi ka gené numérim i gishtave né 3m largési
si dhe térhegje graduale té shenjave té inflamacionit
(Figura 3). Pacienti éshté léshuar pér mjekim shtépiak
pas pérmirésimit té shikimit dhe éshté rekomanduar
kontrolli i rregullt i IOP dhe vazhdimi i mjekimit me
terapi antiglaukomatoze.
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Figura 3. OCT e segmentit té pérparém té syrit qé tregon
pér mungesé té edemés sé kornesé

Ulja e faktoréve preoperativé té rrezikut pér infeksion
éshté hapi mé i réndésishém né prevenimin e infeksioneve
postoperative. Vecanérisht, nuk duhet ti nénshtrohen
ndérhyrjes kirurgjikale pacientét me blepharitis,
conjunctivitis, chordeolum, canaliculitis, dacryocistits.
Kujdes té vecanté duhet patur te pacientét qé kané
mbajtur thjerréza té kontaktit si dhe te ato me protezé
kontralaterale. Profilaksa preoperative me antibiotik
topikal ka ulur incidencén e infeksioneve postoperative
né krahasim me rastet kur nuk éshté pérdorur profilaksa
topikale preoperative. Rekomandohet aplikimi topikal i
antibiotikut 30-140 min para ndérhyrjes kirurgjikale (19).
Poashtu administrimi subkonjunktival i antibiotikéve
menjéheré pas pérfundimit té operacionit ka ulur
incidencén e infeksioneve postoperative (20). Réndési
té vecanté né uljen e rasteve me endoftalmit ka treguar
edhe pérdorimi i antibiotikéve né solucionet infuzive pér
irigim qé pérdoren gjaté procedurés Phaco et IOL (21).

KONKLUZIONI

Si pérfundim, menaxhimi i endoftalmitit postoperative
konsiston né izolimin sa mé té hershém té shkaktarit
patogjen qé pércakton edhe llojin e trajtimit pér té
penguar rekurencén dhe pér té dhéné rezultate mé té
mira né pérmirésimin e shikimit. Sipas rekomandimeve
nga studimi pér vitrektomi dhe endoftalmitis (EVS),
fillimisht duhet trajtuar me antibiotik IV pavarésisht
nga shkalla e humbjes sé shikimit ndérsa vitrektomia
merret parasysh si zgjidhje vetém te rastet me démtim té
shikimit deri né LP, kur éshté humbur refleksi i kuq dhe
zakonisht kombinohet me aplikimin IV té antibiotikut.
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ABSTRACT

Introduction: Endophthalmitis represents intraocular inflammation that includes the posterior and/or anterior
part of the eye. Its importance consists in the definitive consequences which can be loss of vision. Most often it
appears as a postoperative complication. Clinical presentation is with decreased vision and eye pain, also with
hypopyon, increased intraocular pressure, corneal edema, vitritis and retinitis. It can be infectious and non-
infectious. Noninfectious endophthalmitis occurs as an immune reaction to the intraocular lens or lens fragments
after cataract surgery. The treatment consists on the intravitreal application of antibiotics, as the first choice of
therapy. Pars plana vitrectomy may be necessary in cases of severe visual impairment.

Case Presentation: Patient operated by cataract disease with intraocular lens implantation in anterior chamber.
Two weeks after the intervention, the condition of the patient is complicated with eye pain, redness and drastic
decreased vision for which the patient is hospitalized to be treated as acute endophtalmitis. After hospital
release, the condition of the patient is again aggravated and is sent to the Clinic for Eye Diseases in Skopje. We
reported light perception vision and elevated intraocular pressure. Bimoicroscopy: edema and drooping of the
upper eyelid, severe conjunctiva hyperaemia, blurred cornea, stromal edema and Descement’s folds, hypopion,
seclussio pupillae, fluctuation of vitreous membranes, poor red reflex. Eye ultrasound has shown the presence of
exudation in the vitreus. At the patient was aspirated the anterior chamber and vitreus, the specimen was sent
for microbiological analysis , and after that was applied vancomicyn. The patient was treated with systemic and
local antibiotics as well as with systemic and local steroids besides antiglaucomatosis therapy. One day after the
intervention, the visual acuity was hand movement in front of his eye, while on the fifth day, he visual acuity was
improved to counting fingers at 3m.

Conclusion: Intravitreal injection of antibiotics, respectively vancomycin is the main choice of postoperative
endophtalmitis treatment. Initially, it should be treated with intravitreal antibiotics regardless of the degree of
visual acuity, while vitrectomy is considered as a solution at cases with absence of red reflex.

Keywords: postoperative endophthalmitis, intravitreal application of antibiotics, pars plana vitrectomy
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ABSTRACT

Classical form of Kaposi’s sarcoma (CKS) is a rare vascular neoplasm mainly affecting the skin of the lower
extremities. Although mostly patients with Kaposi's sarcoma are HIV positive in some studies is reported for
sporadic cases of patients with Kaposi sarcoma non affected by HIV infection.

Objective :to present some cases of patients with this form of sarcoma in a non immune suppressed and non
HIV positive patient.

Material and metods: Three patients aged 53, 59 and 78 years old are admitted in our department because of
multiple small skin tumors formations localized mainly in their legs. The biggest changes were removed through
a surgery and was sent for histo - pathological examination. All cases resulted Kaposi sarcoma while serological
examination was negative for HIV, HBs and Ag/Anti HCV but positive for HHVS.

Conclusion: although rare disease Kaposi sarcoma should take in consideration in the differential diagnosis of

cutaneous lesions especially in immunosuppressed patients.

Key words: Kaposi sarcoma, skin lesion, HVV - 8

INTRODUCTION

Described first by the Hungarian pathologist Moritz
Kaposi [1] from which it has received the name, sarcoma
Kaposi is a malignant multicenter angio-proliferative neo-
plasm characterized macroscopically by the development
of multiple tumors frequently elevated above the skin
and wine-colored.

Kaposi sarcoma has four well-defined clinical
presentations which have been categorized in four
known clinical-epidemiological types: 1. chronic or classic
(prevalent in Eastern European and Mediterranean
people in North Americans and in Jewish people),
lymphangiopathic or endemic type

more frequent in black children and young people
(Africa), transplant-associated frequently seen in patients
with organ transplantation or who are using immu-
nosuppressive drugs , and AIDS-associated or epidemic
more frequent in homosexual and bisexual young male
adults.[2,3,4] Klasic form of Kaposi sarcomas is described
with high incidence in the Mediterranean region and

Eastern European country. This form usually occurs
between the fifth to the eighth decadeof life and withthe
evidently male predomination.[5, 6]

This forms of neoplasm caused by the HHV 8 known also
as Kaposi’s sarcoma-associated herpesvirus (KSHV) are
more benign form then that associated with HIV infection
which are more aggressive.

Objective: classical form of Kaposi Sarcoma is a rare
disease in our practice. The objective of this study is to
present some cases of this form of sarcoma in a non
immunesuppressed and non HIV positive patient.

Material and metods: this study was carried out at the
Department of Surgery in Clinical Hospital Center of
Tetove. Three patients aged 53, 59 and 78 years old are
admitted in our department because of the skin tumor
formations localized mainly in the legs. Lesions were
wine colored and painless.

The biggest changes were removed through a surgery
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and was sent for histo - pathological examination. After
confirmation of the diagnosis abdominal and thoracal
CT scan were performed with intention to exclude the
similar visceral lesions. Further treatment of patients
continued in the clinic of Hemato- oncology.

RESULTS

After hospitalization patientswere completedwith all
thenecessaryexaminations.  Baseline  investigations
included a complete history of the disease, physical
examination, and localizations of all lesions.

Each patient was completed with biochemical and
immunological analysis such as serum chemistry,
complete blood counts, and serum tests for human
immunodeficiency virus, hepatitis B and C. In all patients
a chest radiography, computed tomography of the
chest and abdomen, and abdominal echotomography is
performed.

Patients refer that the disease has gradually started
with the appearance of some red spots on their legs.
This changes gradually progress to papular and nodular
eruptions with spontaneous bleeding. At the following
months an increasing number of similar lesions
developed over their legs associated with the unbearable
feeling of discomfort and edema.

In clinical examinationall patients had multiple lesions
at the lower limbs. They are wine colored friable nodules
which hemorrhage after their moderately touch. The
appearance, dimension, number and sites of lesions were
recorded.

Morphologically most of the lesions were classified as
nodular and some of them as ulcerative. (foto 1).

Foto 1. the distribution of the tumors in the legs
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The patientswas never treated with the immuno-
suppressive drugsand they have not never received any
blood transfusions. Theynegate anyviral syndromes,or
seriousinfection. In anamnestic data they denied the
recent changes such as weight loss, fatigue, anorexia,
night sweets or use of any remedies.

All three patients was instructed in our department
with the provisional diagnosis of suspected
hemangioendothelioma. After surgical removal of
some of the tumors formation they are sent and
processed forpathohistologicalexaminationand immuno-
histochemicalanalysis.

Histological evaluation of the excised tumors revealed a
lot of endothelium-lined channels, aggregation of fusi-
form cells, angiogenesis and collection of fibrin associated
with hemorrhagic areas.Immunohistochemical analysis
of the expression of the endothelial associated antigens
CD31, CD34 were performed and resulted positive. The
Ki-67 protein resulted with high proliferative index.
All this examination revealed the presence of Classic
Kaposi’s Sarcoma.

Serologic examination were negative for HIV, HBsand Ag/
Anti HCV but positive for HHVS.

Chest radiographs, abdominal ultrasound even as
thoracic and abdominal CT not found any visceral lesion.

After that the patients were followed to the clinic of
hematology and began systemic chemotherapy with
subsequent improvement in their lesions.

DISCUSSION

The classic form of Kaposi's sarcoma (KS) represent
a multifocallympho-angioproliferative disease seen
especially in elderly men of Mediterranean areas.[7,9]
The high incidence in the older people is probably
related to low immunity.Most of the epidemiological and
immunological studies show that the classical form of KS
is closely related to infection with the HHV-8.[8]

Initially the skin lesions in KS are macular and have dark
blue or wine color and later the flat lesion form nodular
and fungiformpapillars ~ tumors which commonly
ulcerate and bleed.The size of the lesion varied from
very small to several centimeters in diameter. They can
remain unchanged for long time or can change rapidly
in a few weeks or months with rapidprogression after a
long, indolent course.[9]
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The main localizations of this changes are the legs. In rare
cases they may occur on the trunk and on the arms. Legs
edemamight be observed before the skin lesions.[10, 11]

The etiology of KSis not completely clear but that can be
attributed to several factors, such as endothelial growth
factor, oncogenic expression and genetic predisposition
associated with possible environmental cofactors.[12.]

The classic form of KS mainly appeared at the skin and
often can be mistaken with other skin disease such
as dermatitis, pyogenic granuloma, angiosarcoma,
angiodermatitis or arterio venous malformations.[13]
Thre form of progression can be recognized in KS: the
appearance of skin patch disseminated especially in the
legs and difficult to distinguish from other skin lesions
which gradually progress and form the elevated plaque
and finally they may develop to the nodules which may
cause pain and difficulty in walking.

Although KS is characterized by asymptomatic cutaneous
lesions sometimes this disease can be rapidlyprogress
with edema or visceralinvolvement.

The optimal treatment of classic KS has not been vet
defined and is still a matter of debate but the combination
therapy of cytostatic with vinblastine, vincristine or
bleomycin are favorable treatments because of negligible
side effects and excellent responses.[14] Vinblastine
is recommended as a first choice for treatment of
disseminated classic KS because of less toxicyti and high
effectivity.[15,]

In some localized cases other modalities such as simple

excision, cryotherapy, laser therapy are used (8), but
these modalities can't beused in patients with large
involved skin

areas ore in them with disseminated lesions in GI or
respiratory tract. In such cases the treatment with
interferonalpha,

human chronic gonadotropin ore pegylated-liposomal
doxorubicin are also effective.[16] Use of radiotherapy in
cutaneous form of classical KS provides e good palliation
with minimal side effectsthe treatment is well tolerated
and temporarily controls large localized lesions.[17, 18]

CONCLUSION

Although a rare disease classic form of KS must be take
in consideration especially in old men with persistent
and progressive skin changes in form of a red-black

Case report I

plaques in the early phase, to afragile and hemorrhagic
nodules of a different size. Skin biopsy with the added use
of immunohistochemistry is important for making the
correct diagnosis.
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FORMA KLASIKE E SARKOMESSEKAPOSHIT - PERVOJAJONE

Haxhirexha K, Trajkovska E, Dika - Haxhirexha F.

Departamenti i kirurgjisé-Spitali Klinik - Tetové

ABSTRAKTI

Forma klasike e sarkomés sé Kaposhit éshté neoplazi e rallé vaskulare e cila afekton kryesisht lékurén e
ekstremiteteve té poshtme.

Ndonése shumica e pacientéve me sarkomén Kaposhijané HIV pozitiv disa studime raportojné pér raste sporadike
té pacientéve me sarkomén Kaposhi por gé jané HIV negativ.

Qéllimi i punimit: Té prezantojmé disa raste té pacientéve me kété formé té ralle te sarkomés tek personat HIV
negativ dhe té pa imunokomprometuar.

Materiali dhe metodat: Tre pacienté té moshave 53, 59 dhe 78 vjecarejané hospitalizuar né reapartin toné pér
shkak té pranisé sé formacioneve multiple tumoroze té lokalizuara kryesisht né ekstremitetet e poshtme.

Rezultati: Formacionet tumoroze mé té médha u hogén pérmes ndérhyrjes kirurgjike dhe u dérguan pér
egzaminim histo-patologjik dhe serologjik. Egzaminimi histo-patologjik rezultoi sarkomé e Kaposhit ndérsa testet
serologjike ishin negative pér HIV, HBs dhe Anti HCV porpozitive pér HHVS.

Pérfundim: Edhe pse sémundje rrallé sarkoma Kaposhi duhet té miret né konsideraté né diagnozén diferenciale
té lezioneve kutane vecanérisht tek pacientét e imunokomprometuar.

Fjalétkyce: sarkoma Kaposhi, lezionet kutane, HHV 8
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THE EVALUATION AND DIAGNOSIS OF LIPOSARCOMA
AND THE RECURRENT TUMOR WITH COMPUTED
TOMOGRAPHY-CASE REPORT

EBAJIYALIUJA U TNJATHO3A HA JIMTIOCAPKOM
N PEKYPEHTEH TYMOP CO KOMITJYTEPCKA
TOMOTI'PA®HJA - IIPUKA3 HA CJIYUAJ
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ABSTRACT

Liposarcoma is a rare cancer of connective tissues that resemble fat cells under a microscope. It accounts for up
to 18% of all soft tissue sarcomas. Liposarcoma can occur in almost any part of the body, but more than half of
liposarcoma cases involve the thigh, and up to a third involve the abdominal cavity.Liposarcoma most commonly
occurs in people between the ages of 50 to 70. . Liposarcomas that are found and treated before they spread have
a better chance of being cured. The prognosis varies depending on the site of origin, the type of cancer cell, the
tumor size, the depth, and proximity to lymph nodes. Well-differentiated liposarcomas treated with surgery and
radiation have a low recurrence rate (about 10%) and rarely metastasize

Female, 48-year old patient, with gigant retroperitoneal, heterogeneous, well-defined mass with solid aspect
was detected by renal ultrasonography, Computerized tomography was performed, showing an expansive, solid,
heterogeneous lesion in right abdomen with -38 UH attenuation, heterodense, measuring 35 x 17cm mass with
capsula and with preservation of perirenal fat. There was no contrastmedium impregnation in the tumoral lesion
during the late phase. Radical right nephrectomy was performed. Mass and weight of tumor is 2.5 kg. After one
year, a relapse occurred and after repeated surgery a recurrent tumor appeared and was diagnosed by computer
tomography of the abdomen and small pelvis

Key words: liposarcoma, retroperitoneum, CT, recurrent tumor

INTRODUCTION

Liposarcoma is a rare cancer of connective tissues that
resemble fat cells under a microscope. It accounts for
up to 18% of all soft tissue sarcomas. Liposarcoma can
occur in almost any part of the body, but more than
half of liposarcoma cases involve the thigh, and up to a
third involve the abdominal cavity. Liposarcoma tends
to affects adults between the ages of 40 and 60. When
it does occur in children, it is usually during the teenage
vears.. The risk of recurrence and metastasis with
liposarcoma increases with higher grade. Most people
with liposarcoma do not feel sick. They might notice
a lump (which can be soft or firm to the touch) that is

usually painless and slow growing. Unfortunately, tumors
in the abdomen can grow to be quite large before they
are found. Radiographic features- CT show heterogenous
mass, varying amount of fat and soft tissue, multiple
septae, enhancing soft tissue components. There are
two main types of biopsy: a needle and a surgical biopsy.
The location, incision and technical aspects of the hiopsy
can affect a patient’s treatment options and outcome.
Therefore, it is essential that the biopsy is planned by a
surgeon or radiologist experienced with sarcomas.

The results of the biopsy and imaging studies provide
physicians with an idea of the “extent of spread,” or stage,

261 | Medical Journal - MEDICUS

AN



Case report

of disease that can be used to create a treatment plan.

Complete surgical removal of tumors within the
abdomen is difficult, in part because of the difficulty in
getting clear margins of normal tissue. The combination
of surgery and radiation therapy has been shown to
prevent recurrence at the surgical site in about 85-90%
of liposarcoma cases. .The role of chemotherapy in the
treatment of liposarcoma is not clearly defined, but it may
be recommended in certain situations where patients are
at high risk of recurrence or already have widespread
disease. Prognosis statistics are based on the study of
groups of liposarcoma patients. These statistics cannot
predict the future of an individual patient, but they can be
useful in considering the most appropriate treatment and
follow-up for a patient. Routine follow up will continue
throughout the patient’s life. It usually includes a physical
examination and imaging studies. An MRI or CT scan of
the original tumor location is typical, and a chest x-ray
or CT imaging is used to detect metastasis. Metastatic
disease is haematogenous and the extent of metastases
is related to the histological grade of the tumors. .
The primary treatment option is resection if possible.
However, local recurrence is common and occurs in two-
thirds of patients. This is usually a sign of incomplete
resection and highlights the difficulty in discriminating
liposarcomas from normal retroperitoneal fat.

CASE REPORT

Female, 48-year old patient, with gigant retroperitoneal,
heterogeneous, well-defined mass with solid aspect
was detected by renal ultrasonography, Computerized
tomography was performed, showing an expansive,
solid, heterogeneous lesion in right abdomen with -38
UH attenuation, heterodense, measuring 35 x 17cm mass
with capsula and with preservation of perirenal fat. There
was no contrastmedium impregnation in the tumoral
lesion during the late phase. Radical right nephrectomy
was performed. Mass and weight of tumor is 2.5 kg.

Two vyears after surgical treatment of the fourth ct
control was diagnosed with recurrent tumor, which
was surgically removed. 1 year after the intervention on
the other ct control once again revealed a tumor with
a diameter of 5 cm, which after 3 months was twice
bigger the dimensions. Relapse appeared on the site
nephrectomy and, the patient had no distant metastases
or enlarged lymph nodes. CT of the abdomen, which we
made in September, the tumor was the same size. Control
points to be made after 6 months
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CT BEFORE SURGERY TREATMENT

Control CT after 3 month does not show metastasize in
the abdominal organs

CT AFTER SURGERY TREATMENT- SECOND RECCURENT
TUMOR AFTER THREE YEARS

SLAGANA
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DISCUSSION

The diagnosis and treatment of STS mandates a
multidisciplinary approach ideally carried out in
reference centers treating a high number of patients
annually. Different imaging studies can be used in the
evaluation of PRT/RPS: conventional radiographies of
the abdomen usually indicate displacement of bowel
and altered intestinal aeration, and may show signs
of calcification in the tumoral mass (suggestive of
teratoma). Ultrasound is useful as a quick first evaluator
of abdominal complaints, but is of limited value for in-
depth evaluation of RP masses, especially in adults
with increased abdominal girth/obesity. Doppler/duplex
ultrasound may offer additional information on the
patency of the femoral and iliac vessels and of the inferior
caval vein (ICV), especially in case of suspicion of partial
or complete deep venous thrombosis due to vascular
compression. The diagnostic investigation of choice to
evaluate PRT/RPS is contrast-enhanced CT-scanning or
MRI of the abdomen and pelvis. They will determine the
anatomical location of the tumor, its size, and probable
origin, the relationship of the tumor to adjacent visceral
and neurovascular structures, possible compression or
invasion, and the presence or absence of transperitoneal
spread or liver or lung metastases. Liposarcomas
demonstrate a characteristic appearance on CT and MRI
with a predominantly fatty component.

CONCLUSION

Retroperitoneal liposarcoma is a rare tumor, and exhibits
considerable histological heterogeneity. Adequate staging
and grading is essential in guiding the therapeutic
approach. Macroscopically complete resection offers the
best chance of prolonged recurrence free survival. The
value of extensive, “compartmental” resection in these
patients is at present not well defined, but influenced by
disease biology. Preoperative radiotherapy may lower the
risk of locally recurrent disease.

Preferred examination - Computed tomography (CT)
scanning plays an important role in the preoperative
evaluation of lipomatous and myxoid tumors of the
soft tissue.b Besides providing valuable morphologic
information, CT scan findings help to some extent in the
differentiation of various types of lipomatous tumors.
Well-differentiated liposarcomas may be distinguished
from other types of tumors on the basis of their largely
lipomatous appearance., CT was able to demonstrate
disease when all other studies were still negative.

Case report I

The most important use of CT in liposarcoma is in the
determination of the true extent of disease

Gadolinium-enhanced magnetic resonance imaging (MRI)
is important in differentiating myxoid liposarcomas from
benign cystic tumors.

Findings in plain radiography are nonspecific, and
the modality usually offers little except perhaps aid in
confirming the presence of a soft-tissue mass. Frequently,
fat is not detectable radiologically. Ultrasonography is
helpful in confirming the presence of a mass when doubt
exists. The use of radionuclides has been anecdotal,
but imaging with fluorine-18 fluorodeoxyglucose ([18F]
FDG) positron emission tomography (PET) scanning
holds promise. CT scan also determines the size and
depth of the tumor, stage of the disease, presence of
lymphadenopathy, and evide. Furthermore, CT was able
to demonstrate disease when all other studies were still
negative. The most important use of CT in liposarcoma
is in the determination of the true extent of disease. CT
frequently can define the size and location of residual
tumor. This is of particular importance because of the
high incidence of local recurrence. Moreover, CT can
contribute significantly to the radiation. Computed
tomography is also very useful in the determination of
tumor response to therapy and, frequently, is the only
modality that can be considered reliable for clinical
follow-up.

Finally, CT is invaluable in the detection of tumor
recurrence. As mentioned previously, tumor recurrence
is quite common in liposarcoma. Early detection is
imperative because of the poor prognosis.
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EBAJIYAIIVJA U INJATHO3A HA JIMITOCAPKOM U PEKYPEHTEH TYMOP
CO KOMIIJYTEPCKA TOMOI'PA®UJA-TIPUKA3 HA C/TYUA]

JakumoBcka C., Unuesa C.

J3Y Omrra bonnuiia KymanoBo

ABrop 3a KopecrongeHnyja: e-mail: slavica.jakimovska@yahoo.com

ABCTPAKT

JIUMocapKoOMOT e PefloK MajurHeH TyMOpP Ha CBP3HOTO TKUBO.ITof MUKDPOCKOIT JIMUM Ha TKUBO O] MACHU KJIETKU.
Toj ce nujarHocTuMpa U 1ojaByBa [0 18% of1 cuTe capKkOMU Ha MeKUTe TKUBA. JIMTIocapKOMOT MOKe fla ce CJIy4uun
Ila ce MojaBu BO PEUNCH CEKOj IeJT Of] TeJIOTO, HO TIOBEeKe Off IOJIOBMHA Of1 CJIyJanTe ce jaByBa Ha OyTOT, U 10 ejHa
TPETUHAOJ, CJIyJanuTe ce IMjarHOCTULIMPAaT BO abflOMEHOT.

JIunocapKoMOT HajuecTo ce jaByBa Kaj Jiyre Ha Bo3pacT of 50 no 70 roguHu. JIunocapkoMute KOU ce Haoraar 1 ce
TpeTupaar rnpeji la Meracrasupaar MMaar rnofoopa maHca jia OuzaT usjiekyBaHu. [Ipornosara Bapupa BO 3aBUCHOCT
O]l MECTOTO Ha TMOTEKJIO, BUJIOT Ha KJIETKUTe M ToJIeMUHATA HA TYMOPOT, jlabounHata, U OnmMsuHara Ha JTUMGHN
jasnu. [lobpo audepeHnpany UMIOCAPKOMU KOU Ce TPeTUpaaT XWPYIIKKM U CO 3paderhe MMAaaT HUCKa cTarka Ha
noBTOpyBatbe (okony 10%), 1 peTKo MeTacTazupaar

IIpuka3s Ha ciyuaj

48-ropiHa NMalyeHTKa, Co OrpoOMHA PETPOIIEePUTOHEeasHa, XeTeporexa, 106po orpaHUYeHa Maca co COIUJIEH acreKT
e OTKpueHa co yirpacoHorpaduja Ha ypuHapeH TPakT U abjiomeH, 1o mro Oelie HarpaBeHa Kowmrijyrepusnpana
ToMorpaduja Ha abZJlOMEHOT U Majia Kapanila , Ha Koja ce OTKPM eKCMaH3MBHA, CONMJIHA, XeTepoJleH3Ha Jie3uja BO
neceH abgoMmeH co -38 YX gensureT , MacaTa Ha TYMOpPOT 0elle co IuMeH3nu 35 X 17 cM co Karicysa 1 cO IMOTeKJI0
o[l TlepupeHasiHa MacT. He ce nobu nprkas Ha MOCTKOHTPACTHO TTpebojyBarbe 1o UB JlajieH KOHTPACT BO TYMOpPCKaTa
jle3uja 3a BpeMe Ha JIBeTe IMOCTKOHTPACTHU CKeHUpama. Kaj maiyeHTkara Oellle HarpaBeHa pajiUKkasHa jiecHa
HedpekToMUja. Maca 1 TeKKMHa Ha TyMOpPOT e 2,5 Kr. 1o efiHa rofiviHa ce 110jaBu PeLyunB, 1 110 [IOBTOPHA OrlepaLiyja
IIaK Ce I10jaBy PeKypPeHTeH TYMOP KOj ce AujarHOCTULMpalle U ce CjIe[iy CO ITOMOLI Ha KOMITjyTepcKa ToMmorpaduja Ha
abOMEHOT 1 Majia Kapyuiia

Knyunu 3060poBuU: JIUTIOCAPKOM, PETPOIIEPUTOHEYM, KOMITjyTepcKa soMorpaduja,, peKypeHTeH TyMOop

Revisté mjekésore - MEDICUS | 264

IS ISP



L

Brief communications

)

GOSTIVARI PASUROHET EDHE ME NJE MAGJISTER NE SHKENCAT MJEKSORE

Té Mérkurén me 09.03.2016 né Universitetin Kiril dhe
Metodi, pran fakultetit te Mjeksisé né Shkup. Dr. Bardhil
Idrizi mbrojti me sukses temén e magjistraturés.

Kandidati dr. Bardhil Idrizi para Komisionit pér
vlerésimin dhe mbrojtjen e tezés sé magjistraturés, né
pérbérje: prof. Dr. Emilija Vlaski, prof. Dr. Irena Kondova
dhe Doc. Dr. Katerina Stavric (Mentor), e mbrojti me
sukses temén e magjistraturés me titull

* Pérdorimi I antibiotikéve pér infekcionet e
rrugéve t& sipérme & frrymémarjes te fémijet”.
nga té cilet u vlerésua me not€ maksimale.

Punimi éshté njé pérgatitje serioze dhe e kualifikuar e
pediatrit te qytetit tone i cili e ka pérzgjedhur me kujdes
dhe zgjuarsi temén aktuale, na ka dhéné njé studim té
vetin, origjinal dhe té shkruar me njé gjuhé té pastér, té
rrjedhshme dhe té kuptueshme pér té gjithé.

Punimi shkencoré i dr. Bardhil Idrizi-t karakterizohet
nga njé trajtim té kujdeshém dhe té pasur praktik, me
pargitjen e shumé shembujve ku népérmjet kétij trajtimi,
ai mbulon njé fushé té gjeré veprimi.

Fémijét té cilét shkojné né cerdhe dhe shkollé gjaté dimrit
sémuren mé shumé nga infeksionet e fytit dhe bajameve,
pojo te gjitha ato duhet kuruar me antibiotike. Shumica e
infeksioneve gé shfagen tek fémijét lidhen me viruset dhe
né kéta lloj rastesh pérdorimi i antibiotikéve nuk éshté
i nevojshém. Familjet fillojné té pérdorin antibiotikét
sa heré qé i sémuren fémijét. Por nuk duhet harruar se
antibiotikét té cilét nuk merren né dozén dhe kohén e
pércaktuar shkaktojné mé shumé dém se dobi.

Pérdorimi pa kursim i antibiotikeve, e kané kthyer ate né
njé luftétar té dobét, pérballé mikrobeve gjithnjé e mé té
ndryshuara. Rezistenca antimikrobiale éshté njé problem
global. Si rezultat i sajé shumé sémundje infektive njé
dité mund té béhen té pakontrollueshme dhe mund té
pérhapen me shpejtesi né té gjithé boten duke rezikuar
njerzimin.

Si Pérfundim: Ky studim tregoi se pérshkruarja e
antibiotikéve te fémijet né vendin toné éshté né nje nivel
té larté.

Ai gjithastu pershruajti rekomandimet ge duhet mare,

pér té reduktuar pershkruarjen e panevojshme té
antibiotikéve te fémijét. Permbajtja dhe zbatimin e
udhézimeve nga ana e mjekéve, edukimin shéndetsoré
té prindérve pér simptomet mé té shpeshta te sémundet
infektive respiratore, perkujesjen dhe trajtimin e tyre,
kohzgjatjen e semundjes si dhe kohén e paragitjes sé
fémijes pér kontrolé te mjeku.

Ai gjithashtu theksoi se duke futur hetime plotésuese
laboratorike Strep-testin do té ndihmojné mjekun e
familjes gé mé lehté té marré vendime pér pérshkruarjen
e antibiotikeve. Me ndérhyrje té tilla mund té zvoglohet
2/3 té pershkruarjes se antibiotikéve te fémijet.

Vlené té theksohet se kandidati dr Bardhil Idrizi ishte
nje nga té paret nga niveli master qé paragiti dhe mbrojti
me sukses punimin e tij shkencore me njé temé té tillé
kaq specifike dhe e pashtjelluar deri me tani né trevat
shqiptare.

Ky aspekt e bén punimin interesant, i jep jeté dhe e béné
ate té gjithé pérdorshém.

Pérfundimi i leximit té temés té 1é me mendimin se ai ia
ka arritur qéllimit pér té cilin éshté angazhuar.

Dr. Bardhil Idrizi éshté edhe autor i Librit Behu mjek
i fémijes suaj, liber me udhezime pér prinder ku
pérshkruhen gjéra praktike mjeksore pér femijet.
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Medicus is an international journal of that publishes
papers from all areas of medical research. Furthermore,
the journal indends to bring educational material of high
quality to its members for continuous medical education
(CME), by publishing original research, professional and
review papers, case reports, brief communications,
literature summary articles and editorials.

The Journal is official organ of the »Association of
Albanian Medical Doctors from Macedonia«.

The language of publication is Albanian and English (the
editorial board may decide whether other language will
be used for publications). Authors are requested to have
their paper proof-readed and edited for the respective
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Please use standard-sized paper and submit your article
in the following formate: Word for Windows, Times New
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Authors should adhere to the International Committee of
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far as they apply. These can be found at www.icmje.org.
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Articles to be published in Medicus will be peer-reviewed.
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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 I

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

1. 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



Ay

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 qarta.
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 qé 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 qé 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 I

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..

Shénoni té gjithé autorét kur jané gjashté e mé pak; kur jané
shtaté ose mé tepér, shénoni tre té parét, pastaj shtoni “et.al.”
Pas emrave té autoréve shkruhet titulliiartikullit; emri i revistés
ishkurtuar 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, titulli i
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.

List all authors when there are six or fewer; when there are
seven or more, list the first three, then add “et al.” 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:



Ay

Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
¢éshtja e numrave neglizhohet nése ka numértim té vazhdueshém
pérg-jaté 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.

5. Department of Health. National service framework for coronary
heart disease. London: DoH, 2000.

www.doh.gov.uk/nsf/coronary.htm (accessed 6 Jun 2003).

6. Kamberi A, Kondili A, Goda A, dhe bp; Udhérréfyes i shkurtér i
Shogqatés Shqiptare té Kardiologjisé pér parandalimin e Sémundjes
Aterosklerotike Kardiovaskulare né praktikén klinike, Tirané, 2006

7. Azemi M, Shala M, dhe bp. Pediatria sociale dhe mbrojtja shénde-
tésore e fémijéve dhe nénave. Pediatria, Prishtiné 2010; 9-25

Shmangni pérdorimin e abstrakteve si referenca; “té dhéna
té papub-likuara” dhe “komunikime personale”. Referencat e
pranueshme, por ende té papublikuara lejohet té merren, vetém
nése shénoni se jané “né shtyp”.

6. Mirénjohjet: Ju mund té keni déshiré té falénderoni njerézit qé
ju kané ndihmuar. Kéto mund té rangohen prej atyre gé ju kané
pérkrahur me teknika eksperimentale deri tek ata gé ju kané
késhilluar deri né bér-jen e doréshkrimit final.

7. Formati i fajllit té té dhénave pér ilustrimet (figurat): JPG

Nése pérdoren fotografité e pacientéve, qofté subjekti, qofté
fotografité e tyre nuk duhet té jené té identifikuara, ato duhet té
shogérohen me lejen e shkruar nga ta pér pérdorimin e figurés.
Format e lejuara jané né dispozicion nga redaksia.

Nése fajllet e té dhénave jané shumé té médha pér t'u dérguar me
e-mail, rekomandohet dérgimi me CD né adresén toné.

8. Legjendat pér Ilustrimet (Figurat)

Legjenda e tabelés duhet té vendoset mbi tabelé. Referenca e njé
tabeleje, e cila éshté marré nga ndonjé publikim tjetér, duhet té
vendoset poshté tabelés. (Eshté pérgjegjési e autorit té sigurojé
lejen e ribotimit nga botuesit e atij botimi) Legjenda e figurés
duhet té vendoset né fund té fages. Referenca e figurés e marré
nga ndonjé tjetér publikim vendoset né fund té legjendés. (Leja e
ribotimit duhet té sigurohet nga botuesi i kétij botimi).
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obtained from the publishers of this publication).

271 | Medical Journal - MEDICUS

AN









Iy

PSS I IS A SIS I PP



