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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
¥ 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. [ 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. I will maintain by all the means in my
power, the honor and the noble traditions of the medical profession.

My colleagues will be my brothers.

[ 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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PREVALENCE, AWARENESS AND RISK FACTORS OF DIABETES AND
PREDIABETES AMONG ADULT POPULATION OF TETOVO REGION IN
REPUBLIC OF MACEDONIA
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! Faculty of Medicine, State University of Tetovo, Republic of Macedonia
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Medicus 2018, Vol. 23 (1): 7-12
ABSTRAKTI

Aim: The aim of this study was to assess the prevalence, awareness and the risk factors associated with diabetes
mellitus and pre-diabetes in the adult population of the region of Tetovo.

Methods: Total of 630 subjects aged over 18 years were selected at random and constitute a representative sample
of a population of 185.743 inhabitants in the region of Tetovo adjusted for age and sex. All subjects completed
the modified “WHO STEPS questionnaire” and answered questions on socio-demographic data, behavioral data,
disease and family history data. Biochemical analysis of cholesterol, triglycerides, HDL- cholesterol and blood
glucose was estimated in fasting venous blood samples.

Results: Mean age of the population was 43.8 + 16.01 years. Prevalence of diabetes was 9.36% (9.67% male and 9.68 %
female), of pre-diabetes was 16.7% (17.09% vs. 16.25%). 35.59% of diabetics were not aware of their disease. Though
not statistically significant undiagnosed diabetes was higher in females (37.93% vs. 33.33%). Logistic regression
analysis showed: age, family history, serum triglycerides, body mass index and sedentary lifestyle were significantly
associated with an increased risk of diabetes.

Cunclusions: Although the prevalence of diabetes and prediabetes in our sample were somewhat lower than in
general in Macedonia, they remain higher than in the developed countries. This even further obliges the public
health sector to undertake activities with health education programs to increase public awareness of diabetes,
its risk factors and complications.

Keywords: diabetes; prediabetes; awareness; risk factors

INTRODUCTION complications, early detection is important. However, as
indicated in a recent review of data from seven countries,
a substantial proportion of individuals with DM remain
undiagnosed and untreated, both in developed and

Diabetes mellitus (DM) as a global epidemic, represents
a considerable health and socio-economic challenge
growing rapidly worldwide.[1,2]. DM prevalence has : i At i
doubled since 1980, estimated to further increase. If developing countries[4]. Even in high-income countries,

these trends continue, from 425 million in 2017, by 2045, ;}(l)eo/ p;op/(ﬁtion of gndiagnfosed Il)M i'shh]i)gl\}/} at about 30-

629 million of people 20-79 years, will have DM [3]. g _]' 50, 8 ma’?’”t?/ of people wit are uhaware
of having DM complications.[6].

Asone of the major contributors to cardiovascular disease,

for successful management of DM and prevention of its Early detection is also important for the population with

prediabetes (with glycemic values lower than 7 mmol / L

7 | Medical Journal - MEDICUS
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and higher or equal to 6.1 mmol / L) which are at high
risk of developing type 2 DM. Prediabetes risk factors are
the same as for type 2 DM: overweight, advanced age, lack
of physical activity, smoking, and family history{17,18,19].
There is reliable evidence from randomized controlled
studies that intervention in lifestyle contributes to the
slowing or stopping the progression of prediabetes to
diabetes [20,21,22].

As indicated in a review article from 2015, in RM the
estimated total DM prevalence, of both diagnosed and
undiagnosed cases, in RM was around 80,000 people
in 2004, whereas the estimated total DM prevalence in
2014 should be 180,180 [7]. The same report states that
screening at the primary care program suggests that the
prevalence of undiagnosed DM was 6.5%, which means
that half of the patients with DM in Macedonia were
not aware of having DM. According to recent data DM
prevalence in RM was 12.2% (among highest in Europe),
whereas 7.67% of them were undiagnosed. [3].

Considering some socio-economic and cultural
characteristics of the Tetovo region, we thought it
would be useful to estimate total DM prevalence, of both
diagnosed and undiagnosed cases as well as the risk
factors associated with DM of our region.

MATERIAL AND METHODS

In this study we have used the database from our earlier
survey of metabolic syndrome prevalence, so the survey
methodology has been described elsewhere [8]. In short,
630 participants were randomly selected from the
primary health care register that represented several
municipalities with the population of about 200,000
residents of the Tetovo region[10]. The study included
individuals over the age of 18. For examining the subjects
we used “WHO STEPS Instrument” (World Health
Organization STEPwise approach to noncommunicable
disease surveillance). It included the questionnaire
for socio-demographic and behavioral data, physical
measurements and biochemical measurements. For the
determination of metabolic syndrome, we have applied
the revised criteria according to the National Cholesterol
Education Program Adult Treatment Panel III (NCEP
ATPIII)[9].

The venous blood samples for measurement of glycemia
and lipid profile were collected in the morning after
overnight fasting for at least 8 hours. All samples
were analyzed on the same day, using the automated

Revisté mjekésore - MEDICUS | 8
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biochemistry analyzer. According to American Diabetes
Association (ADA)[11], criteria for the diagnosis of DM was
a fasting plasma glucose (FPG) level of 7 mmol/L or higher.
If the blood glucose was high for the first time, then the
diagnosis of DM was made when two separate blood tests
show fasting blood glucose level greater than or equal to 7
mmol/L. Criteria for the diagnosis of prediabetes was FPG
level from 5.6 to 7.0 mmol/L.

STATISTICAL ANALYSIS

Statistical data processing is done in STATISTICA 7.1 and
SPSS 13.0 statistical programs. The following methods
have been implemented:

m In series with numerical variables, were assigned:
Descriptive Statistics (Mean * Std. Dev. + 95.00 CI:
Minimum Value, Maximum Value)

m In series with categorical variables, differences
between analyzed parameters are tested with
Pearson Chi-square (X2);

m In numerical series with no deviations from a
normal distribution, the difference between the
two independent samples was tested by t-test for
independent samples.

m The prognostic role of certain parameters analyzed
as independent variables on DM as a dependent
phenomenon is assigned with the application of
Logistic Regression [Chi Square, WALD, Exp (B) .

RESULTS

Descriptive statistics of parameters analyzed at sample
level are presented in Tablel. The average age of subjects
(310 men and 320 women), varies from 43.81 + 16.01 years,
+ (142.56 to 45.06.

The prevalence of DM in our sample was 9.36%. There
was no significant difference between males and females
(9.67% males and 9.06% females), (95% CI: -3.9978 to
5.2593, p = 0.7929). Table 2 and Figure 1. The prevalence
of undiagnosed DM at the level of the sample (N = 630)
was 3.33% (3.22% male and 3.43% female), (95% CI: -2.8011
to 3.2021, p = 0.883). The difference was not significant.
Whereas, out of the total number of people with DM,
35.59% were unaware of DM. Glycemia values from 5.6
to 70 mmol / L, which is considered as prediabetes, had
6.59% of respondents. Even in this contingent there were
no significant differences between men and women (7.4%
versus 6.5%), (95% CI: -2.8104 to 5.2812, p = 0.5498).
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Tablel. Descriptive statistics of parameters

Original scientific paper I

Parametri Valid N Mean Confidence Confidence Minimum Maximum Std.Dev.
—95,00% +95,00%

Glic. 630 5,41 5,27 5,56 3,70 21,80 1,86
TR 630 1,68 1,61 1,76 0,34 8,70 0,99
HDL-C 630 1,25 1,22 1,28 0,37 5,50 0,40
LDL-C 630 3,21 3,12 3,31 0,34 7,40 1,17
TC 630 5,02 4,93 5,12 1,00 9,70 1,24
Waist cir 630 93,28 92,28 94,29 58,00 161,00 12,82
SBP 630 132,22 130,45 133,99 90,00 230,00 22,58
DBP 630 82,17 81,22 83,13 45,00 140,00 12,17
Weight 630 78,31 77,33 79,30 42,00 118,00 12,59
Height 630 170,06 169,41 170,72 150,00 195,00 8,36
BMI 630 27,14 26,79 27,49 16,00 47,84 4,47

Values are mean + SD;r; BMI:body mass index; SBP:systolic blood presure; DBP:diastolic blod presure; Glic:glicemia; serumLDL-C:low.
density cholesterol; HDL-C: high-density cholesterol; TC:Total cholesterol; TR: Ttiglycerides

Table 2. The Prevalence of DM, Prediabetes and Undiagnosed DM.

Prevalence %
DM Prediabetes | Undiagnosed DM
Total 9.36 6.50 3.33
Male 9.67 74 322
Women 9.06 6.2 3.43
p value p=0.7929 p= 0.5498 p=0.883

*{2- Chi-square test

As expected, the prevalence of DM is related to the
increase in the age group of both sexes. An important
difference between the sexes was only in the age group of

70-79 vears (Figure2) .

12
Undiagnosed DM

10

0 III
DM

Figurel. The Prevalence of DM, Prediabetes and
Undiagnosed DM
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Figure2. Prevalence of DM related te age groups

By using logistic regresion analysis, the predictive role
of certain risk factors as an independent variable in the
occurrence of DM as a dependent phenomenon has been
analyzed. The resultes showed that serum triglyceride
level (95%CI 1.04-2.893, p<0.001), family history for DM
(95%CI 0.122-0.538,p<0,001), older age(95%CI 1.01-1.073, p=
0.002, p<0,01), sedentary life (95%CI, 1.00-2.692, p=0.049,
0<0.05) and BMI (95%ClI, 1.01-1.279, p=0.035, 0<0.05), were
significantly associated with an increased risk of DM.
(Table 3).

DISCUSSION

The Tetovo region in the northwest part of Macedonia has
a population of about 200,000 inhabitants, representing
1/5 of the entire Macedonian population. In a previous
study, we have studied the prevalence of metabolic
syndrome and its risk factors for this condition [8]. Our
sample consisted of 630 subjects who were representative
of the population of this region. Just this contingent
has also been used to determine the prevalence of DM,
prediabetes and the awareness of the people of this
region for diabetes mellitus.

The International DM Federation has reported a
prevalence of DM in adults in Macedonia to be 12.2% [CI:
10.6-13.8] [3]. This figure is among the highest in Europe.
In our sample, the prevalence rate was somewhat lower
(9.36%). This difference is thought to be attributed to the
socioeconomic and cultural circumstances that differ
from the rest of the Republic of Macedonia. The influence
of these factors on the prevalence of diabetes mellitus
has been described in various studies [12-14]. Behavioral
factors also play an important role in this regard [15,16].
Regarding gender differences in prevalence rates, in
our study, it was slightly higher in the male population,
similar to data from European countries but different
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Table 3 Estimating the predictive role of a%e
Cholesterol, abdominal adiposity (WC) blo

0000000000000

education, Income,Family history, Smoking, Alcohol, Triglycerides, HDL-C, LDL-C, Total
pressure, and (Body mass index)BMI in Diabetes Mellitus.

B S.E. Wald df Sig. Exp(B) 95% C.I.for EXP(B)

Lower Upper

Sex 0.292 0.408 0.51 1 0.474 1.33 0.6 2.976

Age 0.043 0.014 9.52 1 0.002* 1.04 1.01 1.073
Education 0.047 0.26 0.033 1 0.856 1.04 0.63 1.743
Family Income 0.074 0.213 0.12 1 0.729 1.07 0.709 1.634
Family history -1.362 0.379 12.9 1 0.000%* 0.25 0.122 0.538
Smoking 0.125 0.192 0.428 1 0.513 1.13 0.779 1.651
Alcohol 0.571 0.533 1.15 1 0.283 1.77 0.623 5.03
Physical activity 0.495 0.253 3.84 1 0.049* 1.64 1 2.692
Triglyceride 0.691 0.18 14.7 1 0.00%* 1.99 1.4 2.839
HDL -0.616 0.567 1.18 1 0.277 0.54 0.178 1.639

LDL -0.107 0.266 0.16 1 0.689 0.899 0.533 1.515
Cholesterol 0.037 0.268 0.019 1 0.892 1.03 0.613 1.755
Waist circumference -0.015 0.023 0.414 1 0.52 0.986 0.943 1.03
Blood pressure 0.019 0.01 3.54 1 0.06 1.02 0.999 1.041
BMI 0.128 0.06 4.46 1 0.035%* 1.13 1 1.279

*p<0.05, *p<0.001

from those of middle east and south America countries
where prevalence to the female population was higher
(3].

In our sample, more than 9 people in 100 adults had
DM. Out of these, 35.59% were detected only during the
survey, which means that the percentage of undiagnosed
DM in our sample was quite low. It was at the level of
developed countries [3]. Compared to the prevalence
of non-diagnosed DM in Macedonia in general, it was
significantly lower [7]. This fact remains to be explored?

The North American and Caribbean region has the
highest prevalence of prediabetes (15.4%), while the
Southeast Asian region has lower prevalence (3.0%). The
countries with the largest number of people with IGT in
2017 were China, the United States and Indonesia [3]. In
our contingent prevalence rate of prediabetes was 6.5%,
slightly more pronounced among males (74% versus 6.2%).
It was, also, slightly more than average in Europe (4.6 %).

Although this condition presents an increased risk for
DM, not every person with prediabetes will have DM in
the future. For this population group, there are reliable
evidence that measures taken in behavior and life style,
contributes to preventing of DM[20,21,21].

In our study on the multivariable logistic model, it
was found that older age, family history, triglycerides,
overweight and physical inactivity were all significantly
associated with an increased risk of DM. While sex,
smoking, alcohol, hypertension, and the social level of the
population in our model did not seem to be an important
factor. Our data support the evidence that overweight
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and obesity, in particular, are potent risk factors for
type 2 DM, and a lifestyle that lacks physical activity and
is rich in a fat diet are important factors of continuous
increase of DM prevalence. These findings are similar to
those previously reported in different populations [22].
These findings also suggest preventive interventions in
the style of life which should be aimed at reducing the
levels of overweight and obesity in our population.

Therefore, it is essential that health education programs
within the public health sector should undertake
activities to raise public awareness of diabetes, its
risk factors and complications as well as to promote a
healthy lifestyle for citizens, including regular health
screening for early detection of diabetes, and reducing
complications associated with diabetes.
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PREVALENCE, AWARENESS AND RISK FACTORS OF DIABETES AND PREDIABETES AMONG
ADULT POPULATION OF TETOVO REGION IN REPUBLIC OF MACEDONIA

Atila Rexhepi”, Bekim Ismaili?, Nevzat Elezi', Shaban Memeti®, Hysni Ismaili!
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2Primary care service, Tetovo, Republic of Macedonia
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ABSTRACT

Qéllimi: Qéllimi i kétij studimi ishte vlerésimi i prevalencés, ndérgjegjésimit dhe faktoréve té rrezikut té lidhur me
diabetin dhe prediabetin ne popullatén adulte té rajonit té Tetovés.

Metodat: Gjithsej 630 subjekte té moshés mbi 18 vjec u pérzgjodhén né ményré té rastésishme dhe pérbénin njé
mostér pérfagésuese té njé popullsie prej 185.743 banoré né rajonin e Tetovés, té pershtatur pér moshén dhe
gjininé. Té gjitha subjektet plotésuan pyetésorin “WHO STEPS” dhe u pérgjigién pyetjeve mbi té dhénat socio-
demografike, té dhénat biheviorale, sémundjet dhe té dhénat e historisé familjare. Vlerat e profilit lipidik dhe té
glukozés u pércaktuan nga mostrat e gjaku venoz té marre esell.

Rezultatet: Mosha mesatare e subjekteve ishte 43.8 = 16.01 vjet. Prevalenca e diabetit ishte 9.36% (9.67% meshkuj
dhe 9.68% femra), té prediabetit 16.7% (17.09% vs 16.25%). Numri prej 35.59% e diabetikéve nuk ishin té vetédijshém
pér sémundjen e tyre. Megjithése statistikisht jo signifikant, prevalenca e diabetit te pa diagnostifikuar ishte mé
e larté tek femrat (37.93% kundrejt 33.33%). Analiza e regresionit logjistik tregoi se: mosha, historia familjare per
diabet, trigliceridet, indeksi i mases trupore, dhe menyra sedentare e jetesés ishin shogeruar me rrezik né rritje
té shfagjes se diabetit.

Konkluza: Edhe pse shifrat pér diabet dhe prediabet né mostrén toné ishin pakes mé té uléta se né nivel shtetéror,
ato mbeten mé té larta se né vendet e zhvilluara. Kjo edhe mé tej e obligon sektorin e shéndetit publik gé té
ndérmarreé aktivitete me programet e edukimit shéndetésor pér té rritur ndérgjegjésimin e publikut pér diabetin,
faktorét e saj té rrezikut dhe komplikimet.

Fjalekyc: diabeti; prediabeti; ndérgjegjésimi; faktoret e rrezikutKeywords: diabetes; prediabetes; awareness; risk
factors
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MHULTUJATEH TPUTHCOK HA MUKLIMJA- AJITEPHATHBA HA LEAK-
POINT PRESSURE

CrojueBcku Camo', JoanoBcka Bukropuja!, [llukone Anekcanpap?

!'VHuBep3uTeTCKa KIMHUKA 3a [ MHEKonorHja u akyrepctBo-Ckorje

2 Knunuka 3a Hedpomoruja Ckorje

Medicus 2018, Vol. 23 (1): 13-16

AIICTPAKT

[TputucokoT BO MOMeHT Ha MoOKpeme (leak-point pressure-LPP) e meduHupan Kako Be3MKajeH MPUTUCOK TTPU
HCTeKyBame Ha yprHa 3a BpeMe Ha TIoKaueH MHTpaabmoMeHasieH TPUTUCOK, BO OTCYCTBO HA KOHTpakidja Ha
TleTpycop Ha MOUHUOT Meyp. MICTHOT ce Mepu BO cTiellnUUHN YCJIOBH, IIITO TIOHEKOTAIT € MHOT'Y TEITKO JIa Ce MPOIIeHN
IajiM ce UCIIOUUTYBaHU. VIHULIMja/THUOT MIPUTHUCOK Ha MUKLIMjA TM MMa MPAKTUYHO MCTUTe TMapameTpu Kako LPP, a
LieJiTa Ha CTy[ujata e fa yTBPAM JIaJii MOoCTojaT pasfivKKW Ha OBOj rapameTap Kaj NnalydeHTKU CO CTpec ypuHapHa
MHKOHTHHEHIIHja, BO OJJHOC Ha JKeHCKU MHIOUBUAYU Oe3 MHKOHTUHeHLMja. Obpabortenu ce 100 maupenTku (50 co CYU
1 50 KOHTpOJIHA TPyIIa), Criopel cTaHAapoHUTe IIPOTOKOIM 3a eBajlyaliija Ha ypuHapHa MHKOHTUMHeHLja. Bo rpymnara
co CYU cpenHara BpelHOCT Ha WHULMjAJTHUOT TPUTUMCOK Ha MUKIMja n3HecyBa 29,80 cmH20, a Kaj KoHTposiHaTa
rpyna 34,44 cmH20, co Bucok mHTepBas Ha moepba un p<0,0001. 3aknydyok: MHUILIMjaTHUOT TIPUTHCOK Ha MUKIIHja
e rioman Kaj naauBuayn co CYW Bo ofgHOC Ha MHOAUBUAYY Oe3 MHKOHTHMHEHIIja 1 e fobpa anTepHaruBa Ha LPP Bo
MOIIUPOKK CTY/IMK Ha TMPOLleHKAa Ha ypuHapHaTa MHKOHTUHEeHIIU]ja.

Knyunu 36opoBu: leak-point pressure, cTpec yprHapHa MTHKOHTUHEHIIN]jA, YPOIUHAMIKA

BOBE]]

[IputHCcOKOT BO MOMeHT Ha Mokpemwe (leak-point pressure-LPP) e neduHupaH Kako Be3WKajieH IPUTUCOK IMPU
HCTeKyBakbe Ha YPUHA 32 BpeMe Ha MoKaueH WHTpaabjioMeHajIeH IPUTHCOK, BO OTCYCTBO Ha KOHTPAKIIMja Ha JIeTPycop
Ha MOYHMOT Meyp. McTHoT Moske Ja Oujie peIM3BHKaH Of Kalll/lame Wi MaHeBap Ha Valsalva, mpu mirro iBara cakTopa
(bU3KMONONIKY Cce pa3/MKyBaaT BO OJJHOC Ha Op3WHATa M MPMpOJaTa Ha MOPACTOT Ha TPUTUCOKOT. lako TOBUCOKU
abIOMIHATHY TIPUTHCOLM MOJKe Jla ce TIOCTUTHAT Co Kalame, leak-point pressure mpu Valsalva maneBap e 1oyi06po
KOHTPOJIMPaH ¥ MOMaJIKy mpomeruB.[1] OIIiTo 3eMeHo, KalllIakheTo ce KOPUCTH 3a TALUeHTH KOU He ITPOTeKyBaar 3a
BpeMe Ha MepemeTo Tipu Valsalva maneBap. [IputucoKoT mpu Koj MpoTeKyBa ypUHATa MOKe Jla ce Ofipe/id BU3YeNTHO,
(h7IyOPOCKOIICKY UM YPOJMHAMCKH.

3a LPP fia Oupie BaujieH TecT, ce MPETIIOCTaBYBa leKa MePHUOT TPaHCYpeTpajieH KaTeTep He ja 00CTpynpa ypeTpara
WIM Ha JIPYT HAauMH ja MeHyBa MCTaTa, JileKa MaHeBapOT He ja MCKPHMBYBa ypeTpara M JieKa Mal[eHTKaTa He TpaBu
TIeJIBUYHA Pe/laKcaliija WK KoHTpakiyja. [1aBeH HeoctaTok Ha LPP e Toa I1To e Tellko /ia ce 3Hae 1ajiu oBKe (DaKTopu
ce WCMIOYMTYBAHH 3a BpeMe Ha TecToT. Mako konmenToT Ha LPP Kako MeTop| 3a MCITMTYBame HA MHKOHTHHEHIHja e
eMITMPUCKHM 37IPaB, HErOBATa BPEJHOCT e OrpaHMUeHa Co HeOCTATOK Ha CTaHjapAu3KMpaHa MeTofonoruja. Bapujarym
ce jaByBaaT BO THIIOT Ha KaTeTep KOj Ce KOPUCTHU (TpaHCYpeTpajieH, peKTajieH, BarnHajieH), Kajaubap Ha KaTeTepor,
BOJIYMeH Ha MCIIOJTHETOCT HA MOUHKOT Meyp TTPH KC/IelyBabeTo 1 MO3KIMjaTa Ha Tal[ieHTKaTa mpu Toa. TouHaTa 6a3Ha
JIMHKja Koja ce KOPUCTH 3a BpeMe Ha TeCTOT, MCTO TaKa Bapupa (o] HYJITO HUBO WM Off HUBOTO Ha KOe MPUTHUCOKOT
CaMOIITO MOYHYBA /Ia PacTe), IITO MOKe Jla HAIlPaBM pa3/iMKa Bo BpegHocTa Ha LPP. MasiKy moyjaToliu ce JocTalHu 3a
rojieMHUHa Ha IfpoMeHaTa Ha LPP 1o XupypIuiku TpeTMaH Ha cTpec ypuHapHaTta uHKoHTHHeHIujaTa(CY ), v Toa BornaBHO
KaKo Taa e BO KopeJial[yja Co CTalKy Ha U3/IeKyBatbe, MoJl00pyBabe WM HeycIieX Ha TPeTMaHOT. EJieH OMIIT 3aK/Ty4oK
e neka LPP, mpu Valsalva maneBap, He ce MeHyBa 3HAUMTETHO aKO TPETMAHOT He ycree. Ha mpumep, o cyoypeTpanHa
ciHT-onepaiyja Kaj 30 keHu, BancanBa LPP 3HaunTeiHO ce 3rojieMuI Mo YCIeliHa onepariyja (poceyHa mpoMeHa
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61,1cm H20; P <0,001), HO He ¥ Mo Heycrex (IpoceuHa
npomena 9,7 cm H20, P = 0,226). [2]

VHUIjaTHUOT NPUTUCOK Ha MUKIIMja T MMa TIPAKTUYHO
ucTuTe mapameTpu Kako LPP, co Taa pasnuka IITO Kaj
MalyeHTKUTe UMaMe YHU(OPMUpaHa CocTojoa, a off HUB
bapame J1a 3aMoYHAT MUKIIMja CBECHO, TIa Ce eTMMUHUPA
HEeKOHTpPOJIMpaHaTa  TeJIBUYHA  peJlakcaluja  Win
KOHTpaKIIHja.

Ilerra Ha oBOj TPVA: € [a VTBPAM [aad IOCTOjaT
PasnMKM BO MHUIIMjaJTHAOT IPUTUCOK HAa MUKIMja Kaj
nanyeHtku co CYU Bo ofiHOC Ha JKeHCKY WHMBUIYH 0e3
MHKOHTHHEHIIHja.

MATEPHUJAJTI 1 METOIU
Bo Tpyzort ce oopaboTenu 100 maiueHTKU 1 Toa:

lrpyma op 50 maiueHTKH CO
MHKOHTUHEHI1ja

cTpec ypWHApHa

2.rpyna op 50 manyeHTKM 0e3 MHKOHTHHEHI[Hja

On cryoujaTa ce MCKIVYeHH MaljieHTKA KOM MMaJie:
IPUCYCTBO Ha YpuHapHa MH(eKIuja, Aujabet, cocTojou
KOU JIOBeJTyBaar 710 MOMMypHja, HeBPOJIONIKY 3a00/TyBatba
(CVI, noBpema Ha medulla spinalis, sclerosis multiplex,
nepucpepHI HEBPOMIATUH U CJ1.), jATPOreHN (DUCTYIU Mer'y
YPMHAPHUOT M TeHUTAJHMOT TPAKT W JIPYTH COCTOjOU
KoM OM MOjKesie [ia B/IMjaaT BP3 MUKI[MjaTa M Hej3UHUTE
napameTpu (HepponuTHjasa u ci.)

(Cure malMeHTKH ce Ha BO3pacT off 36-65 roguHu co
MpoceyHa Bo3pacT of 56 rogunu 3a rpymata co CYU
U mpoceyHa Bo3pacT of 60 rofuHu 3a KOHTpOJIHATA
rpylia HMCIUTAaHWIM, a Oea WMCIUTYBAaHM XOCIUTATHO
wim  amOymaHTcku. Kaj manueHTKuTe of [JjBeTe
TPy e TpuMeHeTa CTaHAApfiHaTa [ujarHOCTUUKA
nporiefiypa  BO  MCJle[lyBalkeTo  Ha  ypMHapHaTa
MHKOHTUHEHIUja, CTIOpe]] MPOTOKOJIOT 3a MHBECTUTaljyja
Ha ypuUHapHa WHKOHTUHEHIWja MHITO Ce TPaKTUKYBa
Ha YHuBepsurerTckarta KnuHuMKa 3a ['vHekonoruja u
akyiepctBo Bo Ckorije. [IpuToa Kaj cekoja ojf maljueHTKUTe
ce HampaBW: UHTEPBjy, Npersie] Ha CeUMEHT Ha YpUHA
U YPUHOKYITYPa, YPOTMHEKONONIKU TIpersiell, TeCTOBU
3a Bepu(MKallija Ha CTPeC ypHMHApPHAa MHKOHTMHEHIMja
U YPOJMHAMCKU HC/IeflyBatha BO KOU C€ BKIIYUEHU:
[Ipodun Ha yperpanen nputucox (YIIII), mucromerpuja,
croyMeTpuja 1 MUKLIOHA IIMCTOMETPHjA. .

3a crmpoBefyBake Ha MHKIMOHATa IMCTOMETpHUja
(mo mperxomHo HampaBeHaTa (oymerpuja, YIIII u
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IMCTOMETpHja) MallieHTKUTe ce MOCTaBeHU BO Cefleuka
TMO3WIMja Ha MMKI[MOHEH KOJIeKTOp, CO MPUTHCOYEH
MepeH KaTeTep BO MOUHMOT Meyp, 10 IITO ce Oapa of
TMalyeHTKaTa Jla ja M3MOKPU MPETXOJHO HamojHeTaTa
TEYHOCT BO MOYHMOT Meyp 710 MaKCHMaJieH KaraluTer.
[Iputoa, ce pmo0MBaaT MOBeKe MPUTHMCOIM BO TEKOT
Ha camaTa MuKuuja. Of KpuBaTa Ha TPOTOKOT, CO
MHTEPIIO/AI[|ja, Ce HOTHPA IIPUTHCOKOT Ha MPUTHCOYHATA
KpMBa BO MOMEHTOT Ha IIOUETOK Ha MHUKIMjaTa.
[TopaTonure ce 00pabOTEHN CO CTATUCTHUKU METOLH U
TPOIIeIypU 3a criopefida Ha HYMEPUYKH HU3M ¥ HUBHU
cpennu BpegHocTH (SPSS Statistics).

PE3Y/ITATH!
Pesynrarute ce npukakanu Ha Ta6. 1 u [padl.

Ta61. HuiujaneH NpUTHCOK Ha MUKLIUja

CpepiHa BpeHOCT
N + CraHziapiHa CraHpap/iHa rpelka P
JieBujaluja
CYH1 50 29.80+11.70 1.65
0.0001
Kowponia | 5 34.44+15.14 214
rpyma

CYU- cTpec ypuHapHa MHKOHTHHEHIIUja, N- Opoj Ha MCTIUTaHULK

Ananu3aTa Ha oJjaToluTe MOKaka ieKa AUCTpuoyLjaTa
Ha BPeJHOCTUTE HA MHUIWjaJIHUOT MPUTHCOK HA MUKIHja
kaj CYU e co cpegHo momajna BpegHOCT BO OJHOC Ha
KOHTpOJIHATa rpymna Ha ucnutanuiy 3a 4,64 cm H20. Bo
rpynara co CYW cpennata BpefIHOCT Ha MHUIIMjTHUOT
OpUTUCOK Ha MuKLuja u3HecyBa 29,80cm H20, a Kaj
KoHTponHara rpyna 34,44cm H20. Wako craHpappiHarta
JieBUjalldja e pellaTUBHO TosieMa, InTo m3HecyBa 40,6%
Bo rpymara co CYU, a 439% Bo KOHTpo/IHATa IpyIa,
CTaHJapAHaTa rpenika e Mana. CTaTUCTMUKATa aHaIu3a
noKaka 95% mHTepBas Ha floBepOa 3a BpenHocTute 26,47-

60,0000

50.0000

40.0000 34,4400

30.0000 LA L]

20.0000 KOHTpONHa rpyna

10.0000

0.0000
WHUUM]ANEH NPUTMCOK HA MWKUWM]ja

I'pacl. MHMIIMjaeH IPUTHCOK Ha MuKIja Kaj CYU

[logatouure mMoOKa)kyBaaT JieKa € TIOTPeOHO TIoMa
IPUTHCOK 32 Jla Ce MHUIMpPA MUKIIMja Kaj MHAUBUIVA CO
CYU Bo ojiHOC Ha MHIMBHU/IYY 0€3 MHKOHTHHEHIIH]a.

JTUCKYCHJA

MepuuuHaTa 6a3vpaHM Ha JIOKasd, 3a yrmoTpe0ara Ha
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YpPOJIMHAMMKaTa, OTKPUIA JeKa MOCTOM HeJOCTaTOK Ha
(akTi BO BpCKa CO Hej3MHATA Y/Iora BO IpeBHyBabe
Ha XUpypwKuoT ucxon. I'pymara Cochrane Hampasuia
Tperie]; Ha JIMTepaTypaTa 3a YpOJMHAMMUKA CO LieN fla
VTBP/M A/ TPETMAHOT CIIOpe[ InjarHoCcTKa OasupaHa
Ha YPOJIMHAMIKa, J0BeNa 10 KIMHAYKY TT0f00pyBamba BO
ypUHApHaTa MHKOHTUHEHIHja, BO CTIopesida co TpeTMaHoT
0asMpaH Ha aHaMHe3a U mperyeq[3], HO 03 KOHKPeTHH
3aK/IVUOLM. ABTOpMTE MperopauyBaar Ja ce CIPOBee
rojieMa IpOCIHeKTHBHA PaHJOMU3KPaHa CTy/Iuja.

Bo cmmuna ananu3a, Bebep M HeroBWTe Konmeru ru
OlleHYBajle KIMHWYKUTE M EKOHOMCKHTE TOC/Ie/UIIN
ol KOMIUIETHaTa YpOJMHAMCKa eBajyaiyja, HaCIpOTH
amOy/TaHTCKa IPo1leHKa, BO ITpefioriepaThBHATA TPUIPeMa
Ha nanuenrure co CYN[4]. Koneuno, 96% o matyeHTuTe
BO JIBETe TPYIIH OMJie U3/IeKyBaHU. ABTOPHTE 3aK/TyuyBaaT
lleKa yroTpebaTa Ha YPOJMHAMCKU CTYIUM He Owia
TIOfIJIp/KaHa BO PYTHHCKATa MpeiofepaTUBHA MPOIleHKa
Ha TalieHTHTe KoW “BepojaTHO” uMajie BUCTMHCKa
CYI. OBa e KoHTpOBep3HO, OMJEjKM OM OMIO pa3yMHO
7la ce TIperopaya ypoJMHaMKKa, O L[eJT Jla Ce BUJIY JlaJTi
MMaJIo KPUTEPUYMU KOU CHTYPHO MOKeJle Jia TPeiBU/aT
KoM MalueHTy ke uMaat “BuctuHcka” CYH, a Kou ce co
HecTaOWIeH feTpycop. Jpyrure Haropu Bo 0OBOj MOITIE],
0CO0EHO MPH YIIOTPeDda Ha CTaHIaP/HY TTPallaTHULIM, a CO
11eJ1 32 Op3a 1 JiecHa JIjarHo3a, Kako ¥ MpeiBulyBame Ha
TOA KOM Mal[eHTH bapaaT ypoIMHAMUKA, a KO He, UMajie
Menranu pesyntatd [5,6,7,89]. Cemak, HeKoM aBTOpU
TnpujaBuie oxpabpyBauku pesyarari. [10,11]

Bo yporiHeKomomKuTe KPyroBu, 100po e To3HAT (PaKkToT:
3a Jla ce Of[P)KU KOHTMHEHI[Hja, JOBOJIHO € TPUTUCOKOT
BO ypeTpaTa jia e TOrojieM Off MPUTUCOKOT BO MOYHUOT
Meyp OapeM 3a efieH ILleHTHMeTap BofieH CTonb. Ako
UCTUOT Ce COBJajla, Torall jloara JI0 MCTeKyBame Ha
ypuHa. Hajronema puckycuja e oKolny Toa Janu TIpu
MHKOHTUHEHIMja ce 3rojieMyBa MPUTUCOKOT BO MOUHUOT
Meyp WU ce HaMajlyBa MMPUTHCOKOT BO ypeTpara. OmiuTo
e npucareHo sieka Kaj CYU ce HamaneH BpeTHOCTHUTE Ha
TIPUTHCOKOT BO YpeTpaTta, a Kaj HeCTaOUTHUOT JIeTPYCop
ce TIOKaueHU BPEJHOCTUTE Ha TPUTHUCOKOT BO MOUHHOT

Meyp.

IlogaTormTe off cTyAMjaTa VKaKyBaaT Ha Toa JleKa Kaj
nuHpuBuayd co CYU moTpebeH e moMan NMpPUTHCOK 3a
Jla ce peanM3upa MUKIFja BO OJJHOC Ha MHIUBHUAYH 03
uHKOHTHHeHIHja. Co Toa ce HAMeTHYBa JIOTHUEH 3aKIyUOK
JleKa OTIIPOT KOj e MPUCYTeH BO ypeTpaTa, a ce peausupa
MpeKy MPUTHCOKOT BO Hea, e TMoMa Kaj MHIUBUIYM CO
CYW, Bo ofHOC Ha WMHAMBHAVH 0€3 MHKOHTHHEHIIWja,
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ma cropeq Toa W moiecHo ce conaayBa. Co fipyru
300poBH, TIOTPEOHO € MPUCYCTBO Ha MOMaJT TIPUTHUCOK BO
MOYHHOT Meyp 3a Jla TIPOBOL[MPa HEBOITHO UCTEKYBabe Ha
YPUHa, IITO ce MaHU(eCTUpa MPU eMU30[ji Ha MOKaueH
MHTpaad/joMeHaleH TIPUTHCOK (Kallale, KUBakbe,
KpeBatbe Ha TepeT U CIL.).

NupupeKkTHo, €O oBa ce MOAJpKYBa TeopujaTa Ha
cyOypeTpajiHa TIOTHOpa KaKo KOHTHHEHTEH MeXaHW3aM,
KOj T0 MpPOMOBMpa MaKeJJOHCKAaTa YPOTMHEKONONIKa
ukonall2], Ho ¥ TeopujaTa Ha MmapaBarMHaIHU [1eeKTH,
KOja TBPIU JIeKa CO [I0jaBa Ha UCTUTE BO PerujaTa HarpjoTo
Ha MOUHUOT Meyp, ce IopeMeTyBa IOTIopara, pHu IITo ce
manuectupa CYU[13]. Co ornes Ha KOHTPBEP3UTE LITO
ro ciefat LPP Kako mapameTap, MHUIIU]aIHUOT TIPUTHUCOK
Ha MUKIIMja Ce HAMETHYBA KaKo 7100pa ajTepHaTHBa BO
npoienka Ha CYH.

3AK/IYYOK

B VHuLujaHUIOT MPUTHCOK HAa MUKIMja € MoMaj Kaj
unpuBuayn co CYU Bo ofgHOC Ha MHAMBHUAYA 0e3
YpMHapHa MHKOHTMHEHI[Hja.

m YnorpebHaTa
JUCKYTa0MIHa,
TieBUjaliuja

,[[I/IiHI'HOCTI/I‘IKa BpeJHOCT e
3apagd TrojlemaTa CTaHJapjHa

B VIHUMIWjaTHUOT TIPUTMCOK Ha MUKIWja e Jobpa
anrepHaTiBa Ha LPP Bo MOIIMpOKK CTyIuW Ha
TpolleHKa Ha YpUHAapHaTa MHKHTUHEHIHja
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ABSTRACT

The potential use of modern mobile devices for medical purposes is huge. Digital mental health tools have mostly
tended to use psycho-educational strategies based on treat-ment orientations developed and validated out-side
digital health.

The aim of this study was to test availability of own original app named” Neurogame” for the evaluation reaction
time in different psychiatric patients. Reaction time is strongly related to the executive brain functions.

Examined sample comprised 100 psychiatric patients (depression, general anxiety, psychosis and ADHD) compared
with matched 50 healthy persons.

Obtained results showed significant difference in tested parameters depending on age and gender. Additionally,
average reaction time, as well as number of hits in psychiatric patient compared with healthy people is not
significantly different. However, the most important differences are found in number of hits, misses and tries in
the group of depressed, psychotic and ADHD patients compared to healthy, while anxious showed pretty normal
parameters.

The influence of medication in patients is not excluded, but we suppose that there is real differences between

groups according the core illness.

Key words: android application, executive functions, depression, anxiety, ADHD, psychosis.

INTRODUCTION

With the expanse and advent of virtual technologies,
mobile cellular devices are no longer considered only as
a basic phones. Additional features in most cell phones
now let phone owners’ access to the Internet. On the
other side, the potential for use of modern mobile devices
for medical purposes is huge. In our recent publication
[Pop-Jordanova et al., 2018] we evaluated the possibilities
of mobile phone uses in different fields of medicine
analyzing data published in Medline.

Digital mental health tools have tended to use
psychoeducational strategies based on treat-ment
orientations developed and validated out-side digital
health. The group of Mohr et all. (2017) developed a suite of
apps for depression and anxiety called “IntelliCare”, with
a focused goal and interactional style. The “IntelliCare”
system is elemental, allowing individual apps to be used

upon their effectiveness and utility, and it is eclectic,
viewing treatment strategies as elements that can be
ap-plied as needed rather than adhering to a singular,
overarching, theoretical model.

In the same context, Hung et all. (2016) published results
of a smartphone application, iHOPE, used to perform
daily ecological momen-tary assessment of depression,
anxiety, sleep and cognitive performance in a large sample
of population. The study provides initial evidence for the
feasibility of smartphone-based ecological momentary
assessment in Chinese pa-tients with depression.

In our recently published article [Loleski et al, 2018] we
discussed the obtained results for healthy examinees
(N=201) divided in several groups - schoolers, athletes,
scientists and others. In this article we showed that
reaction time is strongly dependent on age; no significant
differences for both gender and type of profession
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are obtained. Surprisingly, we showed that any sport
activities do not influence on the reaction time. In other
words, sportive activities do not influence to the reaction
time. Generally, in this study we confirmed the availability
and practical values of Android applications in testing
attention and concentration measured by reaction time
in healthy people.

The aim of this study was to test availability of our custom
built android application named as "Neurogame” for the
evaluation reaction time in different psychiatric patients.
As it is known from neurophysiology, reaction time is
strongly related to the concentration and attention in
examinees, two main part of cognitive abilities, especially
related to the executive brain functions.

SAMPLE AND METHODOLOGY

The research involves patients with different psychiatric
disorders: depression, psychosis, general anxiety and
ADHD. Total number of examinees was N=100, selected by
chance, both gender included. Prior consent was obtained
following Helsinki declaration (2000). All examined
subjects obtained the diagnosis in psychiatric institution
following DSM 4 criteria. All subjects were stable and
in remission of symptoms, but still taking medications.
The evaluation is performed during regular ambulatory
control.

Our original Android application was used for testing
reaction time, number of hits, misses and total tries
following five levels of the game (very easy, easy, normal,
hard and very hard). Every level has a duration of 40 sec.,
each next level being more difficult i.e. the ball moves
faster. The client must press the start with the left thumb
and as fast as he/she can to press the stop with the right
thumb not allowing the ball to pass the median circle.
Obtained results for all examinees are presented in tables

wIplane Mo -

©

Left thumb

Right thumb

0000000000000

and figures. Statistic parameters are calculated using
Statistic package 8.

RESULTS
The Fig. 1 shows the screen of Neurogame.

Table 1 shows age of examinees in vyears, standard
deviation and number of tested patients by group.
Table 1. Age and number of all examinees

Age in years Number Diagnosis
31,38+16,95 35 depression
22,16+7,72 15 psychosis
24,4015,79 20 anxiety
9,835 30 adhd
100 total
50+1,0 50 healthy

Obtained average reaction time (t h) for all groups is
presented on Fig. 2.

To clarify, t h presents average time calculated from the
pressing start with the left thumb to the right thumb
pressing stop. If the hit is achieved, (it means that the
football is captured at the middle of the screen), the hit
is positively calculated. But, in the case where the left
thumb starts the ball and the right thumb selects stop
option, but the ball is not captured in the middle, than
the result is not recorded as a hit.

As can be seen, total reaction time is practically similar
in all examinees. However, it is highest in healthy group,
followed by anxiety patients, patients with depression,
while the slowest reaction time was obtained for
psychosis and ADHD group. Similarly, the number of
hits/ msec. is also highest in healthy group, followed by
anxiety, depression, psychoses, and the lowest for ADHD
patients, which seems very logical.

Calculated one way ANOVA confirmed highly significant
difference of all tested parameters (tT= total tries; tH =

Performance Overview

Level: Easy
Number of tries: 0 (min. 2)
Number of hits: 0
Number of misses: 0
Hits percentage: 0%

C Retry Next Level

Fig 1. The “Neurogame” screens
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Average reaction time (t h} in msec. for all groups
400

350 Legend

300 1. depression
e 2. psychosis
il 3. anxiety
150 4. adhd
5. healthy
100
S0
0

Fig. 2 Average reaction time (t h) in milliseconds in all evaluated groups compared with healthy people

Mean number of hits/msec (t H} for all
groups
400
350

1. depression
300 .
o 2. psychosis
20 3. anxiety
15 4. adhd
10 5. healthy
5
i
1 2 B a L

Fig.3 Mean number of hits/msec (t H) for all groups

Legend
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Table 2. One way ANOVA for gender influence on tested parameters
(t T= total tries; t H = total hits; t M = total misses; t h = total time)

I §5 | Dwor of M5 | F | p S5 | Dwpr. of M5 F 3
Etfiect Fraedom | | Effect | Frasdom
Intarcept | BTIH61.3 1 BTIHEN 3 2520050 0.000000 |intercept | SEBE30.5 1 BERE30.5 30205426 0000000
LT 1.1 57 02 1 064929 Jim ] 14.7 56 0.3 1 0311135
Errof 4.0 15 03 Error 33 16 n2
SS Degrof MS | F P S5 |Degrof| Ms | F P
Effect Freedom| Effect Freadom
Intercept | 523590, 1 623990. 263462 0.00000 [intercepl | 537889, 1 537889, 175366( 0.00000¢
th 134 5% 0.2 1 044206 [tH 1. a8 02 1 089573
Emor 4.5 1% 0.z Error 10 3 0.3 1]

Table 3. One way ANOVA for age influence on tested parameters
(t T = total tries; t H = total hits; t M = total misses; t h = total time)

S5 Degrof | MS F P S5 Degrof | MS | F p
Effact Freadom Effect Freadom
intercept | 5764522 1 5764522 2894525 0.000000| |intercept | 4752565 1 4792588 171.0321 0.000000
1T 1480069 57 259 66 1.29%5 0295813 |1k 12473.93 53 23536 0.EB399 0699746
Error 299733 15 19982 Errar 5324 'Il:i 19 m:a

S5 Degr.of | MS | F | P 85 Dlnr of | MS F [
Effect Freedom Effect Freadem
Intercepl | 3693800 1 36838.00 14433071 0.000000] lintercepl | 5499033 1 5459033 1956154 0.000000
tH | 909650 38 1938 09353 0.581260] [tM | 13300.19 66 23750 08449 0690782
Errar a701.53 34 25593 Ermmor 4497 83 16 28111
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total hits; tM = total misses; th = total time) for age and gender (Table 2 and 3).

Pearson’s coefficient of correlation was calculated for all four parameters between healthy vs. non-healthy patients
(Fig.4) and was significantly negative, except for the total time reaction (last line).

Calculation of Student t-test give us significance of differences in mean values and standard deviation of obtained
results for two groups. Comparison of healthy vs all non-healthy group is presented on Table 4. For parameters tT tH

tM obtained results are significant. T-test obtained for total time for healthy vs. non-healthy group is non-significant,
which is related to other results.

Calculated Student t-test for anxiety versus healthy group is not significant [t-test=-0.365 p= 0.71].

Carelations (s catterplot matrix of heafthy vs. non-heathy|
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Fig. 4 Correlation scatterplot matrix (healthy vs. non-healthy)
[For the tT, tH, tM correlation is negative, while for th no correlation was obtained]

Table 4. Student t-test healthy vs. non-healthy group

T-test for Independent Samples (healthy vs. non-healthy)
Note: Variables were freated as independent samples
Mean Mean f-value df p Valid N |Valid N |Std.Dev. |Std.Dev. F-ratio p

Group 1 vs. Group 2 Group 1 | Group 2 Group 1 |Group 2 | Group 1 | Group 2 |Variances |Variances
t T (healthy) vs. t T (non-healthy) 195.4792 159.5493 2.8153 117 0.005720 48 71/ 65.07311| 70.3793 1.16973  0.572402
t H (healthy) vs. t H (non-healthy) 455625 31.3803 2.3621 117 0.019821 48 71| 36.46561 | 28.8565 1.59691 0.074396
t M (healthy) vs_t M (non-healthy) 149 9167 128 1690 21801 117 0031256 48 71|50 81331 55 0447 117348 0564405
t h (healthy) vs. t h {(non-healthy) 346.3750 321.9577 1.0647 117 0.289213 48 71 86.90754 141.7932 266192 0.000530

For the group with depression, only for total trial (tT) t-test is significant [t value = 2, 06 p= 0, 04].

For psychotic patients, significant t-test was obtained for total trials [t value= 2, 50 p=0, 01], as well as for
total hits[t value=2, 82 p= 0,006].

This results are confirmed by one way ANOVA calculated for all parameters comparison for healthy vs.
psychotic, depressive and anxious patients.

For the group of patients with psychosis vs healthy persons one way ANOVA for total tries (t T), for total hits
(t H), as well as for total time (t h) was significant, except for total misses (t M) which was non-significant (table 5)
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Table 5. One way ANOVA of t T, t H, t M and t h between Psychoses vs. Healthy group

Original scientific paper I

AMNOWVA, (healthy vs psychosis)
SS Degr. of MS F p
Effect Freedom
Intercept 6200145 1| 620014.5| 2811.857| 0.012004
t T [psychosis) | 7H128.4 10 75128 34.072 0132609
Error 2205 1 2205
ANOVA (healthy vs psychosis)
SS Degr. of MS E p
Effect Freedom
Intercept 570216 1) 570216 127730 0.03744
t H (psychosis| 14205.0 8 17756 0.3977: 0.86784
Error 133926 3| 4464 2.
ANOWVA, (healthy vs psychosis)
SS Degr. of MS F p
Effect Freedom
Intercept 1492267 1 1492267 | 3727871 0.002672
t h {psychosis) 44419 9 4935 1.2329 0525611
Error 8006 2 4003
AMNOWVA (healthy vs psychosis)
55 Degr. of Ms Flp
Effect Freedom
Intercept 270900.8 1 270900.8
t M( psychosis )| 421423 11 3831.1
Error 0
Table 6. One way ANOVA for parameters between Healthy vs Depression
(Comparison by t T, t H, t M and t h)
. ] ;D*.-W -.: M5 I . 55 F“E:»:\ r;q F
::-.:(liz;'r'-‘ﬁsbll } ’-z::" " ‘L‘}:‘: 'F::r:‘::'m“"ﬂﬂl ATRITN :
Ermor [ Enrce 2402 0 e o ]
ANOAVA (healthy v depression) ANOVA (heslity va depretion)
e EEAH RN - == L
Inbarcept 331881 1 3918313 110267 0.008% [iaarcapt | 2034673 1 2034673 114.1392 0008648
t M idepressiom | 38048.7 14 ITITG OUTE4S DUEB8B4I g b (depression) | 191749 15 12783 O.TA71 DLUT2IETT
|Efrar 10659 .0 3 5530 Ermor 5653 2 ITE2E

For anxious patients one way ANOVA shows significant results for total time (t h) [F= 20901.43 p= 0,004]. All other
parameters (t H, t M and t T) were similar for both groups healthy/anxious.

DISCUSSION

Psychoinformatics, a relatively a new field in medicine
comprises the cooperation between the disciplines of
psychology/psychiatry and computer science in handling

large data sets derived from heavily used devices, such as

smartphones or online social network sites, in order to
enlighten a large number of psychological traits, including
personality and mood (Montag et al, 2016). Digital mental
health tools have tended to use psychoeducational
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strategies based on treatment orientations developed and
validated outside of digital health.

Apilot study of Mohr et al, (2017) presents a coach-assisted
version of a system named IntelliCare and evaluate its
use and efficacy at reducing symptoms of depression
and anxiety. Authors explained IntelliCare apps as a very
interactive, emphasizing the application of skills through
in-app actions, which is different from other known app
systems.

Searching in the most known database related to health
(PubMed, PsycINFO, Cochrane, Scopus, Embase and
Web of Science) we can found an emerging evidence
that mobile phones can play an important role in health
care delivery, especially in mental health. Generally, in
many published articles devoted to mental health and
smartphone, it was shown that text messaging was used
in a wide range of mental health situations. Especially,
messages are used for manage some problems such as
substance abuse, schizophrenia, and affective disorders.
In this context, it was identified four ways in which text
messages were used: reminders, information, supportive
messages, and self-monitoring procedures. Berrouiguet
S. et al, (2016) showed that text messaging was especially
used in the management of chronic conditions, reactive
conditions, and preventative strategies for healthy or at-
risk individuals.

Mobile mental health has a potential to improve the
recognition and management of patients with depression
(Hung S. et al, 2016). A smartphone application, named
iHOPE, was used to perform daily data of depression,
anxiety, sleep and cognitive performance.

Based on the knowledge that suicide is a global problem
worldwide, a rapid growth in the use of new technologies
such as mobile health applications (apps) to help identify
and support those at risk for suicide has been noticed.

In a study of Larsen et al (2016) it was proposed two
apps which provided some degree of interactive
psychotherapeutic content, and another which provided
postvention support for those bereaved by suicide. Both
of the apps which delivered psychotherapy were based on
cognitive therapy, one in the context of depression, and
the other for deliberate self-harm. Both apps used thought
challenging techniques: the depression app provided a
tool that assisted users in identifying and challenging
negative thoughts, while the other app system provided
a space to think about negative thoughts and to reframe
them positively.
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Anyhow, many adolescents and adults do not seek
treatment for mental health symptoms. Smartphone
applications (apps), being more practical and available
worldwide, may assist individuals with mental health
concerns in alleviating symptoms or increasing
understanding. In a study of Radovic et al. (2016) it was
presented that the most common supported purpose for
the apps was symptom relief and general mental health
education. However, it was shown that these approaches
for improving mental health were useful by teaching
relaxation only for milder symptoms. Still, the most app
descriptions did not include information to substantiate
stated effectiveness of the application and had no
mention of privacy or security.

Our custom Android application is used for assessing
attention, concentration and reaction time in some
psychiatric patients: depression, psychosis, general
anxiety and ADHD. Reaction time is measured by positive
total hits in the 40 second five levels games, using press
on the screen of both thumbs of the preferred hand. All
examined subject have diagnosis made in psychiatric
institution following DSM 4 criteria. All subjects were in
remission, but still taking medications.

It is known that attention and concentration are the main
function of the executive brain system. In this context,
our Android application indirectly measure the function
of executive system in these patients. In our previous
researches this evaluation we made by QEEG recording,
especially by ERP’s component in the EEG (Pop-Jordanova
et al, 2008, 2010; Markovska-Simoska et al, 2011, 2016,
2017 ). However, mobile phone application seems more
practical, need few time consuming, and it is portable
and interesting for all examinees.

In the future research, we will ameliorate the system
including possibilities to record movements, tremor and
other characteristics of some neurological disorders.

CONCLUSION

The aim of this study was to test the availability of
our application for evaluation of the reaction time in
different psychiatric patients. Reaction time is strongly
to the executive brain functions.

We showed that average reaction time, as well as number
of hits in psychiatric patient compared with healthy
people is not significantly different.

Significant differences are confirmed for age and gender
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issues.

The most important differences are found in number of
hits, misses and tries in the group of depressed, psychotic
and ADHD patients, while anxious showed pretty normal
parameters.

Further research in the similar direction is proposed.
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ABCTPAKT

HOTeHLII/IjaHOT 3a IIprMMeHa Ha MOJJepPHUTe MOOUTTHI Tene(ﬁbOHI/I € TOJIEM. ,[[I/IFI/ITEU'IHI/ITG ajlaTKyM BO objacta Ha
MEHTa/IHOTO 3)1paB]'e KOpHUCTAaT ICUuXoeayKaTUBHUM CTpaTer 3a TPeTMaHCKMW OPpUeHTalli1 pa3BMeHN 1 BaJIMOM3PaHn

HaBOP ITOJIETO Ha OUTHUTA/IHOTO 30pPaBje.

[len Ha oBaa cTyauja Oelre fa ce TecTwpa MOAOOHOCTA HA OBAaa OPUTMHAIHA ATUIMKATUBHA ajlaTKa Koja HUe ja
HapeKkoBMe Heyporame 3a eBajyaiivja Ha peakiMOHOTO BPEMeE Kaj pa3Hu MCUXujaTpucKy 60Hu. PeakimoHoTo Bpeme
KOpeJipa co ersekyTuBHaTa (hyHKIIMja HA MO3OKOT.

McnmryBanata rpyra ja counyBaaT 100 ricuxujaTprcky O07HY (ferpecuja, oriTa aHKCMO3HOCT, ricrxo3a u AJIX]),
criopenieHn co 50 3npaBu nyre.

llobrennTe pesynTaru TMoka)kaa 3Ha~ajHU Pa3fIMKA BO TeCTUpPAHWTe TlapaMeTpy 3aBUCHO Off BO3pacTa M TOIO0T Ha
WCTIUTaHUIUTE. JIOTTOJTHUTENTHO, CPeIHOTO PeaklMOHO Bpeme, KaKo W OpojoT Ha IMOTo/lolM Kaj TCUXUjaTPUCKUTE
6oHM criopefieHu Co 37ipaBata ToMysialuja He ce 3HadajHo pasnuunu. Cernak, HajrojieMuTe pasjiuKKu ce HajiieHu BO
OPOojoT Ha MOrofoLIM, TpoMalllyBatha M 00UIM BO TpyraTa Ha [AerpecuBHU, TcuxoTn~Hu u AJIX/] nanpenTtu criopefieHO
CO 37IpaBUTe, JI0JIeKA AHKCUO3HUTE DOOJTHU TIOKAXKaa CKOPO HOPMaJTHU Pe3YIITaTU.

MoyKHO e BivjaHue Ha MeAUKaMeHTUTe BP3 HOOMEeHUTEe Pe3y/ITaT, HO HUe CMeTaMe JieKa Cellak THe Cce IopKaT Ha
ocobeHocTUTe Ha camure DOJIeCTH.

Knyunu 300poBU: aHIpOUIHA arIMKalnja, erseKyTUBHY (DYHKIUY, JIerpecuja, aHKcrosHocT, AJIX/], rmcuxosa.
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KBAJIUTET HA JKUBOT KAJ HAITMEHTKHU CO LIEPBUKAJTHA
JTUCIUTA3UJA TTPETU3BUKAHA O XYMAH ITAITM/IOMA BHPYC BO
OHOC HA COITHOEMOTPAO@CKUTE ®AKTOPU

BukTopuja JoBanoBcka!, Hukona Oposuanei!, Mapjan CrojoBcku!, Camio CrojueBcku!, ipena Anekcuockal, Ajma
[llabanu!

'Menunuucku dakyaret, YausepsuteT “Cs. Kupun u Meronuj” Crornje, P.Maxkenonuja. J3Y YK
I'muexonoruja u akymepctBo, Ckorje

Medicus 2018, Vol. 23 (1): 25-29

AIICTPAKT

Bogep: [lepBUKa/HUOT KapLMHOM € eleH Off HajuecTuTe MaJMrHOMM KOj ce AMjarHOCTULMpa Kaj yKeHuTe. 3a Heron
pas3Boj He e JI0OBOJIHA CAMO Iep3ucTeHLMjaTa Ha XyMaH IalldjoMa BUPYCOT, TYKY 3aBUCHU Of OMXejBUOpaJIHUTE,
CeKCyaJIHUTe 1 COLIMOEKOHOMCKUTe hakTopu. LlenTa Ha Halarta cTyauja Oelle fa ce ofpenn KBajJUTeTOT Ha JKUBOT Kaj
MalMeHTKY co aOHOPMaUIHa LiepBUKaJIHa LIMTOIorMja 1 riosutuBHa XI 1B nHbeKirja Bo 0gHOC Ha coLozieMorpadcKuTe
KapakTepucTtuku. Matepujan u Metou: Bo ncnuryBameTo BKiydeHu ce 200 nanneHTKU Kaj KOU e [AujarHoCTULMpaHa
LiepBUKa/IHA AUCITIa3Uja WK LiepBUKaJieH KaHlep Ha YHUBEP3UTEeTCKAa KJIMHMKA 3a IMHEKOJIorMja U aKkyllepcTBO—
Crorje. [ToTpebHuUTE MOfaTOIM COOPaHN ce co MoaMMUIIMpaH aHKkeTeH mpamanHuk JOKA-2015. Of cekoja malyeHTKa
Oellle 3eMeH ITOJATOK 3a MECTO Ha JKUBEeHe, eTHUUKA ITPUIIaIHOCT, CTelleH Ha 0O0pa3oBaHue, BO3PACT M CeKCyasIHa
BO3pPACT, 3aHUMarke U II0CTOjaH IapTHep/OpaueH mpyrap. Pesyaratu: PesynraTure IoKa)kKaa JIeKa IALMEHTKUTE
KOU >KMBeaT Ha CeJjio, IMalMeHTKUTe YUeHUK/CTYHOEeHT, MalUeHTKUTe CO BUCOKO 00pa3oBaHMe, IalMeHTKUTEe KOu
HeMmaaT I0CTOjaH rmapTHep/OpaueH Opyrap, Kako M HeBpaboTeHuTe, MMaaT He3HAUUTEeTHO TOKBaJIUTETEH JKUBOT BO
OJHOC Ha MAlMeHTKUTe KOM >KMBeaT BO I'pajl, CO CPeHoO M CPeJIHO CTPYYHO oOpa3oBaHue, BpaboTeHUTe MalleHTKI
1 MeH3MOHepuTe, KOM He3HAUMTEeHO KMAaaTr [MoMajl KBaJIMTET Ha KMBOT. BO OfjHOC Ha eTHMYKaTta IpUIIajIHOCT
HeMma 3HayajHa pas/iMka BO KBaJIMTETOT Ha >KMBOTOT Ha TMallMeHTKWUTe. 3akjaydok: Bo Haliara cryauja ce ToKaka
CUrHU(UKAHTHO [Ie/TyBarke Ha MECTOTO Ha JKUBEeHe, BO3PACTa 1 CeKCyalHaTa BO3ePacT, 00pa30BaHUEeTO, eTHUUKATA
MPUITAJHOCT, KAKO K OpauHMOT CTATyC Of coLpogeMorpadCcKuTe pyus3uK GaKTopy, BP3 KBAJIUTETOT Ha JKUBOT.

Knyanu 360poBu: 1ilepBUKaIHa AUCIIa3uja, lepBruKaseH KaHiep, HPV, nemorpadcku KapakTepucTuky, KBaJIUTeT Ha
JKUBOT.

BOBE]I:

nHQeKIjaTa e o;roBOPHA 3a MPeNHBa3HBHU TPOMEHHU Ha

KapiHOMOT Ha TIp/oTo Ha MaTKaTa e TpeTa Hajuecta
Heomyla3Ma Kaj jkeHu. Ha robanHo HMBO, pakoT Ha
TPJIOTO Ha MaTKaTa ordaka okony 528.000 HoBU cydau
Ha pak Bo cBeToT M 266.000 cmpTHu ciaydyau Bo 2012
romuHa (1). Bo pasBuenute 3emjit Bo 2012 rofiHa pakor
Ha IPJI0TO Ha MaTKaTa Oellle eIMHAECETTHOT HajuecT BUJT
Ha pak Kaj xenute (9,9 Ha 100.000 keHu) u meBeTTaTa
HajuecTa IPUYMHA 32 CMPTHOCT 0ff pak (3,3 Ha 100.000)(2).
[oyiHO MHITU/IEHIIATA Ha 1lepBUKaIHA MHTpaenuTeTHa
Heoria3uja (CIN) Bo CAJ] Kaj KeHuTe KO ce TOfII0KEeHH
Ha CKPUHMHT Ha PaK Ha TP/IOTO Ha MaTKaTa e 4 MpoIeHTH
3a CIN 1 u 5 nponertu 3a CIN 2,3 (3) Jle3unTe co BUCOK
CTeleH O00MYHO Ce JMjarHOCTMIMpAaT Kaj >KeHH Ha
Bo3pacT of] 25 10 35 roiuHy, fofieKa MHBA3UBHUOT pak
HAajuecTo ce [AMjarHOCTHIMpa Kaj KeHH 1o 40-ropuinHa
BO3pacT, 00MuHO 8-13 TOIMHY 110 [JUjarHOCTULIMPAe Ha
BHCOKO-CTeTIeHCKa Jie3uja. XymaH maruaoma Bupyc (XIIB)

I'PJIOTO Ha MaTKaTa (LlepBUKajIHA MHTPaeuTeHa J1e3Kja),
Kako M 3a LiepBHKaJeH KaplMHOM Kaj HajroeM Opoj
o7l ;KeHHUTe. 3a Pa3BOj Ha LiepBUKa/JHATa eNuTeIMjaHa
7ie3uja, Kako M 3a Pa3Boj Ha LIePBUKATHUOT KapIMHOM, He
e JoBOJHa caMo mepsucteHnyjata Ha XI1B uHdekuujara,
TYKY BO TojlieMa MepKa 3aBHCH Ofi OMXejBHOpaHUTE,
CEeKCYaIHUTe U  COIMOEKOHOMCKHMTE (DaKTOpU KakKo
(hakTOpPH Ha PU3MK. (4)

Bo nureparypata ce objaBeHu moBeke o 200 THIIOBH
Ha XIIB om kom 40 ce oparoBopHM 3a TPOMEHM Ha
aHOTeHWTaJIHATa MYK03a, a off HUB 15 ce BUCOKO PU3UYHMU.
(5) Bucoko pusnunure tunosu Ha XIIB, kako uiro ce 16 u
18, ce cunHO 1MoBp3aHU co fe3uu co BUCOK creneH (CIN
2,3), Iep3uUCTEeHTHOCT U ITPOrPecHja Ha MHBa3UBeH KaHIlep,
MaKo IITO MOKe Jla OMIaT MOBP3aHH U CO JIE3UH Off HU30K
creried. HPV 16 u 18 couunyBaar 25 % oji ne3uute co

25 | Medical Journal - MEDICUS

AN



I Original scientific paper

Hu30K cterned, 50 1o 60 % of 1e3unTe co BUCOK CTeIeH U
70 % o KapIMHOMKTE Ha IPJIOTO Ha MaTKara (6).

IlepBuKanHaTa HHTpPaenmuTeHa Heorasuja (CIN), Kako u
KapIMHOMOT Ha I'P/IOTO Ha MaTKaTa MOKe Jia ce IeTeKTHpa
CO pefjoBeH CKPUHMHT 3a pPaK Ha TPIOTO Ha MAaTKaTa,
KOj BKJIyuyBa liepBUKaJIHA LIUTOJIOTHjA U TeCTUpame 3a
OHKOT€HH TOJTUIIOBY Ha XymaH mamuioMa Bupyc (XIIB),
CO IITO MOKe Jia ce pefayLupa KapIMHOMOT Ha IpPo Ha
maTKa 1 710 70% (7). Cnefierbe Ha aOHOPMATHUTe CKPUHUHT
TECTOBM CO KOJIOCKONHMja M IlepBHKalHA OMOIICHja
pesynTpa co HaBpemeHa feTekuuja Ha CIN M pak Ha
IPII0TO Ha MaTKaTa.

JlesuuTe co BUCOK CTeleH 00MUHO Ce [MjarHOCTULIMpaaT
Kaj JKeHM Ha Bo3pacT o 25 jo0 35 roguHu, jofeka
WHBA3MBHUOT PaK HAjuecto ce [WjarHOCTUIMpA Kaj
ke mo 40-romuimHa Bo3pacT, o6MuHO 8-13 ToOmMHM
10 JIMjarHOCTUIIMpalbe Ha Jie3uja Off BHMCOK CTelleH.
AOHOpPMAJTHHOT IIUTONOIIKK HAoJ| Kako 1 HaodoT Ha XIIB
nH(eKIja 4ecTo pe3yaThpa co IPoMeHa Ha KBaUTeTOT
Ha JKMBOT Kaj MallMeHTKUTe TMpeu3BUKYBajKu CTPaB U
aHKCHO3HOCT (8,9)

Op mpernefoT Ha [oceramiHaTta JMTepaTypa ce VIITe
He T0CTOjaT rojieM Opoj Ha mogaTony 3a eeKToT Ha
XIIB wuHpekipjaTa U abHOpMajHaTa ILUTOJIOrMja, BP3
KBAJIUTETOT Ha JKMBOT Kaj skeHara (10)

[lenTa Ha HamaTa CTy/[Mja Oellre /1a ce ofipe/iu KBaJIUTeTOT
Ha JKUBOT Kaj TMallMeHTKH CO aOHOpMaJiHa IlepBUKAIHA
nutonoruja 1 nosutuBHa XIIB uHbeKIMja Bo ogHOC Ha
conpofieMorpacKuTe KapaKTePUCTUKM.

MATEPMJAJT 1 METOU:

Bo ucnuryBameTo BKaydeHH ce 200 mandeHTKU MOCTapu
off 18 ropuHu Kaj KoM e [AMjarHOCTUIMPaHa LepBUKaIHa
IMCIUIa3uja Mpeiu3BUKaHa off XyMaH ManuiomMa BUPyCcoT
U3BeJIeHO HAa YHUBEP3UTETCKA KIMHUKA 33 TUHEKO/IOrHja
n aryimepcrBo-Ckomje (YIAK) Bo mepumomor 1.10. 2017
- 31.03.2018 ropuHa. llepBuKanHaTa [gucIiasija Oerie
JeTeKTrpaHa co romoil Ha aHamm3a Ha ITAII Tect, Koj
Oellle 3eMeH Of UCKYCEeH TMHEKOJIOT M aHaJIM3UpaH Off
uckycen turonor. XIIB pmerekiujaTa Oellle HampaBeHa
co nomonr Ha PCR (polymerase chain reaction) metoza
BO IuToreHetckata naboparopuja Ha YITAK. IlorpeOHuTe
MOfIaTOIM  COOpaHW ce €O MOAW(UIMpaH aHKeTeH
npamaniuk JOKA-2015 Koj ce cocTou ofi yeTUpH fiena:
coozieMorpadcku  fien, reHepanau akrtu 3a XIIB,
ebekTH KoM B/IMjaaT Ha MHATAa OpPEeMEHOCT, MpaIlalTHUK
3a MpolleHKa Ha KBAJIUTETOT Ha KUBOT Kaj MallieHTKUTe.
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Cexoja marjdeHTKa Oellle HCIIMTaHa 32 MECTO Ha JKUBeehe,
eTHUYKA MPUIAHOCT, CTeNleH Ha 00pa3oBaHKe, BO3PacT
M CeKcyalHa BO3PaCT, 3aHMMambe U IMOCTOjaH MapTHep/

OpaueH fipyrap.

PE3YJITATN:
1. MecTo Ha ;KuBeeme

Ha ta6ena 1 u rpadukoH 1 MpuKakaHUTE Pe3YNITaTH Ce
OfTHeCyBaaT Ha pa3/iMKaTa BO KBAJIUTETOT HA KMBOTOT Ha
TMalMeHTKUTe BO OIHOC Ha MECTOTO Ha JKuBeeme. ViMeHo,
MAlMEHTKUTE KOU KMBEAaT Ha CeJl0 MMaaT He3HauyajHo
TIOKBAJIUTETEH KMBOT BO OJJHOC HAa TAIMEHTKUTE KOU
JuBeat Bo rpaf. (p=0,59)

Tabena 1. KanuteT Ha jKuBOT / MecTo Ha JKUBeeke

[pocex Ipocek N N Cru./les. Cra.[leB.
Ipag  Ceno olif dlt | o I'pag Ceno  Tpag ~ Ceno

8594 8732 0,55 198 059 163 37 = 14,01 13,18

KBanureT Ha JKUBOT

Bxymen ToTanexn
CKOp

KpammTer Ha %uBOT
105

9
90
85 [D]

80

Bkynen Totanen ckop

75

2 Mean
[ MeantSE
T MeantSD

70

T'pan Ceno

MecTo Ha XuB eete

I'pachukon 1
2. ETHUYKa MPUIaZHOCT

PesynraTtute KoM ce OJjHeCyBaaT Ha KBaJMTETOT Ha
JKUBOTOT Ha MAal[MeHTKUTe BO OfIHOC HA eTHUYKATa
NPUITAIHOCT TIPUKakaHu ce Ha Tabema 2. 3a F=0,83 u
p>0,05 (p=0,53) Hema 3HavajHa pa3ivKa BO KBAJIUTETOT
Ha KMBOTOT HA TAIMEHTKUTE BO OJJHOC HAa eTHUYKATa
TIPUTIAZIHOCT.

[Tomery mpoceuHr BPeJHOCTH Ha BKYIHHOT TOTaJieH
CKOp KOM C€ OffHecyBaaT Ha KBaJMTETOT HA JKUBOTOT
Ha MalMeHTKUTe BO OJHOC Ha eTHMUKaTa MPMIIAJHOCT,
MakemoHcka ([1=85,75), anmbancka ([1=89,32), Typcka
(I1=88,80), pomcka (I1=88,25), cpricka ([1=87,75), kaTeropuja
apyro (I1=64,00), 3a p>0,05 Hema 3HauajHa pa3/inKa.
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Tabemna 2. LSD Test / ETHHUKa MpUITaHOCT

EtHiuka TIPUITQTHOCT {1} {2} {3} {4} {5} {6}
1=8575 11=89,32 [1=88,80 I[1=88,25 I1=87,75 II=64,00

Maxeztocka {1} 026 065 | 072 078 012
AnbaHcka {2} 0,26 0,94 0,89 0,84 0,08
Typeka {3} 063 094 095 091 0,0
Pomcka {4} 0,72 0,89 0,95 0,96 0,12
Cpricka {5} 078 084 091 = 096 0,13

[lpyro {6} 0,12 0,08 0,10 0,12 0,13

IT/ mpocek

3. CTemeH Ha 0Opa3oBaHue

PesynratuTe KoM Ce OJHeCyBaaT Ha KBAlIMTETOT Ha
JKUBOTOT Ha TALeHTKUTE BO OJHOC Ha CTENeHOT Ha
00pa3oBaHKe MOKaKyBaaT JleKa HeMa 3HauajHa pas/ivka
BO KBaJIMTETOT Ha JKUBOTOT Ha MAIJUEHTKHUTE BO OJJHOC Ha
CTeIeHOT Ha oOpa3oBanue. (F=1,65 u p>0,05(p=0,15))

Tabena 3. KBanureT Ha kuBoT / CTerieH Ha 00pa3oBaHue

SS df MS SS df MS F
Effect Effect Effect Error Effect Error p
Bxymewn ToTanen ckop 1550,60 5 310,12 36543,40 194 188,37 1,65 0,15

KBanuTeT Ha JKUBOT

PesyntatuTe off post-hoc Kommapariujata Ha TPOCEUHUTE
BPEJJHOCTH O]l BKYIIHMOT TOTAJieH CKOpP 3a KBaJIUTET
Ha JKMBOT BO OJJHOC Ha CTeleHOT Ha oOpa3oBaHUe Ha
THalMeHTKUTe MpHKakaHu ce Ha Tabena 4. [larmeHTRUTe
co BHCOKO obOpa3oBaHme 3a p<0,05 mMaaT 3HayajHO
MOKBa/IUTeTEH JKMBOT BO OJJHOC HA TaIUEHTKUTE CO
CPeIHO ¥ CPeHO CTPY4YHO oOpa3oBaHue. Bo ocraHaTuTe
penaiu 3a p>0,05 Hema 3HauajHa pa3fvKa BO KBJIUTETOT
Ha JKUBOTOT Ha TAlMeHTKUTe BO 3aBUCHOCT Off CTENEHOT
Ha 00pa3oBaHie.

Tabemna 4. LSD Test / Crernen Ha obpa3oBaHie

L S ) S S B & S (0

Crenert wa o6pasoBatke p_g7 o 186 49 [1-84,81 1-80,87 11=89,33 [1=76,00
Be3 obpasoBanmue {1} 0,97 0,87 0,67 0,87 0,49
OcHOBHO 0GpasoBanue {2} 0,97 0,55 0,19 0,32 0,21
CpefHo obpasoBaHue {3} 0,87 0,55 0,31 0,04 0,28
CpepHo cTpyuHo 06pa3oBaHue 067 | 019 | 031 003 | 058
Bricoko obpasoBanue {5} 0,87 0,32 0,04 0,03 0,10
Tlpyro {6} 0,49 0,21 0,28 0,58 0,10

IT/ mpocek

[TarreHTKUTE CO OCHOBHO 0Opa3oBaHue mpoceyHo 3a 0,51
(b=-0,51), co cpeaHo obpa3oBaHue mpoceuHo 3a 2,19 (b=-
2,19), co cpefiHO CTpPYYHO 0Opa3oBaHue IPOCEUHO 3a 6,13
(b=-6,13), uMaaT He3HayajHO MOMas KBAJUTET Ha JKUBOT
KOMITapipaHoO €O IalleHTKuTe Oe3 oOpa3oBaHMe, HPU
HerpoMeHeTH BPeJHOCTH Ha OCTaHATHTe TapaMeTpu
JofleKa TaK, IalMeHTKUTe CO BMCOKO 0Opa3oBaHHe
npoceuno 3a 2,33 (b=2,33) uMaaT He3HayajHO MOroJeM
KBaJIUTET Ha JKUBOT KOMIIADUPAHO CO MAal[MeHTKUTe
0e3 obpa3oBaHWe, TPU HEIPOMEHETH BPEIHOCTH Ha
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ocraHaTuTe mapameTpu. Kako pedepeHTHa KaTeropuja
3eMeHa e KaTeropujaTa be3 o0pa3oBaHHe.

4. Bo3pac1‘ H CeKCyaJIHa BO3pacCT Ha INallueHTHuTe

PesynTaTuTe 1OKajkaa MHOIY  cjlaba  HeraTuBHa
He3HayajHa Kopesanyja 3a Bospacta, (R=-0,07 u (p>0,05),
KaKo 1 3a ceKcyaJIHaTa Bo3pacT Ha nanueHTtkara (R= 0,04 u
(p>0,05)) ImeHo, co mopacT Ha Bo3pacTa Ha Mal[MeHTKUTe
KBAJIMTETOT Ha JKUBOTOT OIara, MeryToa KopealyjaTa
e HesHauajHa. [lofleKa Mak, cO MOpaCT Ha CeKcyalHaTa
BO3DACT Ha MAL[MeHTKUTe KBAJIUTETOT Ha JKUBOTOT PacTe,
Mel'yToa KopeJialljaTa e He3HauajHa IITO e MPUKaKaHo Ha
rpacduroHuTe Op 2 1 3.

Ksamirer Ha sxuBoT (Bkynen ToTtanen ckop) & Bospact
Spearman Rank R=-0,07(p>0,05)

By nien Toraen ckop

B R I
§ 2 9 “’OOOO c?%;o 00%)89;0 20 :0
§ R
N _ 009 % a9 0,
e XA

I'pacpuroH 2

Ksammrer na %uBoT (Bxynen Toranen ckop) & Cekcyanmia Bo3pacT
Spearman Rank R=0,04(p>0,05)

By nien Torasnen ckop

RSN\

o

Cexeyanmia Bopact

§ Sooogé-@go(%ﬁgoogo Zg}o
Do e
I'pacpuroH 3

5. 3aHuMame

PQBYJ'ITaTI/ITe Kou ce ojHecyBaaT Ha KBaJIMTETOT Ha
JKUBOTOT Ha IIallMEHTKUTE BO OJOHOC Ha 3aHMMAILETO,
[TIOKaKaa JjeKa II0CTOU 3HaqajHa pa3jinka BO KBaJIMTETOT
Ha JXMBOTOT Ha INallMeHTKHUTEe BO OJHOC Ha 3aHMMameTO.
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(F=2,43 u p<0,05 (p=0,04)
Ta6ena 5. KBamuTeT Ha JKMBOT / 3aHUMarbe

K SS df MS SS df MS F P
BATMTET HAMKUBOT  pegeot  Pffect Effect Error Effect Error

Bxymen Totanen ckop  1808,15 4 452,04 3628585 195 186,08 2,43 0,04
Pe3YTITaTI/ITe IIPUKa)KaH! Ha Taberna 6. ce oJHecyBaaT Ha
KopenaunjaTa HOMef‘Y TOTAJIHUOT CKOp Ha KBaJIMTET Ha
JKUBOT Ha ITALIMEHTKUTE U 3aHUMAIbETO.

3a R=0,22 u p<0,05 Bo MCIUTAHUOT OJJHOC YTBPJeHa e
yMepeHo c1aba 3HauajHa Kopesanyja.

Kako pedepeHTHa KaTeropwja 3eMeHa e KaTeropujaTa
TIPYTro 3aHUMakbe.

[laneHTRMTE CO 3aHUMame YYEeHUK/CTYIEHT, KaKo |
HeBpaboTeHNTe, MPOCEYHO MMAAaT He3HAUajHO TIOTojeM
KBJIUTET Ha JKMBOT KOMIIAPUPAHO CO MAIMEeHTKUTE Off
KaTeropujara [pyro 3aHUMarbe, 10fieKa 1ak, BpaboTeHUTe
TalMeHTKU U TIeH3MOHEepPKUTe MMaaT He3HauajHO moMat
KBQJIUTET HAa JKUBOT KOMIIAPMPAHO CO MAIUEHTKUTE
Ol KaTeropujata Jpyro 3aHUMame, TPU HEMPOMEHEeTH
BPEIHOCTH Ha OCTAHATHTE TTapaMeTpH.

6. IlocTojan mapTHep/OpayeH aApyrap

PesynTaTiTe MOKaKaa [ieKa MAl[MEHTKUTE KOM HeMaar
TMOCTOjaH TIapTHep/OpaueH Jipyrap MMaaT He3HauajHo
TIOKBA/IMTETEH JKUBOT BO OJHOC HA TAIMEHTKUTE KO
MMaar MocTojaH mapTHep/OpaueH Jpyrap.

[laiueHTKUTe KOM MMaaT IIOCTOjaH IIapTHep/OpaueH
npyrap (1) mpoceuno 3a 1,55 (b=-1,55) umaar He3HauajHO
TNOMaJIKy KBaJIMTETEH JKUBOT BO OJHOC Ha IIAlIMEHTKUTE
KOM HeMaaT [0CTOjaH IapTHep/bpadeH apyrap.

Ta6ena 6. KBanuret Ha xuBoT & [Toctojan maptHep/OpadeH ipyrap
/ Kopenatuja

Regression Summary for Dependent Variable: Ksammrer Ha skuBoT
R=0,04; F(1,198)=0,37 u p<0,54

Betan’ B

8747
-1,55

Std.Err.
of B
2,31
2,55

(198)  p-level

3787 0,00
061 0,54

Intercept
IlocrojaH mapTHep/6pauen apyrap (1) -0,04 0,07

TocTojan maptHep & Opauet apyrap (1) / Uma

JUCKYCHJA

Co Hamiata cTyiuja JOKakaBMe JleKa IlepBMKajHaTa
mucnnasuja u XIIB undekiyjaTa genyBa Ha KBaIUTETOT
Ha JKMBOT Kaj jJKeHaTa, 3aBUCHO Off JeMorpagckute
KapakTepucTuku. Bo surepaTypaTa ce ONMIIaHU
TICUXO/IONIM  HapyllyBala Iocjie IUjarHOCTUIMPahe
Ha XIIB umHpekumjata KoM JenyBaaT Ha IPOMEHa Ha
KBAJIUTETOT Ha KUBOT ¥ OTEKHYBAAT O HEKOMIKY U3BOPH,
KaKo IITO ce O0/IKa M CpaM TPy TIPeryiefioT, aHKCHO3HOCT
NpU YeKawe Ha pPe3yITaTH, CTPaBOT Off TMPEMUH BO
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IIepBUKaJIeH KaHLep WM Hepa30Mpame Ha Pe3ylITaTUTe
o Tectpambeto (11). [locera MHOTY MajIKy MCTpaskKyBatba
1 BHUMaHHe e MOCBeTeHO Ha MCHUOXO0OIIKATa COCToj0a 1
KBaJIUTETOT Ha KuBOT co XIIB uHdexuuja Kaj xeHu Bo
Maxkenonuja. Bo emHa ctyauja Bo Benrika bpurtanuja kage
mro ce ucrmranu 84 skenu co CIN1, 203 ;kerm co CIN
2/3 u 186 co reHUTaTHN KOHIUIOMH, JJOKa)KaHO € JieKa
XIIB uH(eruujaTa ¥ MpeKaHIIePO3HHUTE JIE3UM Ha TPIIOTO
Ha MaTKa MMaaT CUrHU(UKAHTHO HEraTHMBHO BJIMjaHMe
Ha IICHXO/IONIKaTa 0/1arococTojoa M Ha KBalWTETOT Ha
JKUBOT Kaj jkeHaTa (12). AHKCHO3HOCTa, JUCTPECOT U
BO3HEMMPEHOCTa e HajMHOTY H3pa3eHo0 Kaj >KeHU CO
cpefiHa [MCIIa3uja, WK BO CIyJaM Kajie IITO PU3MKOT 3a
IPEMIH BO MAJIUTHUTET € TOJIEM.

Bo egna cTyauja Bo Kuna Kaje mro ousne Bkiaydenu 2086
KeHu ofi ypOaHa cpejiHa 1 519 keHu off pypajiHa CpefiiHa,
notBpfieHo e aeka XIIB mHbekiujaTa curHuMKaHTHO
TenyBa TMOBeKe Ha TICUXOJIONIKATa COCT0j0a Kaj KeHWUTe
BO yp0OaHa CpefjuHa, CO TOA U Ha KBATUTOT HA JKUBOT
(13). McroTo Oelie MOTBPAEHO BO Hallata CTyAMja BO
Koja JloKakaBMe JleKa MaljueHTKUTe KoY JKUBeaT BO Celo
MIMAaT MOjKBaJIUTETEH KUBOT.

Hajronemo fiejcTBo MMa Ha eMOI[MIOHA/IHATa, COLIMjaTHATA
M ceKkcyanHaTa (QVHKIMja Kaj keHuTe. AOHOpMasieH
Haog Ha IIAIl tect wim mosutuBHa XIIB Tumusainuja
MHULIUjAJTHO e TIPUIPYKEHO CO MIOK 3a HeKOM MaLeHTKH,
cTpaB, ce0e00BUHYBabe, CHEMOKEHOCT U HepBo3a (14)

Bo Hamiata cTyauja Oelle IOKa)kaHO JieKa IMallMeHTKUTe
KOM MMaaT HeIOCTOjaH NapTHep MMaaT IIOKBaJIUTeTeH
JKMBOT. 3a pasiuKa off Toa, BO cTygujaTa Ha Wanessa
Cassemiro Fernandesl mokaxkaHo e JieKa Mal[eHTKUTE
KOM MMaJie TI0CTOjaH TapTHep MMaaT Mmojobap KBajIuTeT
Ha JKUBOT KakKo pe3ynTaT Ha (hM3MUKa, eMOLMOHAIHA U
TICHXOJIOIIKA MOJ/IPIIKA Of UCTHOT (15).

[Iporpecujara Ha borecTa MMa BnjaHKe BP3 CEKCYaTHOTO
3/IpaBje Ha jKeHaTa W KBaJIMTETOT Ha KMBOT. YyBCTBOTO
Ha 3arpo3eHOCT Ha 3/[paBjeTo 3aBHCH U OfI CTENEeHOT Ha
ne3unTe OWfejKK THe OapaaT MOMHAKBA arpecMBHOCT Ha
TPETMaHOT U CTIefIebe.

3AK/IYYOK

Anan3aTa Ha KBUIUTETOT Ha JKUBOT Kaj MaI[UeHTKHUTe BO
offHOC Ha coruozemorpadckute aKkTopu yKaxka JeKa:
TMaleHTKUTe KoM JKUBeaT Ha Celo MMaaT He3HauajHo
TIOKBA/IUTETEH JKUBOT BO OJIHOC Ha TAIMEeHTKUTE KOU
JKUBeaT BO TpPaji; HeMa 3HauajHa Pa3/nKa BO KBaJIUTETOT
Ha JKMBOTOT BO OfIHOC HAa eTHMYKATa MPUIMAJHOCT Ha
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MalMeHTKUTe; TIALMeHTKUTe CO BHUCOKO 00pa3oBaHMe
MMaaT 3HAYajHO TOKBAIMTETEH KUBOT BO OfIHOC Ha
TaIMeHTKUTe CO CPeTHO U CPeTHO CTPYUHO 00pa30BaHuE;
CO TIOpAaCT Ha BO3pacTa Ha TALMEHTKUTE KBATUTETOT
Ha JKMBOTOT Oflara, CO MOPAcCT Ha CeKcyalHaTa BO3pacT
Ha TAIMeHTKUTe KBAIUTETOT Ha JKUBOTOT PpacTe;
BpaOOTEHNUTE MAIMEHTKY 1 TeH3UOHEePKU UMaaT 3HauajHo
TIOMAJIKY KBaJIUTETEeH KUBOT BO OJJHOC Ha MAIUEHTKUTE CO
3aHUMake YUeHUK/CTYIeHT U HeBPA0OTEeHUTe TTAl[UeHTKH;
MaleHTKUTe KOM HeMaaT I0CTOjaH MapTHep/OpaueH
Ipyrap MMaaT He3HauajHo MOKBATUTETeH JKMBOT BO OfIHOC
Ha TaleHTKUTe KO MMAaaT MOCTojaH TapTHep/OpayeH

apyrap.
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CLINICAL THERAPEUTIC EFFECTS OF USING THE CORONARY
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ABSTRACT

Aim of the study. To investigate the therapeutic effect of the application of the coronally advanced flap technique
combined with a xenogeneic collagen matrix in the treatment of gingival recessions in a three-month observational
period.

Material and methods. The survey was conducted as a prospective clinical study with 17 patients that presented
single gingival recession defects Miller Class I and II in the upper jaw and who were treated with a coronally
advanced flap technique combined with a xenogeneic collagen matrix (Mucograft®, Geistlich, Wolhusen,
Switzerland). Before the surgical intervention and in the follow-up period of 1 and 3 months, the following clinical
parameters were registered and compared for each patient: the recession depth (RD), the periodontal probing
depth (PD), and the level of the clinical attachment (CAL). The postoperative status was registered with clinical
photos of the treated sites and the postoperative values of these parameters at 1 and 3 months after the surgery
were statistically compared to the preoperative values using the Friedman ANOVA Chi Sqr. Test.

Results. At 1 and 3 month post-treatment, mean RD was respectively 0.66 and 0.61 compared to 2.26 at the baseline
(p<0.001); mean PD was respectively 2.34 and 2.37 compared to 2.44 (p>0.05), whereas the mean CAL was respectively
2.99 and 2.98 compared to 4.7 (P<0.001) at the baseline.

Conclusion. The combination of the coronally advanced flap with a collagen membrane has contributed to the
significant reduction of the recession depth (RD), the significant gain in the clinical CAL values, and the insignificant
reduction of the periodontal probing depth at 1 and 3 months after surgery, compared to the preoperative values.
Anyway, a longer follow-up period is needed in order to establish whereas these results are stable in time.

Keywords: Coronally advanced flap, Collagen membrane, Mucograft, recession depth, clinical attachment level

INTRODUCTION of its etiologic agents and their elimination, the
assessment of the degree of tissue involvement and last
but not least, the selection and the careful implementation
of the appropriate surgical procedure in order to achieve
optimal root coverage, improved soft tissue aesthetics
and reduced sensitivity. Since the 1960s, a series of
surgical techniques have been used for the treatment of
the gingival recessions. Membrane techniques used for
the treatment of the gingival recessions have proven to
be quite effective in improving periodontal parameters
and recession depth, but at the same time, better results
The key factors which determine the successful gre achieved when the thickness of the gingival tissue
management of gingival recessions are the identification g greater.2,3 It has been proven that the recession is

Gingival recessions are one of the most common aesthetic
and functional problems of the oral soft tissues, but from
the aspect of the aetiology and treatment, they are also
one of the most complex. In general, gingival recessions
are defined as the exposure of the root surface, which
occurs as a consequence of the apical migration of the
marginal gingiva below the level of the enamel-cement
boundaryl. In many cases with gingival recession, other
signs of the periodontal disease are also present.
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three times higher in cases where the non-resorbable
membranes are placed at sites with thinner gingival tissue
(less than 1.5 mm) than in sites with a thicker gingival
tissue. 4 According to some authors, 2,3 it is required a
minimum of 1 mm of gingival thickness at the recession
site in order to achieve the expected radicular coverage
results. Some authors have found that in recession cases
treated only with the technique of the coronally advanced
flap, the initial value of the keratinized gingival tissue
affects the degree of the recession reduction 5 although
other authors do not support these findings. 6

The most predictable treatment, considered the
“gold standard” for root coverage, is the subepithelial
connective tissue graft (SCTG). However, this technique
offers a disadvantage related to the morbidity to the
patient, where it is necessary to remove the connective
tissue from the palate area. Adverse effects reported
by individuals who have undergone this technique are
discomfort and postoperative pain in the palatal wound.7

Recently, anew approach that consists in the combination
of the coronally advanced flap with a xenogeneic bilayer
collagen matrix (Mucograft, Geistlich), has been proposed
for the treatment of the gingival recessions. 8 Mucograft
(CM) contains 2 functional layers: a single occlusal cell
layer composed of collagen fibers placed in a compact
manner that prevents cellular adhesion and acts as a
barrier, and a porous layer composed of loosely packaged
collagen fibers that form spaces for the formation of
blood clots and invasion of osteopoietic cells, allowing
regeneration.

Several studies have concluded that the collagen matrix
of porcine origin has proven to be as effective and
predictable as the connective tissue graft for increasing
the width of keratinized gingiva and to be associated with

Table 1. The inclusion and exclusion criteria for selecting the patients

Original scientific paper I

a significantly lower patient morbidity7, 9-12.

In 2009, Sanz et al7 conducted a randomized
retrospective clinical trial consisting of 20 patients
followed for 1, 3 and 6 months with regard to keratinized
tissue gained through SCTG vs CM augmentation. They
found a statistically significant amount of keratinized
tissue achieved with both grafting materials (2.6 mm
and 2.5 mm respectively) and a lower patient morbidity
associated with the collagen matrix. Similarly, in one
of the first clinical studies that have compared CM to
SCTG, McGuire et al.8found that for both techniques,
parameters such as the mean clinical attachment level,
the periodontal depth and the keratinized gingiva
width, improved significantly compared to baseline. All
parameters tested for differences between treatment
groups also showed equivalence and at 6 months, no
difference could be made in regards to colour or texture.

Since the approach is relatively new and there is still
lack of sufficient data to prove its effectivity, we decided
to investigate the therapeutic effect of the coronally-
advanced flap technique combined with a xenogeneic
collagen matrix in the treatment of gingival recessions in
a three-month observational period.

MATERIAL AND METHODS

Theresearchwasconductedatthe Clinic of Periodontology
at the Dental University Clinical Center “St. Panteleimon”
in Skopje, the Clinic of Periodontology at the University
Clinical Centre in Kosovo, Prishtina, as well as in the
“Dens-M” Clinic in Pristina, Kosovo.

It was a prospective clinical study that included 20
patients, selected according to the inclusion and
exclusion criteria as presented in Table 1.

Inclusion criteria

Exclusion criteria

- Patients over 18 years of age;
- Healthy individuals without systemic diseases;
- The presence of single gingival recessions Miller Class
I and II in the upper jaw;
- Depth of recession < 4 mm;
- Keratinized gingival width > 3 mm;
- Patients w1tl§ well-controlled plaque (FMPS <20%).

- Passionate tobacco smokers (more than 10 cigarettes per day).

- Patients with registered systemic (ﬁseases
(autoimmune, immune-compromising diseases).

- The use of medicines that have the ability to
compromise the wound healing;

- Gravidity and lactation (in women);

- Allergies to used drugs or other materials used
during the research.

All patients who agreed to be included in the study,
signed an informed consent form approved by the Ethics
Committee of the Faculty of Medicine, University of Cyril
and Methodius, and then were monitored according to a
strict preoperative, operative and postoperative protocol.

At the baseline visit, immediately before the surgical
procedure, and also after 1 and 3 months all subjects had
the following clinical parameters being recorded by the
same examiner: the recession depth (RD) measured as
the distance in mm from the cement - enamel boundary
of the tooth crown to the edge of the free gingiva; the
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periodontal probing depth (PD) - i measured from the
marginal gingival to the bottom of the gingival sulcus
or pocket, at the vestibular tooth surface, with a graded
periodontal probe with a protruding peak; the level of
the clinical attachment (CAL) calculated as the sum of
the depth of periodontal probing (PD) and the depth of
the recession (RD).

After the data collection, the patients underwent the
surgical intervention by two experienced specialists.

0000000000000

The surgical intervention began with the administration
of the appropriate local anaesthesia (Scandonest 3%,
Septodont). The choice of the flap design was modified
Widman flap. Mucograft was cut with Goldman-Fox
scissors so that it could be easily adapted to the recession
defect. The compact side wad placed oriented towards the
outside whereas the spongy one towards the bone. Then,
the flap was coronally advanced and sutured tension-free
covering the membrane and the recession defect. It was
sutured with a 5/0 silk suture.

Fig.1 Surgical technique. a) Before treatment b) Flap preparation and raising c) d) Collagen membrane e) Collagen
membrane adaptation f) Suturing

After the intervention, all
the patients received specific
instructions regarding  the

maintenance of oral hygiene and
post-operative wound care. All the
participants were asked to rinse
the mouth with Chlorhexidine
0.2%, 2 times a day for 2 weeks,
while after 2 weeks to brush their
teeth with a soft-fibres toothbrush
with rotating movements. For the eventual pain and
oedema, patients might receive Ibuprofen 400 mg. The
sutures were removed after 10 days. Only 17 patients
presented in the follow-on visits (drop-out rate 15%). The
analysis of the data was performed using the statistical
programs Statistica 71 for Windows and SPSS Statistics
17.0. Descriptive statistics were generated for both the
preoperative and postoperative values and presented as
means, SDs, 95% confidence intervals (CI), and Minimum
and Maximum. In order to investigate the clinical effect
of the treatment, differences between preoperative and
post-operative values at 1 and 3 months of the analysed

Fig.2 Postoperative
result 3 months
after surgery
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parameters have been tested with Friedman ANOVA Chi
Sqr. / (P<0.05).

RESULTS

The results shown in Table 2 refer to the preoperative
values of the recession depth (RD), the periodontal probing
depth(PD), and the clinical attachment level (CAL). The
value of the recession depth (RD) varied in the range 2.26
+0.86 mm, = 95.00% CI: 1.82-2.70; the minimum value was
0.95 mm. and the maximum value was 3.76 mm.

The value of the periodontal probing depth (PD) varied in
the interval 2,44 + 0,30 mm, + 95,00% CI: 2,29-2,59; the
minimum value was 1.97 mm. and the maximum value
was 3,01 mm.

The value of the clinical attachment level (CAL) varies
in the range 4.70 + 0.86 mm, + 95.00% CI: 4.27-5.14; the
minimum value was 3.23 mm. and the maximum value
was 6.30 mm.
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Table 2. Descriptive statistics of the analyzed parameters RD, PD and CAL, before the treatment in the examined region

Before the Valid N Mean Confidence Confidence Minimum Maximum Std.Dev.
treatment -95,00% +95,00%
RD 17 2,26 1,82 2,70 0,95 3,76 0,86
PD 17 2,44 2,29 2,59 1,97 3,01 0,30
CAL 17 4,70 4,27 5,14 3,23 6,30 0,86

The results shown in Table 3 refer to the values of the
recession depth (RD), the depth of periodontal probing
(PD) and the clinical attachment level (CAL) in the same
research sample, 1-month post-treatment.

The value of the recession depth (RD) varied in the interval
0,66 0,37 mm, +95,00% CI: 0,46-0,85; the minimum value
was 0.23 mm. and the maximum value was 1.24 mm.

The value of the periodontal probing depth (PD) varied in
the interval 2,34 + 0,10 mm, * 95,00% CI: 2,29-2,39; the
minimum value was 2.12 mm. and the maximum value
was 2.51 mm.

The level of clinical attachment (CAL) varied in the range
299 + 0,37 mm, = 95,00% CI: 2,80-3,19; the minimum
value was 2.49 mm. and the maximum value was 3.67 mm.

Table 3. Descriptive statistics of the analysed parameters RD, PD and CAL, 1 month after the intervention in the examined region

After 1 month Valid N Mean C?ggg?)%ce ng&%%%e Minim um Maximum Std.Dev.
RD 17 0,66 0,46 0,85 0,23 1,24 0,37
PD 17 2,34 2,29 2,39 2,12 2,51 0,10
CAL 17 2,99 2,80 3,19 2,49 3,67 0,37

The results shown in Table 4 refer to the values of the
recession depth (RD), the depth of the periodontal
probing (PD), and the clinical attachment level (CAL) 3
months after the intervention.

The value of the recession depth (RD) varied in the range
0.61+0.20 mm, = 95.00% CI: 0.50-0.71; the minimum value
was 0.32 mm. and the maximum value was 1.05 mm.

The value of the periodontal probing depth (PD) varied
in the interval 2,37 + 0,18 mm, + 95,00% CI: 2,28-2,47; the
minimum value was 2.04 mm, and the maximum value
was 2.65 mm.

The value of the clinical attachment level (CAL) varied in
the interval 2,98 + 0,25 mm, + 95,00% CI: 2,85-3,11; the
minimum value was 2.58 mm. and the maximum value
was 3.37 mm.

Table 4. Descriptive statistics of analysed parameters (RD, PD and CAL) 3 months after intervention

After 3 months Valid N Mean C(_)Sr)lgtgg%ce ngg%%r},/fe Minimum Maximum Std.Dev.
RD 17 0,61 0,50 0,71 0,32 1,05 0,20
PD 17 2,37 2,28 247 2,04 2,65 0,18
CAL 17 2,98 2,85 31 2,58 3,37 0,25

Table 5. Differences in values of the depth of recession (RD) in patients before treatment, after 1 and 3 months of intervention

Friedman ANOVA Chi Sqr. (N = 17, df = 3) = 31,31 u p<0,001(p = 0,000)

The depth of recession (RD) Average Rank Sum of Ranks Mean Std.Dev.
Before the treatment (RD) 4,00 68,00 2,26 0,86
After 1 month (RD) 2,09 35,50 0,66 0,37
After 3 months (RD) 1,91 32,50 0,61 0,20

The results shown in Table 5 refer to the difference
between pre-treatment and 1and 3-month post-treatment
values of the recession depth (RD). The values of the
recession depth (RD) 1 and 3 months (RD) post- treatment
for N =17, df = 3 and p <0.001 (p = 0.000) are significantly
lower in relation to the preoperative values (Table 4).

The results shown in Table 5 refer to the difference
between pre-treatment and 1 and 3-month post-treatment
values of the periodontal probing depth(PD). The values
of the periodontal probing depth 1 and 3 months after
treatment (N = 17, df = 3) = 3.02 and p> 0.05 (p = 0.39) are
lower than the pre-treatment values, but this difference
is insignificant (Table 5).
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Table 6. The difference in the values of the depth of periodontal probing depth(PD) in patients before the treatment, after 1 and 3 months

of intervention
Friedman ANOVA Chi Sqr. (N = 17, df = 3) = 3,02 u p>0,05(p = 0,39)
The depth of paradontal probe (PD) Average Rank Sum of Ranks Mean Std.Dev.
Before the treatment (PD) 2,88 49,00 2,44 0,30
After 1 month (PD) 2,21 37,50 2,34 0,10
After 3 months (PD) 2,62 44,50 2,37 0,18
Table 6. Difference in CAL values in patients before the treatment, 1 and 3 months of intervention
Friedman ANOVA Chi Sqr. (N = 17, df = 3) = 30,67 1 p<0,001(p = 0,000)
Clinical attachment level (CAL) Average Rank Sum of Ranks Mean Std.Dev.
Before the treatment (CAL) 4,00 68,00 470 0,86
After 1 month (CAL) 2,06 35,00 2,99 0,37
After 3 months (CAL) 2,00 34,00 2,98 0,25

The results shown in Table 6 refer to the difference
between pre-treatment and 1and 3-month post-treatment
values of the clinical attachment level (CAL). The values
of this parameter at 1 and 3 months after treatment (N =
17, df = 3) = 30.67 and p <0.001 (p = 0.000) are significantly
lower than the preoperative values (Table 6).

DISCUSSION

Most of the studies concerning the treatment of the
gingival recessions have been focused on the clinical
effectivity of the coronally-advanced flap technique.
Cortellini- Pini Prato5 confirm that the technique of the
coronary advanced flap allows complete root coverage of
Miller Class I and II recession defect with long-lasting and
sustained results. Another study by De Sanctis-Zuccelli6
which investigated the 3-year results of the treatment of
Miller Class I and II recessions with a coronally-advanced
flap technique, root coverage after 1 and 3 years was
98.6% and 96.7% while the gain in the clinical attachment
level was 3.65 +/ -1.10 and 3.70+/- 1.09 mm, a gain which
was also accompanied with a significant increase in the
width of the keratinized gingiva.

In our research, where we combined the coronally
advanced flap technique with a xenogeneic collagen
matrix, we found that the mean RD after 1 and 3 months
(respectively 0.66 and 0.61) was significantly reduced
(p<0.001) in comparison to the baseline (2.26). The
technique has thus ensured a very significant reduction
of the recession depth, a finding which is totally in
concordance with the study of McGuire and Scheyer
(2010)8, where the mean recession depth after treatment
was 0.52 mm and the reduction was very significant
(p=0.0062).
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Also, in terms of clinical attachment gain, the results from
this investigation confirm the previous published results
using the same xenogeneic material. In our survey, at the
baseline, the mean CAL was 4.7 +0.86, a value which was
significantly reduced (p<0.001) to 2.99+0.37 mm 1 month
post-operatively and 2.98+0.25 3 months post-operatively.
This is an indication that, similarly with Cardaropoli et
al (2012) 9- where CAL after 12 months was 2.41+ 0.28
mm and the difference was significant (P<0.001)- the
technique has had a significant impact in terms of clinical
attachment gain. In another study of Castro and Grados
(2014) 13 CAL value after 2 months was 3.17£t0.98 mm, a
value which is not very different from ours.

Differently from the above mentioned parameters,
but still concordantly with other studies8,9, the mean
of the periodontal probing depth at 1 and 3 months
(respectively 2.34 and 2.37) was reduced in comparison
to the preoperative value (2.44), but this difference
was insignificant (p<0.05). In the studies of McGuire
and Schever (2010)8 and Cardaropoli et al (2012)9 the
values of the periodontal probing depth 6 months after
the treatment were respectively 2.29 ad 2.46, but this
difference was insignificant (p>0.05) compared to the pre-
treatment value for both studies. Anyway, our general
findings demonstrate that Mucograft used in combination
with the coronally advanced flap is clinically effective
in improving the compromised clinical parameters
associated with the gingival recession.

Besides the improved clinical outcomes, McGuire and
Scheyer (2010)8 concluded that the combination of
the coronally advanced flap with Mucograft avoids the
morbidity of donor graft harvest, and provides excellent
aesthetic outcomes. Although not measured definitively,
their observation was that Mucograft, like CTG, provided a
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tissue substrate or scaffold, capable of thickening tissues,
which may be a desirable attribute when treating thin
tissue biotypes or managing contour deformitiesAlso,
according to Cardaropoli et al. (2012), 9 the application
of Mucograft in the treatment of gingival recession of
the Miller Class I and II provides quite predictable results
from an aesthetic aspect without the need for a second
surgical procedure, which is an attractive alternative
compared to conventional graft techniques. The same
was reported by Sanz et al. (2009)7 who concluded that
Mucograft was as effective and predictable as the SCTG
for attaining a band of keratinized tissue and moreover,
its use was also associated with a significantly lower
patient morbidity. Castro and Grados (2014)13 also
concluded in their randomized clinical trial that both
techniques are useful to improve the analyzed clinical
parameters: KG, CAL, PD with CMP having the advantage
of avoiding a second surgical site like palatal tissues thus
reducing morbidity and surgical risks. A more recent
study of McGuire and Schever (2016) 12 which compared
the long-term results (after 6 months and 5 years) of CM+
CAF and SCTG+CAF for the treatment of dehiscence-type
recession defects concluded that CM + CAF appears to
present a viable and long-term alternative to traditional
SCTG + CAF therapy.

The improved treatment outcomes we observed in our
study may also be related to the favourable tissue response
that is elicited by Mucograft. According to a study by
Ghanati et al. (2011)14 Mucograft successfully promoted
the ingrowth of gingival tissue, reversed gingival tissue
recession, demonstrated potential as a barrier for
preferential tissue ingrowth, and achieved a desirable
therapeutic result when applied in humans for soft tissue
regenerationl4. Of particular importance was also the
fact that in the clinical situation no multinucleated giant
cells, no granulation tissue and no evidence of a marked
inflammatory response were observed.14

We think that the CAL correction 3 months after the
treatment is due to the characteristics related to the
application of Mucograft in the technique of a coronary
advanced flap combined with a collagen membrane.
In fact, Mucograft is a cell-occlusive layer composed of
collagen fibers placed in a compact manner that prevents
cellular adhesion and is a barrier. The other porous layer
consisting of collagen fibers that are loosely packaged
forming formation spaces blood coagulum and invasion
of osteopathic cells allowing regeneration.

Original scientific paper I

CONCLUSION

From our findings, we can conclude that the combination
of the Mucograft with the coronally advanced flap
technique has contributed to the significant gain of the
CAL, the significant reduction of the recession depth and
to an insignificant reduction of the periodontal probing
depth after 1 and 3 months of treatment, compared to the
pre-treatment values. Anyway, we acknowledge the need
for a longer follow-up period in order to establish whereas
these results are stable in time.
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ABCTPAKT

MexaHWUKUTE [TOBPeAU Ha OPraHoT 3a BUJI Ce YpereHTHU coCcTojor Bo odrasiMosiorujara. Adekinja Ha OUHOTO jaboJIKO
MOJKe J1a Ma 3HauajHu perepKycruy Ha BUIIHATA OCTPMHA, HO M Ha BUTAJIHOCTA W [TEP3UCTEHTHOCTA Ha caMuoT OyIioyc.

Llen Ha TpyAoT e MpeKy Kareropusaliydja Ha KJIWHWUKUTE cjlydau, armuupajku ja BETT tepmunonorujara, na ce
HaIpaBU aHaJii3a Ha MeXaHUUKUTE TTOBPe/IM Ha OYHOTOT jaO0JIKO HA KJIMHUUKUTE OOHU U fla ce eslabopupa HAUMHOT
Ha JIeKyBarbe.

[Tanpentu u Mmerogu: Ha KnumHukarta 3a Ounu Oojiecty BO IepuomoT of aBe roguHu (2016/17) ce nexyBaHu 285
MaLyenTy, KoM ce BKIYUeH! BO OBaa CTyAuja.

Kaj cure natmenTu Gellle ofpefieHa BUiHa OCTPUHA Ha MpUeM, AUPeKTHa acdhepeHTHa MyTiapHa peakiiyja, mperses
Ha OMOMMKPOCKOII, MHIAMPEKTHA 0(TaJIMOCKOIIU]ja, Iperyen co ayria 78D, Rtg Ha opbuTta 1 exorpaduja Kaj nospeau
co rara Tpayma, HarrpaBeHa KTM Ha opbuTtu u MRI.

Kaj orBOpeHuTe moBpenn Oelle aryMidpaHa aHTUTETAHWUHA 3allTHUTA, MTapeHTepajHa aHTUOMOTCKa Teparuja 1
M3BPIIEeH orlepaTuBeH 3adart (mpumMapHa obpaboTKa Ha paHa), a ako e [IPUCYTHO CTPAaHO TeJIOo [1apc [laHa BUTPEKTOMUja
(PPV) co uHcTanamuja Ha CUIMKOHCKO MacJIo.

Knacudukraiuja Ha rospeaute mpaBeHa e criopeg BETTs (Brimingham Eye Trauma Terminology Sistem)

Pesynraru: Cute 285 mauyeHTH ce IOZeJeHr BO JiBe Tpyrd, o Kou 250 Oea 3aTBOpeHU IOBpPEIM Ha OUMUTe U 35
Cco OoTBOpeHa roBpepna. IlanueHTuTe ce KiaacuduLMpaa BO 3aBUCHOCT Off BUIOT Ha IIOBpejaTa, MeXaHU3aMOT Ha
HacTaHyBacHe U rorpebara 3a Tpermad. Ol OTBOpeHuTe rospean 7 6ea pyrTypu Co jIoKaan3aluja Ha KopHea of Kou
2 co TpayMaTCKa KaTapakTa, fozieka 28 bea nateparuu 1 Toa 11 Ha KopHea, 8 Ha KOpHeocK/iepa 1 9 Ha ckiepa. ViMeHo
11 6ea nmepcdopanTHN TOBpen, 1 MeHeTpaHTHA U 8 CO MHTPAOKY/IaPHO CTPAHO TeJIo, CUTe XUPYPIIKU 0O6paboTeH!.

BBKHYLIOKZ OKYHapHI/ITe MeXaHWYKM ITOBpeIn Cce yecTa HBTOHOFI/Ija BO OCbTaHMOHOLHKaTa ITpakCa KOM MOKaT [1a MMaaT
3Haqa]'Ho BHI/IjaHI/Ie Ha CbYHKLlVIjaTa Ha OpraHOT 3a BU/], KaKO 1 Ha HeroBaTa MOp(i)OHOT‘I/I]H, OYPpU 1 OIICTaHOK. BornasHo
e a(beKTI/IpaHa rmomMJsiajga HOHYHaI/I]H IITO I'O UCTaKHYBa 3HAYEHETO Ha HpO6H€MaTI/IKaTa.

HOBpeZLI/ITe Ha OpraHoT 3a BUJM, a IIprMopn Tpe6a Ja ce CBaTaT CEepMO3HO, [da ce IIpocsedgaT MYHMIIMO3HO CUTe
MaHIaTOPHN ,Z[I/IjaFHOCTVI‘JKI/I NCITUTYBamka M ITpeB3eMaT aleKBaTHW TepallMCKU ITPOoLeaypu. Ocobeno TIoBpeJnuTe Ha
OYHMOT 6YH6YC, MaKap 1M Hau3srjie[ He3arposyBadkM, ITOTPEeHO e [Ia ce cjieJaT HOHOHFOTpajHO, 3apar MOKHU KaCHU
KOMITJIMKaL UK.

Bo Bpeme Ha HOBM TEXHOJONIIKM JIOCTUTHYBAMA, HAMPEJIOKOT BO BUTpeasHaTa XUPYpruja MU MOKHOCTUTE BO
PEKOHCTPYKIIMja Ha U3pa3eHo TellKY JlallepaHTHU TIOBPEeJI Ha OUHOTO jabOJTKO, ITPOTrHO3aTa BO O/IHOC Ha hyHKIIMjaTa
1 MopdororujaTa Ha OpraHoT e 3HAYajHO MTOU3TIIeIHA.

Knyanu 360poBu: Mexannuky MoBpeiy, arepariija, KoHTy3uja, pyrnrypa

BOBE]] Ha camara IoBpella TakKa M BO IOJOLIHE;KHUOT IIePo/.
MeryToa ronem 0poj of TpayMaTCKUTe TOBPeM MOKaT
Jla MMaaT 3HauajHU pelepKyCHU Ha OpraHoT 3a BUJ U
HeroBaTa (pyHKIIHja.

MexaHUUKHUTE TIOBPE/M Ce YPreHTH! COCTOj0M BO OYHATa
TIpaKca 1 ce OJIHeCyBaar Ha IOBpeJia Ha CHTe CTPYKTYPH Ha
OPraHoOT 3a BHJI, KAKO OUHOTO ja0OJTKO TaKa U aJ[HeKCUTe 1
O4yHHOT HepB. YecTH ce Bo odpTaiMoOJIONIKaTa aToforuja  Tpaymara Ha OYHOTO jaOOJNKO, 3apajii OINTETYBambe
HeKorall ce o7 0e3a3/ieH KapakTep, KaKo DU HACTaHyBalbe Ha HEej3MHUTe OKYIapHM TKaelha BO Kopesalyja co
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MeXaHM3MOT U TUIIOT Ha IOBpefjaTa, MOKe Jja pe3yiaTipa
CO HaMaJIyBakbe Ha BUJIOT, IYPH U Jia JIoBeJie 10 TYOUTOK
Ha CaMOTO OYHO jaboIKO.

CTaTHCTUYKU ENMUeMUOTIOIIKY TOJJaTOIM MCTaKHyBaaT
IieKa co TpayMma ce apeKTUpaHM BOITIaBHO MJIajiu Jyre,
HO He ce TOIITeJeHM KeHuTe W Jenjata. Hajuecto ce
paboru 3a tamu noBpeau (USEIR 31%; HEIR 45%), Ho u
THIOBPE/IA CO OCTap MpeJMeT 3aB3eMaaT 3HauaeH MPOIIEHT.
BajkHO BO TpeBeHIMjaTa e JieKa MOBPEJUTe BO TONeM
THPOLIEHT ce ciydyBaat Ha pabota (USEI 21%; in the HEIR
27%) (2) ®akToT meKa ce pabOTH BOITIABHO 3a MJIajiu
paboTOCIIOCOOHHM JIyIe, LITO MOKE Jja MMa pelepKycHuja
Ha HUBHATa pabOTHA MMPOJYKTUBHOCT ¥ OfIpa3 BO HAUMHOT
Ha JKMBOTHHOT CTHJI, Of 3HaUeHhe ce CO3HaHHjaTa 3a OBaa
TaTOJIOTHja Ha OKOTO.

Ilen Ha TPYJOT e AIIMIMPAjKU ja MHTEpPHALMOHAIHATA
knacuuKanyja 3a moBpenu Ha oko (BETT), ma ce
aHa/IM3MpaaT KIMHAUKATE C/IyJay Ha II0BPeY Ha OUHOTO
jabosKo ¥ fa ce erabopupa HAYMHOT HA TPETMAH Kaj THe
TIOBPeJIH.

MATEPHJAJT 1 METOH

Ha Knunukata 3a O4HM 0ojecTd BO MEPUOJOT Off JIBe
ropunn ( 2016/17) ce nexkyBanu 285 malueHTH, KOU ce
BKJIYUeHH BO OBaa CTyIuja.

Kaj cuTe manueHTH NMpUMeHM Ha KJIMHUYKO JieKyBaibe
CIIPOBEJIEHM Ce MaHJJaTOPHU WCIUTYBawma CO [IeTalHO
3eMalhe Ha aHaMHe3aTa, 3a HAUMHOT W TEKOT Ha
noBpefiaTa. VMeHO ofipefieHa e BHMJHA OCTPUHA Ha
npueM, JUpeKTHa adepeHTHa TyIAIapHa peakijyja Wi
KOHCEeH3yaJlHa, Mpersie]] Ha OMOMUKPOCKOI, WHANPEKTHA
odhranmockonuja, mperneq co nyia 78D, Rtg Ha opbuTa
1 exorpaduja Kaj moBpey €O Tara TpayMa Wid Kajie He
Owia eBUJIeHTHA JIallepaHTHA PaHa HA MPeJHUOT JIeT Ha
00BUBKUTE HAa OYHOTO jabOJIKO, KAaKO M OfipeflyBaibe Ha
OUHMOT TIPUTUCOK. [Ipu HeKou ciiyyaum MHAWIIMpaHa U
HarnpaBeHa e KTM na opouTu 1 MRL

Kaj oTBopeHuTe MOBpe/M e aIyIMijMpaHa aHTUTeTaHUUHA
3allITUTA, MApeHTepajiHa AaHTMOMOTCKA Tepamuja U
W3BpIIEH omepaThBeH 3adaT (mpuMapHa 00paboTKa
Ha paHa M aKo e TPUCYTHO CTPaHO TeJ0 Mapc IUIaHa
ButpekroMuja (PPV) co mHCTanammja Ha CHIMKOHCKO
Macso)

Knacudukanuja Ha noBpejute npaseHa e criopen BETTs
(Brimingham Eye Trauma Terminology Sistem) (Kuhn F.,
2002) mpuKkaskaHu Ha fujarpam Bo Ci.l
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CHAPTER 1 BETT: TaHe TERMINOLOGY OF OcuLAR TRaUMA

Closed globe Open globe

[ Contusion ]| [ Lamellar laceration H | Lacerhtion |

[[penctraiing | o [pertorating ||

Cn. 1 BETT TepmuHosnoruja 3a oKyapHa Tpayma
(Bo 1BOjHA paMKa ce IujarHo3UTe KOM HajuecTo ce
TIPYMEHYBAaT BO K/IMHUYKATa MpaKca)

MsBop: Kuhn F. et all. 2002

PE3YJITATH

Bo mepuomor 2016/17 Gea mpernefaHd M TPeTHUPaHH
BKYIIHO 285 MHaIMeHTH CO KOHY3Mja Ha OUHOTO jabOJIKO.
[larentuTe Gea Toje/IeHH BO [IBe IMOTONEMM TPYIIH,
3aBUCHO Of] TUIIOT Ha TOBPJlaTa, MEXaHU3MOT Ha Hej3UHO
HacTaHyBale KaKo M TIOTpe0ara 3a MOHATAMOIIHO
XUPYPILIKO JIeKYBatbe Ha UcTara.

Bo mpBara rpyma 3aTBOPeHH KOHTY3MOHM IIOBpeId ce
BKyMHO 250 manmenT, 164 masku Ha Bo3pacr (20-80 roj.),
51 ;kenu (Ha Bo3peT 23-76 rog.) u 35 menia (2-19 rop.) ( Tao. 1)

Kaj 227 oun e yTBpjieHa 4ncTa KOHTY3MOHA MOBpejia Of
KOHM CO 3acerame Ha MePHOKY/IapHUTe MEKH TKUBA W/
CTPYKTYpUTE Ha PeJJHUOT oueH cerMeHT 198, co mpucyTHO
VHTPaBUTPeaHO KpBapewe 6, U [Bajija MalldeHTH CO
MakyapeH efem. (Cr1. 2)

Kaj 198 cnyuau mpu 3aTBopeHHTe KOHTY3MU IOBpeluTe
0ea JIOKa/IM3UPaHU Ha TIePUOKY/IAPHUATE MEKM CTPYKTYPH
(xeMaTOMM HAa OYHHWTe Kamald, M JjallepaHTHH PaHH
Ha OKOJMHATA CO WM 0e3 WHAMKAIMja 32 XUPYPUIKHU
noHaTamouieH TpetMas). (Cr.2)

[IpucyTHM nMamenapHM narepanuu Kaj 23 oun U Toa Ha
KopHea 11 ou, ofi KoM Kaj 8 maieHTH Kako Iocieuia
Ha jaurHaTa Ha yIapoT Oele MPUCYTHA U Xudema BO
TpefiHaTa KOMOpa, Kaj efieH UpU0ujainu3a U efleH CIydaj
xucema co cyonyKcuparbe Ha PUPOJHATA MHTPAOKY/IapHa
neKa.

JlaniepaHTHY KOpHEO-CKJIepaiHd MOBpefid MMaile Kaj 8
TaIeHTH (0] KOM Kaj 7 co TIpompaTHa Xudema Bo IpejiHa
Komopa). Ha cknepa namenapuu pynrypu Oea 4; Bo 6
cjlydau Oellie TIPUCYTHO MHTABUTPEATHO IOCT KOHTY3UOHO
KpBapeme, a Kaj 2 ciayyaum Oelle [ujarHOCTUIMPAH
Bepnunros makynapeH egem (Cr1.2)
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Bo rpynara Ha oTBOpeHH KOHTY3MOHHM IOBpAM Oea omncarenu BKymHO 34 marpenTu. (Ta6. 2) O HuB 28 nanepaiyu
1 7 pynTypu (o7 Kou 2 Oea KOpHealHH co TOCTPTayMaTcka KaTapakra). Jlameparuy Ha KopHea Oea puCyTHH Kaj 11
TalyeHTH, Ha cKyiepa 9 u KopHeo-ckepaanu 8 maruenTy. [leHeTpaHTHE MoBpe/u Oea yTBpAeHH Kaj 19, mepdoparuBHa

TIOBpe/ia caMo Kaj efieH, Jlofieka Bo 8 of1 ciyuauTe Oellle YTBPJEHO ¥ MPUCYCTBO HA MHTPAOKYIapPHO CTPAHO TeJIo (BO
Tpe/iHa KOMOpa UK BO BUTPeYC).

BujiHaTa ocTpyHa MO TMOBpe/iaTa € BO 3aBUCHOCT Of TUIIOT M MEXaHM3MOT HAa HaCTaHYBAameTO Ha IMOBpefaTa, BO
KopeJalyja co BUHATa OCTpKHa Ha mpueM. (Tab.3)

| BKymHOTOBPEM: 285 |

!

| 3ATBOPEHU ITOBPEJIA: 250 OTBOPEHU [IOBPEJIU: 35 |
KOHTY3MO3HU JIAMEJTAPHI JIALIEPALIN: 28 PYIITYPU: 7
[IOBPEIN: 227 JIALIEPALTAN: 23
-Co xucema: 21 -Kophea: 11 -Kophea: 11 -Co Tpaymarcka
-Co xemo(ranmyc: 6 -KopHeocknepa: 8 -KopHeockepa: 8 KaTapakTa: 2
-Co MaKymnapeH efiem: 2 -Cxnepa: 4 -Cxnepa: 9
-Co 3acerarme Ha epUOKY/IapHU
TKuBa: 198 l
-IlepdopanTHu
noBpepu: 11

-IlepdopHaTHN moBpeu: 1

-Co crpano Teno 10FB: 8

Cn.2 lujarpam Ha moBpeu Knacuduiupanu ciopes BETT knacudukarmjata ( Kuhn F., 2002)

Patients | Gender | Range Average No VA Patients
Male (20-80) 50 164 (65, 6%) 0,6-1,0 184
250 Fem. (23-76) 495 51(20, 4%)
Ch (2-19) 105 35 (14, 0%) 0,5-06 34
Tab. 1 Tlpuka3 Ha JeMorpadCKé KapakTePUCTHKU 3aTBOPEHU 0,2-04 2
KOHTY3MOHH TTOBPEM Ha OYHO jabO/KO
01 18
Sharp object | eyes |Blunt trauma | eyes Place of injury 0,05 1
Penetrat.lve 19 Rupture 7 At home | 62 Counting fingers 14
Perforative 1

Tab. 2 TabemapeH nmpuKa3 Cropes TUMOT Ha MoBpefiata M MectoTo  Ta0. 3 TabenapeH npuka3 Ha BUIHATA OCTPUHA
Ha HACTaHYBame Ha MoBpeyjaTa
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JUCKYCHJA

MexaHUUKUTe TOBpEY Ce 3HAUYAeH CerMEHT BO OYHaTa
TIaTOJIOrMja, 4eCTO MPOTKAaeHH o rojieM Opoj unemu. Efen
JIeTT off HUB € HaJMUHAT, BO CMIC/Ia Ha KIcH(UKaljaTa
Ha IOBpeJUTe ¥ HYUBHA [IMCTMHKIMjA, CO IpMMEeHa Ha
MHTEepHAIMOHA/IHATA TePMUHOJIOTHja 3 TPAyMUTE Ha OKO
(BETTS) (1).Bipouem, MexaHMUKMTE MOBpeM Ha OYHOTO
jaboIKo, CIIOpey] CPeTCTBOTO M HAUMHOT Ha [OBpeJjaTa, ce
CBeJlyBaar Ha IIOBPeJI CO Tall PeIMeT WM CUJIeH yiap 1
TIOBPE/IH CO OCTap IIPeJIMeT.

[Tpu roBpe/ia co ocTap MpeJiMeT KM Maj ocTap 00jKeT co
rojieMa KMHETHYKa eHepruja, HacTaHyBaaT HapyllyBamba
Ha 00BMBKMTE Ha 0YHOTO jabonmko. Crioper crioMeHaTaTa
TePMHUHOJIOTHja BO KOJIKY OCTOM KOMITIETHO PACKUHYBakbe
Ha O0OBUBKMTE, 300pyBaMe 3a II€JIOCHH JallepaHTHH
TIOBPe/I U HEKOTalll THe Ce 3[APYKeH! O MPUCYCTBO Ha
CTPAHO TeJI0 BO HEKOj O CETrMEHTHTe Ha OYHUOT OyIIoycC.
Kaj nmamepaHTHE TOBpely paslMKyBaMe MeHETPAHTHH
TIOBPe/I Kajie [PH II0BPe/ia HaCTaHyBa e/jHa BIe3Ha PaHa,
Wik TephopaTHBHHM, Kora 3apajii rojieMaTa KHHETHUKa
eHepriuja Ha J[IBUJKEUKHOT OOjeKT IMOCTOM BJIe3HA U
M3/1e3Ha PaHa.

Bo rpymnara Ha nanepaHTHY MOBPe/M CTaraaT v TIOBPeIu
CO IPKCYCTBO Ha CTPAHO TEJI0 BO OUHOTO jabOOITKO, COCTOj0a
Koja BeKe HOCH HOBH OTTACHOCTH U TIPe/IU3BUIIH.

MeryToa, OIITETYBakETO Ha OYHUTE OOBUBKH CO
co37laBalhe Ha HUBEH paciiell MO)e /la HacTaHe UM Kaj
Tala Tpayma, MpH Koja 3apajd Harao 3rojieMyBambe
Ha NPUTUCOKOT BO OKOTO TPU HEroBa KOMIIpecHja BO
aHeTpPOIOCTEPUOPEH MpaBell, MOXKe Jla JIojae 10 MyKambe
Ha celak TeHKa 1 ()paruiHa cKiepa Ha Hej3SUHUTe c1abu
MecTa (MHcepIyjaTa Ha MpaBUTe HAJIBOPELIHH MYCKYIIH,
eKBaTOPOT M/IM Ha MecTaTa Ha JIy3HU Off OfepaTHMBHU
nHTepBeHIH). CeKako 0Ba e MmpaTeHo O OIITEeTYBabe Ha
BHATPENIHNUTE /IBe OYHM 0OBMBKU Ha OKOTO 1 BUTPEATHOTO
Tenno. Ce pabOTH 3a MHOTY TEIKU MOBPeIM KO HajuecTo
uMaaT Jiomla MporHosa. Kaj oBoj Tum Ha pacleny,
TEePMUHOIONIKY 300pyBaMe 3a PYITYPU Ha OUHKOT OY/IOyC.

OcBeH Kareropusalyja CIopej TUIOT Ha MOBpejaTa 3a
T0er3akTHO JlepuHMpare Ha TPOOIeMOT Ha MOBpeJiaTa,
BETTs TepMmuHonorujaTa ja MHKOPIOPHUPAa U TeKUHATA
Ha TMOBpeJaTa ofpefleHa CIOpe BHUJHTAa OCTPUHA,
peakijaTa Ha TMynWiIaTa, Kako ¥ 3acdaTeHocTa Ha
OKY/IapHUTE CTPYKTYPH O TIOBPeJiaTa, OHOCHO A/ ce
OJJHECYBa Ha OLITETYBama Ha MPeJHUOT Jiell Ha OKOTO/0
MPUJIONIeHTaTHATa MeMOpaHa WK ro adeKTUpaaT 3aHAOT
Zles Ha OKoTo, WK U JiBeTe. OBa ce ofiHeCyBa Kaj TamuTe
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InoBpeau Kako 1 IoBpein CO OCTap ImpeaMert.

IIpucranor Ha Oo/MeH co TpaymMa Ha OKO e [OCTa
cnermduyed. (2) (3) On 3Hauewme ce aHAMHECTHUKUTE
TOZJATOLM 3a HAUMHOT Ha ITOBpeJaTa, HO BOEJHO IpH
TIPUCTAIl Ha TaKOB OOJIEH MHOTY € BaKHO Jla Ce MCIUTaaT
TOBpeUTe Ha [IPYTUTe [IeJIOBU Off I7laBaTa M TeloTo
Ouzejku  Moke fa OMJaT JKMBOTHO 3arpo3yBaukH.
VIMAIIMHT TeXHUKUTE Kaj TpayMaTCKUTe HapyllyBama ce
0] TOTIEMO 3Hauerbe.

[ToBpeguTe Ha OKOTO OapaaT JieTajeH M BHUMaTeleH
nperyen 0e3 [OMOMHUTE/IHA TPayMa Off IPUTKHCOK IIpH
npernesor. (4)(5)

BI/ID;HaTa OCTpHHa IIpWU IIPpBHUOT IIperyiepn € of oce0Ho
3Haueme, M MMa IIPOrHOCTUYKA BPEeTHOCT, HO CEKAKO TUIIOT
U TeKMHaTa Ha IMoBpefgaTa cé HeCOMHEHO eCeH]_[I/IjaHHI/I 3a
NCXOOO0T.

Bo mpakca, 3HauaeH [iefl o MOBpeUTe OTMara Ha
KOHTY3MOHHUTE MOBpead Ha OYHOTO jabomoko. Ilpu
KOHTY3MOHHUTE TOBPelM CO TOMaja jaudHa CTpajiaar
TeNIOBUTE HA MPEJHUOT CETMEHT Ha OYHOTO jabOJKO
nmpaTeHu CO CyQy3uM Ha KOHjYKTHBATa CO MOKHU
Nalepalyy, ako Tpeba fa ce OuWje MPETNasiuB U BO
OJTHOC Ha MOJIJTA00KUTE CTPYKTYPH.

[Toronemt KpBaperha Ha KOHjVKTHBAaTa i eMCKIePaTHOTO
TKaere CO MoM3pa3eHa XeMo3a M eBeHTYaIHO COJIp/KIHA
Ha TUTMEHT, ajlapMUpaaT Ha MOrojieMa TpayMa, Koja it
MHBOJIBMPA OUHKMTE OOBMBKM ¥ Dapa eKcronopaiija Ha
oKoTo. Epo3un Ha emuTesIOT Ha pPOroBHIlaTa, MaKo ce
TpaTeHy co U3pa3eHK CUMIITOMHU U 0OJIKa, Ce PelaTHBHO
Oe33HayuajHN OU/EjKK 3alje/yBaaT BO KPAaTOK BPeMEHCKH
POK U JiypH 0e3 1oTpeba Ha arviMKaiija Ha TeparneBTCKHU
aretc. Cekako rorpeOHa e 6j1MCKa oricepBaiyja.

Kaj mo3HauajHM KOHTY3MOHM TIOBpPelM Ha POTOBMIATa
MOKHa € II0jaBa Ha CTpOMajieH efleM, JIOKaJHO WIH
udy3HO IPUCYTEH, 3apa/Iy OLITETYBabe Ha €HJOTeTHUTE
KieTku. Celak MaKo PeTKO Kaj CUJTHUTEe Taru MOBpeu
MOKHA € pynTypa Ha crpoMarta. OBHe cocTojou Ha efieMm
Ha POroBHIaTa Ce TePaleBTCKU PelIMBU, HO OHA Ha IITO
0BOj THIT Ha TIOBpeJIa YIlaTyBa e MoBpe/ia Ha CTPYKTYpPUTe
Ha IpefIHaTa KOMOpPa OJHOCHO KOMOPHHUOT aroj M HPUCOT,
KoM OM Tpe0asio MyHUIMO3HO [ia ce 0bcepBUpaar.

[ToBpeau co ocTap mpefiMeT Ha POTOBMIIA MOKAT Jla ce
COCTOjaT off MapiijasHa Jlarepalyja u Bo KOJIKY e (hianor
OPUEHTHDAH ¥ TIPWIErHyBa, JIOKaJleH AHTUOMOTHK U
KOHTaKTHa JieKa ce JloBojieH TpeTMaH. CeKoraill Kaj 0BOj
THII Ha MOBpeJia Tpeba Jia ce TeCTHpa XepMeTHYHOCTa Ha
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IpeaHaTa KOMOpa.

Kaj oTBOpeHUTHTE TIOBPE/IN Ha OKOTO HajuecTo ce TOBPeIu
Ha pOroBullaTa, a MOTOA J0araaT KOPHEOCKJIepaTHUuTe
M CcKiaepanHu jtarepanyu. CKiepajHUTe Jaljeparin
ce O0OMYHO TOTEINKM MOBPEM Kajie CKOPO CeKoranl ce
MHBOJIBUPAHM M BHATpPelIHUTe CTPYKTYPU Ha OKOTO CO
MO’KeH TIpOJIarc, a HeKorall ce MOBP3aH| CO MPUCYCTBO
Ha MHTPAOKY/TapHO CTPAHO TeJo.

OBaa cocTojoa Oapa OCTeHO CITPOBENYBame Ha
IMjarHOCTHYKUTE TIPOLelypH KOM Ke OBO3MOKAT Jla ce
YTBPIM 00eMHOCTa Ha TIOBPeJJUTe Ha MPEeIHUOT, HO U Ha
3a[JHHOT CerMeHT Ha OKOTO, eBeHTYalHO MPUCYCTBO Ha
CTPAHO TeJI0 ¥ MeHaIIpakbe Ha IIoBpefiaTa off opranmosnor
KOj e MCKYCeH BO XUpYprujata Ha 3aJHHUOT CerMeHT Ha
OKOTO.

[len Ha XMpPYpIIKOTO pelllaBarme Ha JallepaHTHUTe
paHM Ha pOrBMI[ATA M CKIepaTa e OOHOBYBame Ha
MHTETPUTETOT Ha OKOTO, CIIpeuyBame Ha WHQeKIuja
M XHIOTOHHMja, a MPUTOA []a Ce CO37lajie LITO MoMaja
ny3Ha ¥ acturMmarusaMm. IlotpebHo e fa ce ocmobozart
HpUpAcMIM M co3fajieHd (PUOPUHCKM MeMOpaHH.
IonabupaHuTe OKY/IAPHK CTPYKTHPH BO KOJIKY ce paboTH
3a MPKC KOj € MaliepupaH ¥ Jie3siHTerpipan, ou Tpebaso
7a ce orctpaHar. FcToTto ce ofHecyBa 1 Ha pojiabupaHo
BUTPeasTHO TeJI0 U IecTpyupaHa jeka. Hampotus Toa He e
C/Iyyaj Ha TKAEHETO Ha ITOCTEPHOPHUOT /167 Ha yBeaTa Ik
Kaj poJIaric Ha peTHHATa Koy 01 Tpedaio BHUMATeITHO J1a
ce peroHMpaar.

EnHa off HajuecTo MNpUCYTHUTE MaHU(ecTalud IpH
ToBpe/d, OUI0 Kaj Tamy MOBPeAU WM Kaj Jarepariii,
e mojaBa Ha KpBapere BO MpeJHaTa KOMOpa, OJHOCHO
xucema.

Pesynrar e Ha pacKMHYBame Ha KPBHUTE CajloBU Ha
TOJIeMHOT aTpepujajieH IUPKYIYC Ha MPUCOT, HO M Of
TPHKUTe Ha IWIMjAPHOTO Te0, KPBHUTE CafloBU Ha
HYIUIapHUOT Pab WK aroyoT Ha upucot. Camara xucema
MaKo 3HauajHa TMOBeKe WHMIMpa Ha TIOBPeUTe Ha
CTPYKTYpMTE Ha HMBO Ha MpMIOJIEHTaJHaTa MeMOpaHa
U IWIKjapHOTO Telo, €O MOCJIeNNYHH COCTOjOM Ha
CeKYHJJapeH I7IayKOM WM VIITe TIOTellKa 3a pellaBarbe
U 10ry0Ha 3a (DYHKIMjaTa Ha OKOTO M CaMHOT Oyioyc,
XMIIOTOHMjaTa Ha OynOycor. TpermaHoT Ha Xudemara
ce COCTOM Of Op/IMHUPAme Ha MHUPYBame CO OKIy3uja
Ha  OKOTO, OpJMHMpame Ha  KOPTHKOCTEPOHIH
JIOKQJTHO, HEKOraml ¥ CHCTEMCKM, IMK/IOIVIEWIM U
anTHuOMHOMMTHIM. (6) BormaBHo MMa IOBOJIEH TeK BO
KOJIKY He ce paboTH 3a 0cobu co mopeMeTeHH (haKTopH
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Ha Koarysaiyja uiv cpracTta aHeMuja, WId Kaj cIydaj co
peluIMBaHTHA Xuema.

Bo KONKy e 3rojeMeH MHTPAOKY/IapHHOT IPUTHCOK Ce
Op/IMHMpA aHTOI/IayKoMaTo3Ha Tepanuja. Bo ciyuaj kaze
MHTPAOKY/IaPHUOT IIPUTHCOK € 3rojieMeH M He parupa Ha
MeMKaMeHTO3€eH TPeTMaH, OM Tpedaso XUPYPIIKHU Jia ce
nHTepBeHUpa. VcTo Taka Kajie IPUTHUCOKOT € 3rojeMeH
Hag 50 mmHg noBeKe of neT sieHa, Wi norosem of 30
mmHg noBeke off 7 leHa WM MaK 3PYKEH CO PEUrCH
menocHa XudeMa, Kako U THPUCYTEH HeIU3MpPauKku
(bnbpUHCKM 3rpyTUyBaba nogonro oy 10 geHa, morpedHo
e Jla ce HalpaBK XMPYPIIKO OTCTPaHYBambe Ha KPBTa WK
KOary/yMoT off IIpefiHaTa KoMOpa.

JlekaTta e yecTo MHBOJIBUpPAHA Kaj TPayMUTE HA OKOTO
OBHe TIOBPEJIH Ce OfIHecyBaaT Ha Hej3iHaTa IoJI0K0a Hin
TpaHcrapeHTHOCT. Tpeba /1a ce MCTaKHe JleKa TeKUHATA
Ha pelllaBaibe Ha TPayMaTCKUTE IOBPEJM Ha jieKaTa He
ce CIOpeJIIMBU CO KaTapaKTaTa Koja ce jaByBa Kaj Jpyru
€oCTOjOM, OM/IEjKU MOCTOjaT rojieM OPoj Ha PU3UIIA 3apajin
OIITETYBatba HAa camMara jieKa, Hej3iHaTa Karcy/a, Kako i
Ha OKOJTHKUTE TKaetba pefi3BUKaHK Off TPayMarTa.

XUpYpIIKOTO pelllaBaie BO OBUe Cyyad Oapa roiaemo
uckycrtBo. IlpegocTposkHocTa BO  “TajMMHTOT” Ha
omeparyjaTa Ha MOBpefieHaTa jeKa Kako M M30paHHOT
METOJ] ce MHOT'Y Ba)KHM OMJEjKM CIIOpe]] CTaTUCTUUKUTE
nojiaTold Kaj ImoBpeAM KoM ja adekTupaar JieKaTa
HIOCTEPUOPHUOT Jiell HA OKOTO e MHBOJBUPaH BO JYpH
51%,mT0 Beke MHAMIMPA KOMIIIEKCHO pelllaBame Ha
TIoBpeiarTa.

Bo npuHIun nekara Kja e ¢pparMeHTHpaHa HababpeHa
W TpeJM3BUKYBa NyHMMIapeH 070K OM Tpebano ja ce
oTcTpaHu. VICKyCTBOTO Ha XMPYProT CIIOpe]] TIO3UTHBHUOT
HAoJ To JMKTHpPA METOJIOT Ha OIepaTHMBHUOT 3adart.
OBa e ofi 3HauUeHe BO MpeBeHIIMja Ha MOKHU I'PeIIKd U
KOHCEKYTMBHM KOMIUIMKAIlM¥ HA 3aJJHUOT CEerMeHT Ha
OKOTO.

[loBpeyyTe Ha OCTEPUOPHUOT JIeJT HA OKOTO HajuecTo He
ce U30/MpaHy, HO OBKE MOBPEJIM Ce U HajuecTo MPUUMHA
32 HaMaJTyBamwe Ha BUJIOT UM TYOMTOK Ha OPraHoT.

TanuTe mMoBpeay Ha OYHOTO jaOOIKO BO MOCTEPHOPHUOT
JIeJT 4eCTo ce MPATeH! CO KpBapekhe BO BUTPEeaJTHOTO TeJlo
KaKo pe3y/ITaT Ha ToBpeJia Ha [JWIMjapHIuTe KPBHY CaJlOBH.
[lopagu  romeMmoT —AHTEPO-TIOCTEPUOPEH  IPUTHCOK
MOJKHa € [10jaBa Ha pacliel Ha Xxopouseara u bpyxoBara
MeMOpaHaa co 1mojaBa Ha CyOXOpOMJalIHi KpBapemba Kou
0Cc00EHO MOJKAT Jia OU/IaT 3HAYajHH.
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Hctute aHTepoONOCTEPUOPHM CWIM  JIOBeAyBaaT [io
OIITEeTYBake Ha Oa3aTa Ha BATPeATHOTO TeNo M PUTHIHATA
peTHHa KajlellOKpaj KoMoLjaTa M KOHTY3WjaTa Ha
PETHHAIHOTO TKaekHe MOKHA € JIUja/ii3a Ha PeTHHATa BO
TpeJie/ioT Ha Opa cepaTa, HO U TPAKIMOHU TOTKOBUYECTH
PYIITYpU W TWTAHTCKU PYyNTypu Ha peruHaTta. OBa ce
KOMIIIEKCHM COCTOjOM KOM OapaaT orepaTUBHO pelliaBambe
TPeKY CJI0KeHH BUTPeOPeTUHATHY MTPOLIeYPHU.

Bupiejku Tpaymara co ekcTpaBasaliyja Ha KpB U OIITETEHO
TKaere Ha PeTHHATA ¥ PeTUHAJIHUOT MUTMEHTeH emuTes
moBefyBaaT 1o Op3u ubponpomudepaTHBHA peakiuu
YU U TIPU paHa MHTEPBEHIMja MOKHHU Ce KOMIUTUKAIIN
BO cMmucia Ha u3pased PVR  (mpomudepaTnBHa
BUTPEOPETHHOIATHja) KOj MOJKe Jla pe3y/ITHpa CO JIOII
UCXO[I.

OcobeHO TeNIKW MeXaHWYKH TOBpeJd ce OHHE CO
jlariepaluy Ha OBUBKHUTE Ha OUHOTO jabonko. Tre Moxkar
7la OM7IaT U 37IPY’KeHH CO MPUCYCTBO Ha CTPAHO TeJo, IITO
0] CBOja CTpaHa HOCH M3pa3eHd PU3MIM 3a MHQeKIuja
KaKo ¥ BO C/Iy4aj HAa MeTAJIHU CTPAHU TeJla, OMAacHOCT Off
HEMoOBPATHO VHUIITYBakbe Ha PeLieNTOPHUTE KIIeTKU. (7)

OBoj TMI Ha MOBpeay Oapa XUPYPIIKU TPeTMaH KOj BO
3aBHCHOCT O ONITETYBambaTa Ha TKaewaTa M COCTOj0aTa
Ha OKOTO U MAIMeHTOT, MOMke Jia Oapa peliaBame BO
noBeke akTu. Cropey, TOBeke aBTOPM Ce OINMINYBAaT
TaKaHapeyeH! TP BPeMEHCKH IMPO30pIM 3a 00paboTKa
Ha paHa, 1ITo UMa CBOe OMPaBlyBatbe Off TIOBeKe acIeKTH.

[IpumapHaTa 00OpabOTKa Ha paHaTa MMa 3a Liel 7la ja
cripeun WH(eKIMjaTa, Ja BOCIOCTaBU WHTETPUTET Ha
OUYHWTe 00OBUBKYM ¥ HOPMaJTM3allfja Ha TOHYCOT Ha OYHOTO
jadonko. [Tpu o6paboTKaTa ce OTCTpaHyBa I€CTPYMPAHOTO
TKUBO U CTPAHOTO TeJIO.

Opn KpyuuenHo 3Hauyerme BO CMMCJIa Ha TIOJOLHEKHU
KOMIITUKAL[MH € CeKYH/JapHaTa 00pab0TKa, Koja ce cOCTOM
0] KOMIIIETHa BUTPEKTOMHUja cO 0COOEHO BHUMAaHHe Ha
BUTpeasIHaTa 6a3a ¥ Ha MecTaTa Ha IoBpeJiaTa M MecTaTa
Ha MOMUHYBambe Ha cTpaHoTo Teso. Co oBaa mporesypa ce
0C71000/IyBaaT MHKapIePUPaHUTe BHATPENIHM OOBUBKU
U ce BOCIIOCTaBYBaaT aHATOMCKUTE OJJHOCH Ha OYIIOyCOT.
[TocramnkaTa Ou Tpebaso f1a ce u3Bee Bo OKBup of 7-14
nena (8) (9) (10)

TepriuenHara 00paboTKa ce M3BelyBa HAKHA/IHO, Kaj Beke
(hopmupaHu OKyIapHH (uOpomponudepalyy, a UMa 3a
1IeJT 0CJI000/TyBakbe Ha ONMTHYKHUOT TIPOCTOP.

KOM6I/IHI/IpHHI/ITe nospeguHaInpeJHUOT A 3aJHUOT CerMEHT
3apajid Te;KMHaTa Ha IoBpeaTa 6HpBBT THMCKa pa60Ta Ha
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XUPYP3H Of TIPefieH U 3ajleH CerMeHT, ajleKBaTHU YCII0BU
3a pabTa 1 MCKYCTBO. BoBe/lyBameTo Ha KepaTompoTe3uTe
MMa 3HavyaeH MPUJIOHEC BO PEKOHCTPYKIIMja HAa OKOTO Kaj
oBHWe TellkU MoBpenu. Hukoram He OuM Tpebano fia ce
OTCTANM Of] CaHAI[Mja Ha TOBpeJaTa Ha OUHMOT OY/IOyC
OCBEH aKo ce pab0TH 3a M3pa3eHO JIeCTPYMPAHO OKO,
KOHKBacallyja, Kajie IITO OYHOTO jabOoNKO ce CBeflyBa Ha
“octartok”(7)

3AK/IYYOK

OKY}IHpHI/ITe MEXaHWUKHU TMOBpeau ce yecTa naTonomja BO
O(bTaHMOHOI_I.IKaTH Ipakca.

3apajM MOXKHHM pelepKycMM Ha BujHaTa (DYHKIHMja U
TYOUTOKOT Ha OPTaHoOT 3a BU/I, 3a CeKoja TIOBPeJia e BajKHO
a IIPMOPH JIa ce CBATH CePUO3HO U Jla OMIaT MpeB3eMeHn
CUTe MOKHHU JIMjarHOCTHYKY M TeparieBCTCKU MeTou. Kaj
CUTe TPayMH Ha OKO, JYPH M aKO M3I7ieflaaT OaHAJIHU U
JIeCHM, TIOTPEOHO € TIOfIONITOPOYHO CTIeJIHhe 3apali MOKHH
TOJIOL[HE}KHN KOMIUIMKALMM Off 37l00MeHaTa TpayMa.
Bo BpeMeH aH BuTpeajHa XMPYpruja U YCBOjyBame Ha
HOBU TEXHHMKM M OCOBpPeMeHYBale Ha TEeXHOJIOTHjara,
TEIIKKTE JTallepaHTHU TOBPEU Ha OYHOTO jaOOIKO MMaaT
TIOTIOBOJTHA MTPOTHO3a BO OJIHOC Ha BMZIHTA (PYHKIMja Ha
OpraHoT, ¥ HeroBata Mop(oIoruja 1 BUTATHOCT.
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MEXAHIYKHU ITOBPE/TN HA OYHUOT BYJIBYC

T'onyooBuk M.!, Tpnecka IllekepunoB H.!, HuBuuka Kaesa J.!

"'VauBepautercka Kinnuka 3a Ounu 6onectu, Meaunuacku ®@akynter - Ckorje

ABSTRACT

Aim: Mechanical eye injuries are urgent conditions in the field of ophthalmology. Affection of the eye globe can
have repercussion on the visual acuity, as well as organ vitality and the persistence of the eye globe.

The goal of the study was to categorize all the clinical cases based on BETT terminology, to analyze mechanical
injuries of the eyeball and to elaborate the way of the treatment.

Patients and Methods: On the University Eye Clinic for the period of one year (2016/17), 285 patients were treated.
This was a retrospective study. In all patients visual acuity was determinate, direct afferent papillary reaction, slit-
lamp examination, indirect ophthalmoscopy, fundus examination with 78D, Rtg orbit imaging and ultrasonography
in patients with blunt eye trauma, CTM and MRI preformed. In the patients with open globe injury antitetanic
prophylaxis was administrated, intravenous antibiotic therapy and surgical procedure was performed (primary
wound sanation), and if foreign body was present pars plana vitrectomy with insertion of silicon oil was done.

The eyeball injury classification is done according BETTs (Birmingham Eye Trauma Terminology System).

Results: All 285 patients were divided in two groups, 250 with closed eye injury and 35 with open eye surgery. All
patients were further divided depending on type of injury, mechanism and the need for surgical treatment. From
the open globe injuries 7 were located

on the cornea (of which 2 with traumatic cataract), 28 lacerations 11 corneal, 8 corneoscleral and 9 scleral.
Perforative injuries were 11, one penetrative, 8 with intraocular forign body. All injuries were surgicaly treated.

Conclusion: Mechanical ocular injuries are very often in the ophthalmic pathology, they can have influence on
the eye function, morphology or even its preservation as an organ. Mainly the younger population is affected
which gives significance to the meaning of the pathology. Eyeball injuries should be considered seriously, all the
necessary diagnostic procedures must be done and adequate procedures for treatment should be taken. Injuries
of the eyeball may not be significant on first sight but over a prolonged period can cause possible complications
later. Today thanks to the new achievements in technology and vitreoretinal surgery, the possibilities for eye
reconstruction and preservation of visual function are fare better than before.

Key words: mechanical injuries, laceration, contusion, rupture
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ABSTRACT

Objective: A next generation sequencing analysis was conducted on a deceased 9 months old baby with numerous
symptoms as classical Tetralogy of Fallot, Meckel’s diverticulum, micro vesicular steatosis and hypotrophy of liver,
mild s-shaped scoliosis with right thoracic convexity, hypotonia, hypoxemic spells, ventilator support requirements,
continuous positive airway pressure dependence, failure to thrive etc. Clinical diagnosis could not be determined
precisely and it included a possibility of Noonan syndrome, a congenital genetic disorder that prevents normal
development of many areas of the body.

Methods: The performed genetic analysis on the DNA from the index patient was by targeted next generation
sequencing of 4186 genes by the TruSight One gene panel (Illumina).

Results: No mutations were found in the genes associated with the Noonan syndrome, or in the 118 genes
associated with inborn anomalies of the heart and cardiomyopathies. The variants of most importance for the
patient’s phenotype were in the CPT2 gene where one novel p.Leu71Pro and a known p.Met342Thr variant were
detected. The patient was also a heterozygote for dominant pathogenic mutations with later onset in the genes
PKD1: p.Arg324Leu and REEP1: ¢.*43G>T, a heterozygote for the recessive pathogenic variants in the genes NAGA:p.
Glu325Lys, HEXB:p.Ser62Leu and MPO:p.Met251Thr and a heterozygote for the variants connected to reaction to
drugs in the genes NAT2: p.Ile114Thr, p.Argl97GIn, p.Lys268Arg and CYP2C9: p.lle359Leu.

Conclusions: Genetic profiling by next generation sequencing provided additional information that could help the
diagnosis of this patient with an overall complex phenotype.

Key words: Tetralogy of Fallot; Noonan syndrome; genes; sequencing; CPT2.

INTRODUCTION

The index patient was born with heart malformation
- Tetralogy of Fallot (TOF, OMIM 187500), a complex,
rare congenital heart defect that comprises four main
features: ventricular septal defect, pulmonary stenosis,
right ventricular hypertrophy and an overriding aorta.
This feature as well as others like hypotonia, poor feeding,
failure to thrive, hepatomegaly, chest deformities etc.
found in our patient and present in patients with Noonan
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Syndrome, lead clinicians to indicate Noonan Syndrome
as a possible diagnosis that at the time could summarize
the symptoms found in the patient. Noonan syndrome
(NS, OMIM 163950) is autosomal dominant genetic
disorder that affects various parts of the body causing
a range of clinical features as short stature, typical face
dysmorphology and congenital heart defects [1]. Pulmonic
stenosis, septal defects, hypertrophic cardiomyopathy
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occur most commonly although other cardiovascular
defects can be noted [2].

The patient was directed to us for genetic analysis by
next generation sequencing. The aim was to provide
information for the genetics of the patient that can
furthermore help clinicians. The parents of the infant
also planned future pregnancies and wanted to determine
if there was a genetic basis of their first child’s condition.
The genes connected to 99% of cases of Noonan as
PTPN11 (58%), SOS1 (23%), BRAF (5%), MEK2 (5%), RAF1
(5%), CBL (3%) [3] were inspected, as well as other genes
included in a comprehensive panel targeting disease-
associated regions of 4813 genes with known associated
clinical phenotypes. Because of involvement of a human
participant, all performed procedures were in accordance
with the ethical standards of the institutional and/or
national research committee and with the 1964 Helsinki
declaration and its later amendments or comparable
ethical standards.

METHODS & MATERIAL

Clinical procedures were performed according to the
standards for clinical examination of the hospitals where
the patient was examined.

Genetic analysis by next generation sequencing was
ordered prior to death but analyzed afterwards. After
informed consent from the parents, blood was taken
from the patient and DNA was extracted using a
commercial kit (Qiagen). Sequencing was performed
on a MiSeq® sequencing platform (Illumina, San Diego,
CA) by targeted next generation sequencing with
sequencing panel for 4813 genes with known associated
clinical phenotypes included in TruSight One gene panel
(Ilumina, San Diego, CA). Sequencing data was analyzed
by Softgenetics NextGene Software (ver 2.3.3). Alignment
was to the Human reference sequence (GRCh37/hg19) and
annotation and filtering of variants was done using the
VariantStudio Software. A list of variants was formed and
variants in candidate genes that were of importance for
the diagnosis were confirmed by Sanger sequencing.

RESULTS

Clinical report of the index patient when 8 months
old stated that the patient was haemodynamically
stable, pulmonary blood flow quite balanced with 02
saturation of about 80-85%. Experts that reviewed
computed tomography (CT) of the chest concluded that

Profesional paper I

the changes of the chronic lung disease were not too
severe, the left lung hypoplasia was quite moderate, the
cardiac appearance was compatible with Tetralogy of
Fallot with right modified Blalock-Taussig Shunt (mBTS)
and branch pulmonary arteries of good calibre with
no focal narrowing. The left lung was hypoplastic with
associated dysmorphism of the chest wall. The apparent
mild s-shaped scoliosis with right thoracic convexity
related to the known hypotonia. There was no other
evidence of primary lung disease. All findings could
not explain what caused prolonged ventilator support
requirements, the continuous positive airway pressure
(CPAP) dependence and failure to thrive. There was quite
significant chest and vertebral deformity suspicious
of neuromuscular disorder, but it was ruled out by
experts after multiple investigations. It was difficult
to summarize the neurological condition of the brain
and the neuromuscular system. The prognosis and the
unifying condition remained unclear.

The results from immunology investigations ruled out
certain immune deficiency. Only IgG were quite low,
2.89g/L. She was starting to gain weight and the muscle
hypotonia has improved. The trials off CPAP were
of varying success with the maximum time off nasal
CPAP being 24h. The patient had hypoxemic spells. The
operation of total repair of the pulmonary artery branches
was postponed so that the child can gain weight in order
to reduce the risk of postoperative complications.

However, the child died two weeks later, less than
9 months old. The patient’s weight was only 3894g
and length 55cm. The autopsy and morphological
investigation revealed Tetralogy of Fallot with pulmonary
atresia corrected with an operation with a systematic
pulmonary shunt between right pulmonary artery
and truncus brachiocephalicus, pulmonary stenosis,
overriding aorta, ventricular septal defect and right
ventricular hypertrophy. Furthermore, the autopsy
reported Meckel’s diverticulum, microvesicular steatosis
in liver and hepatomegaly. The thrombosis of the shunt
with pulmonary and brain edema, subdural bleeding and
severe venous stagnation in the internal organs were
pointed out as a direct reason for death.

The genetic analysis did not confirm the diagnosis of
syndrome of Noonan. The panel does not include the RIT1
gene that can be cause for Noonan syndrome. No known
pathogenic variants were detected in the exons of the 118
genes associated with inborn anomalies of the heart and/
or cardiomyopathies (list upon request).
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The variants of significance found in the patient are presented in the Table 1.

Table 1. Variants detected by NGS in the patient.

Type of variant Gene Mutation Hﬁg;?z/ \1{1;01{15/
Chr16:g.2168022C>C/A,NM_001009944.2:¢.971G>T, NP_001009944.2:p.
Pathogenic variants PKDL | ) 163241 eu, r5199476099 heterozygote
REEPI Chr2: g.86444180 C>C/A, heterozveote
NM_001164730.1:.*43G>T, 15377637314 v8
Chrl: g.53666450T>T/C, NM_000098.2:¢.212T>C,
Likely pathogenic CPT2 NP_000089.1:p.Leu71Pro heterozygote
variants Chrl: g.53676371T>T/C,NM_000098.2:c.1025T>C,
CPT2 NP_000089.1:p.Met342Thr, rs144658100 heterozygote
NAGA Chr22:g.42457056C>C/T,NM_000262.2:¢.973G>A, heterozygote
Pathogenic variants NP_000253.1:p.Glu325Lys, rs121434529
not expressed when HEXB Chr5: g.73981270T=, NM_000521.3:¢.185C>T, heterozygote
heterozygous NP_000512.1:p.Ser62Leu, rs820878
MPO Chr17:g.56356502A>A/G,NM_000250.1:¢.752T>C, heterozygote
NP_000241.1:p.Met251Thr, rs56378716
NAT2 Chr8: g.18257854T>T/C, NM_000015.2:¢.341T>C, heterozygote
NP_000006.2:p.1le114Thr, rs1801280
NAT2 Chr8: g.18258103G>G/A,NM_000015.2:¢.590G>A, heterozygote
Variants connected to NP_000006.2:p.Arg197Gln, rs1799930
reaction to drugs NAT2 Chr8: g.18258316G>G/A,NM_000015.2:c.803G>A, heterozygote
NP_000006.2:p.Arg268Lys, rs1208
CYP2C9 Chr10:g.96741053A>A/CNM_000771.3:c.1075A>C heterozygote
NP_000762.2:p.Ile359Leu, rs1057910

Molecular analysis of the 2nd and 4th exon of gene CPT2 The variant p.Leu71Pro is located in exon 2 and
of the DNA from the parents by Sanger sequencing is p.Met342Thr in exon 4 (Figure 2).

presented in the following heredogram (Figure 1) The gene CPT2 codes the mitochondrial enzyme carnitine

palmitoyltransferase 2 (CPT2, OMIM 600650), crucial for

] fatty acids oxidation that happens in mitochondrias. Acyl-
O CoA molecule reacts with carnitine under the influence
emme -1- i ial i

of a CPT1 on the outer aspect of the mitochondrial inner

-EEWE
membrane, generating free CoA and acylcarnitine that
& months old . .
prematusely born enters the inner membrane and reacts with CoA catalysed
Tyeany 1" vears ratinoparhy by CPT 2 on the inner face of the inner membrane where

it enters oxidation [5]. Fatty acids are the main source of

Figure 1. Segregation analysis of 2nd and 4th exon of energy for the heart and muscles and when the organism

gene CPT2 starves, are also an important source of energy for the
liver and other tissues. When the enzyme is deficient, long
DISCUSSION chain fatty acids cannot be used for energy production.

Variants in the CPT2 gene cause an autosomal-
recessive mitochondrial disease called carnitine
palmitoyltransferase II deficiency associated with three
clinical phenotypes: a myopathic (mild), stress induced
form with adult onset (type 1, OMIM 255110), a severe
life-threatening infantile/juvenile form with hepatic,
muscular and cardiac involvement (type 2, OMIM 600649)
and a fatal neonatal form with organ abnormalities (type

The variants that are probably of most importance for
the patient’s phenotype are in gene CPT2: p.Leu71Pro and
p.Met342Thr described as likely pathogenic (according
to functional predictors). First variant has not been
described in literature so far and the second is listed as
very rare and with unknown significance The CPT2 gene
location is in chromosome 1p32 and consists of 5 exons
with approximately 20 kb of DNA [4].
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Figure.2. Exone 2 and 4 of gene CPT2 of the patient. The substituted nucleotides are marked.

3, OMIM 608836). Our patient was not screened for CPT2
function before the death, so the laboratory parameters
remained unknown.

Infantile hepato-cardio-muscular form of CPT2 deficiency
usually begins between 6 months and 2 years of age with
recurrent attacks of seizures, hepatomegaly and liver
failure, a weakened and/or inflamed heart, low blood
sugar, abdominal pain, headache, muscle weakness in
the arms and legs, irregular heartbeat which can result
in sudden death during infancy. Symptoms are triggered
by fasting, stress or infection. Some of the symptoms
relate to our patient. Hepatomegaly with steatosis seen
in our patient has been reported in a similar case of a boy
who suddenly died at 10 months of age during an acute
illness and was later diagnosed as type 2 CPT II [6].

Variant p.Leu71Pro found in our patient has not been
described so far in literature. The second mutation
p.Met342Thr is very rare and it has been detected only
as heterozygous. According to prediction software both
variants can be expected to disrupt the proteins function.
The analysis by sequencing of the exone 2 and 4 of the
parents showed that they are both heterozygous, each one
only for one of the variants so, in the patient the variants
are on different of the homologous chromosomes. Since
CPT2 deficiency is an autosomal recessively inherited
disorder, heterozygotes should not have symptoms.
However, in a study where rigorous mutation analysis was
done, 6 of 13 individuals identified with CPT2 mutations
as heterozygotes displayed corresponding clinical
symptoms and decreased CPT activity observed in muscle
or leukocytes samples [7]. In our case the patient could be
amanifesting carrier because of manifestation of only one
of the variants in CPT2 or because of the both variants.
Furthermore, heterozygous variant in other genes
that were detected and listed above, could compound
with the CPT2 gene defect to produce symptoms. The

variant in the REEP1 gene might play such role since it
is widely expressed and localizes to mitochondria [8].
Mitochondrial morphology in patient with mutant REEP1
is highly tubular compared with control cells because of
inhibition of mitochondrial fission protein, DRP1 caused
by impaired interactions between mutant REEP1 and
mitochondrial phosphatase PGAMS5 [9].

The other known autosomal-dominant pathogenic
mutations with later onset that the patient was
heterozygote for were:

m PKD1: p.Arg324Leu. The PKD1 gene codes an integral
membrane protein that regulates the flow of
calcium channels, modulates the G protein signal
transduction and has a meaning in development of
the kidney’s tubules. Pathological variants of that
gene are a cause for adult kidney polycystosis [10].

m REEPIL: ¢.*43G>T. Avariant detected in patients with
a form of spactic paraplegia type 3, a heterogeneous
disease that affects the upper motor neurons. The
mutation changes the conserved sequence recognized
by micro RNA in 3K UTR and alters the translation [8].

The patient was a heterozygote for known autosomal-
recessive pathogenic variants not expressed when
heterozygous in genes:

m NAGA (p.Glu325Lys) - The NAGA gene codes for
enzyme  Alpha-N-acetylgalactosaminidase.  The
variant causes Kanzaki’s disease and Schindler’s
disease type I and III [11].

m HEXB (p.Ser62Leu). The HXEB gene codes for the
enzyme hexozaaminidase B. The mutation causes the
disease of Sandhoff [12].

m MPO (p.Met251Thr). The mutation causes form of
mieloperoxidase deficiency.

The patient was a heterozygote for variants connected to
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reaction to drugs:

m NAT2: p.Ilel14Thr; p.Argl97Gln; p.Lys268Arg - The
NAT2 gene codes for the enzyme N acetyltransferase
2. Polymorphic variants of the enzyme are connected
“fast” and “slow” acetylation’s phenotype. Three
heterozygous variants, all connected to lowered
enzymatic activity, were detected in our patient so
phenotype of “slow” acetylation is probable.

m CYP2C9: p.le359Leu. The studied allele is called
CYP2C9*3 and is with lowered enzymatic activity.
In our patient no second variant was detected, so
it was expected to have normal phenotype (fast
metabolism).

CONCLUSION

The results elucidate the usefulness of application of
next generation sequencing in establishing genotype-
phenotype correlations in patients and families affected
by complex disorders thus contributing to a proper
diagnosis and prognosis determination.
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ABSTRACT

Introduction: For more than 30 years, physicians have attempted to use different diagnostic methods to demonstrate
nasal septal deviation objectively. CT of the sinuses and acoustic rhinometry are two diagnostic tools that can be
used to demonstrate deviated nasal septum (DNS ).

Material and Methods: Sixty-nine patients were examined in this prospective study. All patients were evaluated by
AR (acoustic rhinometry) and CT (computed tomography). Septal deviations determined by CT coronal view and
acoustic rhinometry in 2 locations corresponded roughly to minimal cross-sectional area MCA1 and MCA2.

Results: Analyzes of MCA1 and MCA2 values after decongestion of nasal mucosa and CT1 and CT2 readings with
Binomial test showed statistical consistence of septal deviation in 60 (87%) and non-consistent in 9 (13%) patients
(p<0.05). The Spearman’s correlation test between CT scan readings and percentage difference values between
the two sides for MCA1 was r = 0.856 and for MCA2 r = 0.741 (P < 0.001). The overall sensitivity and specificity of
AR readings in detection of anterior septal deviations according to CT findings were found to be 67% and 79%,
respectively.

Conclusion: Acoustic rhinometry as a diagnostic modality is useful in identifying DNS in anterior region of the
nasal cavity. CT imaging is a reliable method for obtaining necessary anatomic information of nasal cavity. AR is
better to be used because it is quicker and does not involve radiation. AR and CT are correlated to each other, but
their accuracy is limited compared with that of the clinical diagnosis.

Keywords: nasal septum, acoustic rhinometry, computed tomography

INTRODUCTION rarely have only anatomic deformities. They also have
other problems that affect their nasal mucosa, including
vasomotor diseases, infections, and autoimmune diseases.
In each case, the physician must use his or her judgment
to understand the contribution of any of these diseases to
patient symptoms. Consequently, any nasal function test
that will be used for evaluation of these patients should
give information about reversible mucosal congestion as
well as bony and septal deviations (2).

Septal deviation is a common anatomic variation in
healthy adults. However, there are no standard criteria to
determine when a deviated septum is clinically relevant.
The diagnosis is usually based on patient symptoms
and anterior rhinoscopic findings. Presently, selection
of patients for septoplasty is mainly based on clinical
examination, which is prone to observer bias and may
lead to unsuccessful treatment (1).

CT of the sinuses and acoustic rhinometry (AR) are two
diagnostic tools that can be used to demonstrate DNS.
Although the main purpose of obtaining a CT scan is
to evaluate the paranasal sinuses, this method should

For more than 30 years, physicians have attempted to use
different diagnostic methods to demonstrate nasal septal
deviation objectively. Patients with septal deviation
usually have nasal congestion. However, these patients
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be used only rarely for the diagnosis of DNS. It is an
expensive method for evaluating septal deformity and
will expose patients to unnecessary radiation. CT scans
and AR measurements of the nasal airway have been
shown to correlate well with each other, especially in the
anterior portion of the nose (3).

Acoustic rhinometry (AR) is a method based on reflection
of acoustic waves and is a useful tool for measuring the
dimensions of the nasal cavity. By comparing the incident
acoustic wave with waves reflected from the walls, it is
possible to determine changes in cross-sectional area
within the nasal cavity Acoustic rhinometry measures
cross-sectional area as a function of the distance from
the nostril (4). Acoustic rhinometry is a quick, painless,
noninvasive, reliable method that can be performed
easily with minimal patient cooperation. These features
explain why the technique has been widely accepted in
a short time. Acoustic rhinometry has been used for
characterizing the geometry of the nasal cavity, for
assessing the dimensions of nasal obstructions, and
for evaluating surgery results and patient response to
medical treatment. Computed tomography (CT) have
been also used for this purpose in clinical trials. Hilberg
et al. were the first to use CT to assess the accuracy of
AR measurements in a single cadaver head. They found a
significant correlation between CT and AR findings when
the imaging was obtained perpendicular to the acoustic
wave direction (5). Clinical studies on human subjects
have documented significant correlations between cross-
sectional areas in the anterior part of the nasal cavity
measured by various imaging modalities and AR (6, 7).
However, with the exception of the study by Terheyden et
al., in all previous studies on human subjects the plane of
the CT and MRI slices has been perpendicular to the floor
of the nose, and the images have been obtained at various
distances from the anterior nasal spine or the tip of the
nose (8).

The aim of this study was to assess whether CT findinngs
were consistent with cross-sectional areas obtained by
acoustic rhinometry in predicting nasal septal deviations.

MATERIAL AND METHODS

Sixty-nine patients were examined in this prospective
study. All patients were evaluated by AR (acoustic
rhinometry) and CT (computed tomography). Initial
physical examination (anterior rhinoscopy and endoscopy)
were used to designate a patient’s septum as having no
deviation or being mildly, moderately, severely, or very
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severely deviated. The age of the patients ranged from 11
to 46 years (mean 24.7+9.1 years). All of the interventions
were based on clinical criteria.

Septal deviations determined by CT coronal view in the
ranking were graduated from 1 to 4 according to the
degree of deviation at the following locations: at the nasal
valve - the smallest part in the nasal cross-sectional area
in nasal meatus and at the anterior end of the inferior
turbinate. These 2 locations corresponded roughly to
MCA1 and MCA2. The graduations of septal deviations
were represented as mild, moderate, severe and very
severe subsequently from 1 to 4. In reading the CT scans,
only shift of the septum from the midline was taken into
account. Deviations to the left were labeled with negative
values, deviations to the right were labeled with positive
values, and no deviation was labeled with the number 0.

Acoustic rhinometry (Acoustic Rhinometer Al; GM
Instruments, U.K.) was used according to the guidelines
defined by the Standardization Committee. Both
nasal cavities were decongested with 2 puffs of 0.05%
oxymetazoline after 15 minutes of rest. The measurements
were performed before and 15 minutes after decongestion.
The mean value of three measurements was calculated.
Unilateral minimal crosssectional area MCA1(the smallest
part in the nasal cross-sectional area in nasal meatus
- nasal valve) and MCA2 ( the anterior part of inferior
turbinate ) were measured with acoustic rhinometry. The
2 valleys were identified and noted for their respective
locations according to their distance from the tip of
the nosepiece. The measurements were taken at 2-2,5
cm for MCA1 and at 4-4,5cm for MCA2. The percentage
difference in area before and after decongestant and the
percentage difference in area between the right and left
sides after decongestant were calculated.

The CT readings were compared with the percentage
difference values in area between the right and left sides
after decongestant. ROC analysis assesses the accuracy of
a diagnostic tool by calculating sensitivity and specificity.
Correlation data are not sufficient for assessing the
utility of a diagnostic tool in clinical practice. Sensitivity
and specificity are affected by a threshold level that sets
the critical point from which results are considered
positive or negative. This threshold point can be chosen
arbitrarily. However, on the basis of normative data from
the senior author’s previous article, we chose a 24%
difference between each side as the threshold value. This
was based on the average percentage difference in non-
DNS patients. A difference in area between the two sides



ANy

of 0% to 24% and a zero reading from the CT grading were
both taken to indicate no DNS. ROC analysis provides
us with predicted specificity values as the sensitivity
values change. The AR measurements and CT scans were
compared for each MCA, with the clinical diagnosis used
as the standard.

The mean differences of MCA1 and MCA2 before and after
decongestion were calculated in all 69 patients and in the
cohort of patients with deviated and non-deviated nasal
septum. The mean differences in area between the right
and left sides and in area between the deviated and wider
sides after decongestant were also calculated in all 69
patients and in the cohort of patients with deviated and
non-deviated nasal septum.

STATISTICAL ANALYSIS

Statistical assessments were performed using the SPSS
software (SPSS version 18). ROC analysis was used to
predict specificity and sensitivity values change for AR
and CT findings. The Spearman’s correlation coefficients
and P values were determined between the CT values and
the percentage differences in area (obtained from AR)
between the right and left sides after decongestion of
nasal mucosa. Binomal test was used to assess whether
CT findings were consistent with cross-sectional areas
obtained by acoustic rhinometry in predicting the nasal
septal deviations.

RESULTS

According to CT readings, 23 patients showed nasal
septal deviation at the level of the nasal valve (CT1); 3 of
these had minimal, 6 had moderate, 11 had severe and
3 very severe deviated nasal septum. At the level of the
anterior end of the inferior turbinate, which corresponds
to CT2, 32 patients had nasal septal deviation; in 3 it was
minimal, in 10 moderate, in 13 severe and in 6 very severe.
Nine of the patients had DNS at all 3 levels; 5 of them had
DNS at the level of anterior end of both, the inferior and
middle turbinates.

Table 1. Distribution of MCA values in DNS and non DNS patients.
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deviations and 14 were classified as patients with non-
deviated nasal septum, but the number of patients with
non-deviated septum increased to 41 after decongestion
of nasal mucosa and the number of patients with deviated
septum decreased to 28. According to predecongestion
MCA2 values of AR measurements, 50 patients showed
nasal septal deviations and 19 were classified as patients
with non-deviated nasal septum, but the number of
patients with non-deviated septum increased to 28 after
decongestion of nasal mucosa and the number of patients
with deviated septum decreased to 41.

Analyzes of MCA1 and MCA2 values before decongestion
of nasal mucosa and CT1 and CT2 readings with Binomial
test showed statistical consistence of septal deviation in
55 (80%) and non-consistent in 14 (20%) patients. Binomial
test (test of proportions = 0.05) showed statistical
consistence of septal deviations after decongestion in 60
(87%) and non-consistent in 9 (13%) patients (p< 0.05).

Table 2. Side-to-side differences of MCA1 and MCA2 between larger
and smaller side after decongestion

. Mean difference (cm2)
Cohort of patients
MCA1 MCA 2
1. DNS patients 0.06 0.68
2. Non DNS patients 0.15 0.88
3. Difference (DNS-Non DNS) patients -0.09 -0.20

The non-DNS patients had a larger average difference in
area of MCA1 and MCA2 than in the DNS patients (Table

2).

Table 3. Percentage difference of MCA1 and MCA2 before and after

decongestion between wider and narrow (deviated) sides.

. Mean difference (cm2)
Cohort of patients
MCA1 MCA 2
1. DNS patients 51.8 179.2
2. Non DNS patients 15.5 2449
3. Difference (DNS-Non DNS) patients 36.3 -65.7

MCA DNS patients Non DNS patients
non —
decongested el decongested decongested
1. MCA1 55 28 14 m
2.MCA2 50 I m "
3. Mean 52 35 16 5

According to predecongestion MCA1 values of AR

measurements,

55 patients

showed nasal

septal

The difference between the percentage change in area
before and after decongestant values of the two sides in
the DNS patients for MCA1 was much larger than that
in the non-DNS patients. The difference between the
percentage change in area before and after decongestant
values of the two sides in the DNS patients for MCA2 was
much smaller than that in the non-DNS patients. The
average percentage difference for MCA1 between the two
sets of patients was 36%, and for MCA2 it was 66% (Table
3).

The CT scans and AR readings were compared by means
of ROC analysis. When compared with clinical diagnosis
as the gold standard, both the CT and the AR readings
were reasonably close to the clinical diagnoses in terms
of sensitivity and specificity (Figs 1-2).
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Figure 1. CT versus AR for MCA1 (Binomal ROC Curves)
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Figure 2. CT versus AR for MCA 2 (Binomal ROC Curves)
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ROC analysis was used to predict specificity and
sensitivity values change in CT versus AR findings for
MCA1 and MCA2 subsequently. From ROC analysis, we
were able to conclude that CT scans and AR readings
compared reasonably well with the clinical diagnosis for
each MCA. We used only postdecongestant values at each
MCA when comparing the AR readings and CT scans in
both ROC analyses.

The Spearman’s correlation test between CT scan
readings and percentage difference values between the
two sides for MCA1 was r = 0.856 and the r value of MCA2
was 0.741 (P < 0.01). The overall sensitivity and specificity
of AR readings in detection of anterior septal deviations
according to CT findings were found to be 67% and 79%,
respectively.
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DISCUSSION

Although functional and anatomical analysis of the nasal
cavity has been extensively studied, a standard objective
measure of nasal obstruction has not yet been established.
Deviation of the nasal septum is the most frequent
structural deformity. Nasal septal deviation (NSD) is a
common diagnosis made by otolaryngologists but is one
that is not usually based on objective measurements.
Septal deviation can be the cause of the various symptoms
specifically, the internal nasal valve, the site of maximum
resistance along the entire respiratory tract from the
nasal vestibule to the alveoli, and it has been the target of
much research. Small changes in nasal valve size result in
large changes in airflow resistance, which in turn affects
nasal function (9). The internal nasal valve is an extremely
important area for surgeons to accurately assess before
reconstruction or repair of the nose. Existing tools,
including rhinomanometry and acoustic rhinometry, can
be used to assess nasal resistance and the internal nasal
area. To fill this void, computed tomography (CT) has been
proposed as an objective tool to measure internal nasal
valve anatomy preoperatively and postoperatively (10)

Cakmak and Poetker in their studies demonstrated that
CT may be a valuable tool in objective assessing outcomes
of functional nasal operations; however, neither study
correlated the objective data to clinical findings (11).

The reasons for nasal obstruction are complex and
varied and the causes can be simplified as reversible
factors, such as mucosal edema and congestion, and
nonreversible factors, such as anatomic deformities. An
ideal nasal function test would give objective information
on hoth types of factors.

In a number of studies the reliability and reproducibility
of AR readings has been demonstrated, and a good
correlation with both CT and MRI findings has been
demonstrated (12, 13). The accuracy of AR decreases
as the distance into the nose increases; consequently,
measurements beyond 6 cm are not often advised. In a
previous study, the AR was noted to be more accurate in
detecting deviations located more anteriorly in the nose
9).

In this study, the correlation of AR readings was very
highly significant at the MCA1 level (about 2.5 cm from
the nostril). This correlation gradually decreased
but remained significant at MCA2 (at about 4 cm,
respectively). Comparison with normative values may be
an indicator of DNS. Both DNS and non-DNS patients fell



ANy

within the normative-value range at the same rates for
all MCA for the left and for the right side. The normative
values are useful as references for average area but are
not completely reliable to be used alone in determining
deviations.

According to Corey et al. the area may not be the best
way to look for septal abnormalities in the nose. It may
be wrong to assume that one side should be larger than
the other simply because of a deviation. A minimal MCA
at any particular level may be due to septal deflection
alone or to nonreversible turbinate hypertrophy. Other
physiologic factors, such as the shape of the lateral nasal
wall, as well as physical differences resulting from surgery
and physical damage, may cause the side that we assume
should be smaller, because the septum is caving in toward
it, actually to be larger. In other words, we may have been
wrong in assuming that the nose is divided perfectly
enough so that each side normally has roughly an equal
area under all conditions. A slight septal deviation in the
nasal valve region can cause clear symptoms, whereas
much larger deviation in the back of the nasal cavity may
result in the far fewer symptoms (14).

Percentage differences are valuable in the determination
of DNS. The percentage difference in area before and
after decongestion of the two sides in DNS patients for
MCA1 and 2 was much larger than that for non-DNS
patients. Little difference in MCA1 would be expected
because of the amount of erectile tissue in that area. The
degree of congestion, perhaps resulting from turbinate
hypertrophy, may be a better guide to DNS. It may be that
greater congestion with or without turbinate hypertrophy
occurs on the side that is deviated, regardless of the
overall area of that nostril. Clinically, it is often related
that there can be a compensatory turbinate hypertrophy
leaving the larger side functionally smaller (15).

These findings agree with that clinical observation. In
general, percentage differences can be used as better
guidelines for inferring possible DNS (or turbinate
hypertrophy).

From ROC analysis, we were able to conclude that CT
scans and AR readings compared reasonably well with
the clinical diagnosis for each MCA. Although the CT
scans outperformed the AR readings slightly, one is about
as reliable as the other. We used only postdecongestant
values at each MCA when comparing the AR readings and
CT scans in both ROC analysis and the Spearman test,
to decrease the contribution of erectile tissue on the AR
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graphs. The anatomy of the nose becomes increasingly
complex deeper inside the nasal cavity. At MCA1 (at the
2.5 em mark inside the nose), the floor of the nose, the
septum, and the anterior part of the inferior turbinate
contribute to the structure and area as displayed on the
AR graphs. However, farther inside the nose, the middle
turbinate and lateral nasal wall, made up of the agger
nasi cell, uncinate, medial wall of the maxillary sinus,
and ethmoid bulla, contribute to the structure and area
of the MCA on the AR graphs as well.

In this study, the correlation of AR readings and CT results
was significant for MCAL This correlation gradually
decreased for MCA2.

Sziics and Clement found that AR was sufficiently
sensitive to reveal severe deviations in the anterior nasal
cavity. On the other hand, this study confirms that AR can
detect even minimal anterior deviations with reasonable
sensitivity and specificity (16).

Gilain et al. found reasonable agreement hetween AR
and CT assessment of the nose. The findings of AR and CT
volumes were statistically significant within the anterior
part of the nose. This study differed regarding which CT
scan frames representing the minimal cross-sectional
areas (MCA) were selected. Gilain et al. stated that MCA
1, 2, and 3 were represented by the piriform aperture, by
a site lying between the head of the inferior and middle
turbinates, and by the choana, respectively (12).

Our study suggests that AR is a reasonable approach to
an objective demonstration of anterior nasal deviation.
However, although refinements in technology and/or
interpretation may be necessary for improvement of the
sensitivity and specificity of AR, it can be used as a routine
clinical tool. In the current state of AR, this means that
if the results are abnormal, AR can objectively document
DNS as well as CT scans; a clinical diagnosis of DNS is not
ruled out by a normal AR or CT.

Acoustic rhinometry may be particularly well suited to
the evaluation of anterior nasal geometry during clinical
studies. At the posterior part of the nose, acoustic
measurements may be of limited clinical relevance.
Nevertheless, CT scan has some limitations. It is not cost
effective and leads to radiation exposure.

Further suggestion from Lee and Most (2015) in the article
Evidence-Based Medicine Rhinoplasty, is that use of
validated measures ensures reliability and consistency in
outcomes reporting, and further recommends obtaining
measurements both before and after applying topical
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decongestant to determine to what degree mucosal
hypertrophy is contributing to the patient’s nasal
obstruction, or to distinguish it from a true functional
deformity (17).

CONCLUSION

Acoustic rhinometry is a particularly well suited method
for evaluation of anterior and middle parts of nasal
geometry during clinical studies and in assessing nasal
septal deviations. Percentage differences between sides
at each MCA are better indicators of deviation than are
absolute area or normative values. As well as septal
deviations and turbinate hypertrophy, irregularities of
the nasal cavity often result in an obstruction of nasal
breathing. In such cases, CT imaging does not provide
complete description of this region. Thus, it may lead
to misdiagnoses and failures in surgical treatments of
impaired nasal breathing. This study also showed that
CT imaging is a reliable method to obtain necessary
anatomical information of nasal cavum. AR is better to be
used because it is quicker and does not involve radiation.
AR and CT are correlated to each other, but their accuracy
is limited compared with that of the clinical diagnosis.
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ABSTRACT

Epidemic keratoconjunctivitis (EKC) is a viral conjunctival and corneal inflammation with high contagiosity, which
if it is not adequately treated, may cause blurred vision for several years. The purpose of this study was to describe
the clinical and epidemiological characteristics of adenoviral keratoconjunctivitis, as well as to present the latest
findings regarding diagnosis, treatment and prophylaxis.

There are known two well-defined -clinical syndromes of adenoviral keratoconjunctivitis: epidemic
keratoconjunctivitis and faringococcal fever, which are caused by various serotypes of adenoviruses. The exact
incidence of adenoviral keratoconjunctivitis is not known.. However, it mainly occurs during the winter season.
The infection can occur during direct contact or through equipments, devices in ophthalmologic ambulances, etc.
The virus is extremely resistant to various chemical and physical agents. Symptomatology is similar to other types
of conjunctivitis, which are with high incidence of conjunctival pseudomembrane formation. In the cornea, the
changes vary from epithelial punctate keratitis to subepithelial infiltrates and the creation of nummular keratitis
that leads to visual impairment. Diagnosis is mainly clinically decided, and etiology can be confirmed based on cell
culture analysis.

CONCLUSION. Until now there is no approved therapy against epidemic adenoviral keratoconjunctivitis.
The uncontrolled use of antibiotics, particularly the use of corticosteroids, which reduces tissue resistance, is
responsible for the deterioration of such conditions. Priority in prevention EKC is the rigorous application of
hygienic disinfectant measures in hospital areas, respectively medical devices in ophthalmologic ambulatory
services.

Key words: epidemic keratoconjunctivitis, adenoviruses, epithelial punctate keratitis, nummular keratitis.

INTRODUCTION pharyngoconjunctival fever and non-specific follicular
conjunctivitis. About 50% of patients with adenoviral
keratoconjunctivitis are accompanied with upper
respiratory tract infections that often precede EKC. At
some of these patients the disease can be generalized
with fever or gastrointestinal disorders with diarrhoea
and vomiting.(2)

Epidemic keratoconjunctivitis (EKC) is a viral conjunctival
and corneal inflammation with high contagiosity that
affects the eye surface, which if it is not adequately
treated, may cause blurred vision for several years.
It is called ‘epidemic’ because of epidemic spread of
infection. Almost every kind of microorganism can cause
inflammation of the eye, but about 92% of them are
thought to be caused by viruses, mainly adenovirus.(1) EPIDEMIOLOGY

This adenovirus family contains various serotypes which = Acyte epibulbare human infections are one of the most
cause epidemic adenoviral keratoconjunctivitis (EKC), commonly diagnosed eye diseases, and represent 2.3-10%
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of all ophthalmologic diagnoses, with a prevalence of 0.6
- 3.5 per 1000 patients.(3)

Adenovirus keratoconjunctivitis generally includs adults
between age of 20-40 years and are more common in
males than in females (2: 1). The incubation of the virus
is 2 to 12 days. The disease is very contagious, perhaps
before the symptoms of the infection appear, and of
course remains as long as the virus can be isolated in
body fluids; for tears this period usually lasts two to three
weeks from the day the virus is transmitted.(4) Human
Adenovirus (HAdV) belongs to the Adenoviridae family,
in the genus of Mastadenovirus that causes a variety of
diseases including respiratory infections, gastroenteritis,
and eye infections.(5)

There are 51 types of adenoviruses classified in 6 groups,
from A to G, determined on the basis of oncogenicity,
hemaglutination model of erythrocytes, and DNA
homology.(5)

Table 1. Ophthalmological significance of adenovirus species in
Europe.(6)

Follicular conjunctivitis Ad3, 4,7

Epidemic keratoconjunctivitis KKE Ad8, 19, 37

Acute respiratory disease ARD Ad1-3,4,6,7,14,21

Pharyngoconjunctival fever Ad3,7,1

They are highly resistant to external influences and can
survive even after contact with ordinary disinfectants.
They remain contagious for weeks at room temperature
and have high ability to cause nosocomial infections.
This demonstrates the need for proper selection and
application of germicides for the disinfection of medical
devices and instruments, especially tonometers, in order
to prevent epidemic keratoconjunctivitis.

Human Type 19 Adenovirus (HAdC-19) is the leading
etiologic agent of EKC while subgroups B and C are
isolated from the respiratory tract.(5)

The infection can be spread in places where people
are in groups such as: schools, kindergartens, health
institutions, including ophthalmologic ambulances.
EKC can touch any age group at any time of the year.
Adenoviruses are transmitted from human to human
through contact with infected hands, face and secretions,
mainly through tears. The virus can also be spread by
ophthalmologic contaminated instruments, dropper
bottles, tonometers, and contaminated hands of medical
personnel, which is the main risk factor for a nosocomial
infection.
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CLINICAL PRESENTATION

Infection usually begins with unilateral sensation of the
foreign body and in most cases the other eye is infected a
few days later. Patients usually tell that they had contact
with someone who has had an eye infection or upper
respiratory tract infection. Besides the feeling of foreign
body in the evye, patients may have also photophobia,
watery discharge, blurred vision if there is corneal
involvement, ocular pain and redness of the eye.(6)

Figure 1. Epidemic keratoconjunctivitis, a patient with
the appearance of conjunctival hyperemia

During clinical examination, we can notice swelling of
eyelids, conjunctival hyperemia and chemosis, follicular
conjunctivitis of lower eyelid, and subconjunctival
hemorrhage (Figures 1and 2).

Figure 2. Epidemic keratoconjunctivitis, redness and
ubconjunctival hemorrhage, chemosis of conjunctiva,
caruncula and plica lacrimalis.

Follicular hypertrophy is more emphasized in the lower
palpebral conjunctiva and may be present for 2 to 4 weeks
(Fig. 3). Occasionally the follicular reaction may continue
for several months.(7)
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Figure 3. Follicular reaction of lower palpebrl
conjunctiva

In healthy eyes, most of these infections are limited and
do not leave seizures, but pseudomembranes can be
created in cases with compromised eyepieces (Fig. 4).(7)

Figure 4. Epidemic keratoconjunctivitis, the appearance
of subcutaneous hemorrhage and the creation of
pseudomembranes.

Keratitis is common in adenoviral infections, usually
it appears around the fourth day. Epithelial punctate
keratitis (KEP) (which is characterized by the appearance
of small infiltrates in the form of points in the cornea)
may be created at the early stage of infection by all types
of adenoviruses. The KEP infection lasts less than 3
weeks, except with type 8 and 19 adenovirus where it may
last longer. While the subepithelial punctate keratitis
(SEPK) is characterized by large and dense subepithelial
opacities in the cornea. After several days in 95% of the
cases, It may appear nummular, multifocal, avascular
corneal infiltrates with central localization. These consist
of immune complexes deposited under epithelium of the
cornea.(8, 9) When Nummular infiltrates are enlarged,
it may reduce the visual acuity. SEPK can disappear
spontaneously within three months.(8)

Stromal diffuse infiltrates and corneal edema may be
present in severe keratitis. In addition, an anterior
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uveitis can be manifested at the cases with adenovirus
type 8 and 19.

Similarly, but usually less pronounced, the symptoms
appear in the other eye, two to seven days later.
The severity of the disease varies from subclinical
conjunctivitis to a very severe disease with bacterial
superinfection, keratitis and with systemic symptoms
such as fatigue, artralgia along with signs of an upper
respiratory tract infection.(10)

The acute phase can last about three to six weeks.
Nummuli may persist even after this stage, continuing
to reduce the visual acuity (but only in the first affected
eye in most cases). Nummuli that damage the visioncan
can be resolved within a few weeks, but in rare cases, can
persist for years.(10)

More rarely, in patients who have undergone fulminant
disease with the formation of pseudomembranes, it comes
to the persistence of corneal irritation and the feeling of
ocularpain. Also, as one of the most serioussequelas at the
patient with dry eye syndrome with persistent infection
and inflammation, pseudomembranous conjunctivitis,
is formation of symblepharones (adhesion between the
palpebral and bulbar conjunctiva).

In all cases with adenoviral infection, there is
an preauricular, submandibular and cervical
lymphadenopathy 48 hours after the appearance of the
first symptoms. Any cytopathogenic agent that infects
the ocular surface, including adenoviruses, results with
dry eye due to loss of goblet cells.(9, 10)

DIAGNOSIS

The disease is usually diagnosed on the basis of a
clinical signs, careful ophthalmological examination
(biomicroscopy, fluorescence test, corneal sensitivity
test) and supplemented by laboratory tests such as
conjunctival cytology with Giemsa stain to look for
intranuclear inclusions and lymphocytesto identify the
cause of the corneal and conjunctival sample.

Adequate agents for detecting the infective agent are also
antigen detection, nucleic acid detection, polymerase-
chain reaction and cell culture.(11) To confirm the
diagnosis, viral culture is the criterion standard.

Other diagnosis also includes other types of conjunctivitis
as well as all cases of “red eye” such as uveitis, (epi-)
scleritis, trauma, glaucoma, and so on.
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CONTAGIOSITY

Adenoviruses are particularly resistant to various
physical and chemical agents, and even in unfavorable pH
environments are able to survive for a long time outside
of the human body. Therefore, the high rate of spread of
these infections comes by ophthalmologic ambulances.
For example, HAdV19 resists 8 days on paper, 9 days on
the tonometer, 10 days on textile and metal materials,
and up to 35 days on plastic materials.(12) These findings
increase the need for adequate and rigorous application
of germicides to disinfect space and medical devices.(13)
Studies have shown greater efficacy of disinfectant agents
such as hydrogen peroxide and isopropyl alcohol for the
elimination of adenoviruses.

TREATMENT

Epidemic keratoconjunctivitis has not an effective
treatment. Antiviral medications have not been shown
to be effective against viral conjunctivitis, especially
to adenoviruses that are responsible for epidemic
keratoconjunctivitis.(14)

The management of epidemic keratoconjunctivitis
includes: the use of artificial tears, cold compresses,
cycloplegic in severe cases of photophobia, topical
corticosteroids (for short periods of time), topical anti-
inflammatory and anti-viral agents. Depending on the
severity of cinicalsigns and symptoms, patients should
be followed up a few days or some weeks later. Patients
on topical corticosteroid therapy should be observed
regularly to monitor side effects, including increased
intraocular pressure and cataract formation. In rare
cases with cikatricialconjunctivitis and symblepharon,
surgery is recommended for fornix reconstruction and
repairs the entropion.(14)

The local use of steroids as eye drops almost always shows
success during short-term use because it reduces corneal
and conjunctive inflammatory signs, but does not have
any significant effect at the time of recovery.(12) Topical
corticosteroids can relieve subjective symptoms and may
delay or prevent the formation of corneal infiltrates.
However, in 30% of cases, recurrence of disease after
discontinuation of corticosteroids has been observed due
to increased adenovirus replication from corticosteroids.
(15) The use of corticosteroids is only allowed in fulminant
infections when loss of vision is at risk, in order to
prevent symblepharonformation and pseudomembranes,
subepithelial corneal infiltrates and iridocyclitis.(15)
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Consensus on the use or dosage of corticosteroids does
not exist. Only in one study, the use of cyclosporin A has
been reported to be effective in relieving or eliminating
corneal infiltrates. (4) While resistant cases are treated
surgically with excimer laser, to improve visual acuity.

Scientific researchers are directed at the treatment of
adenoviral keratoconjunctivitis with antiviral agents. In
clinical studies for ribavirin, it is founded that ribavirin
has a limited vitroactivity and low efficacity on three
dominant serotypes of adenoviruses related with EKC
(Ad8, Ad19 and Ad37).(16, 17)

During the topical administration of 0.15% ganciclovir in
the form of ophthalmic gel, is reached the therapeutic
level in humor aquosus and cornea, and is known as
effective treatment for epithelial herpetic keratitis.
Ganciclovir is recommended against the EKC because
it has shown efficacity in vitro to specific adenovirus
serotypes.(17)

Promising results have been noted in the treatment of
adenoviral conjunctivitis with povidone iodine. Povidon-
iodine has a broad spectrum in vitro, and is effective
in eradication of bacteria, fungi, viruses and protozoa.
A study by Pelletier et al. have reviewed the topical
combination of povidone-iodine 0.4% as an antiviral agent
and 0.1% dexamethasone as a potent steroid. (18) The
results have shown that all eyes had rapid improvement
of conjunctival injection with lowering of antiviral titers
at the same time, thus guaranteeing the need for further
studies of application of this combination. (19)

PREVENTION

Medical staff should be rigorously adviced for hand
disinfection with 80% ethanol or 1% or 2%tosychloramide
salt. It is also recommended that eye drops and eye
ointmentto be used one time for each patient. Disinfection
of ophthalmologic instruments is also needed mainly
with chlorhexidine which is more preferable than 70%
isopropyl alcohol.(20)

Close co-operation with infection control specialists can
prevent the potential spread of infection in the healthy
population as well as limiting laboratory costs for the
diagnosis of the infection.(21)

CONCLUSION

Corneal and conjunctival viral diseases present an
increasing problem due to frequent occurrence,
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recurrence and resistance to medication. Uncontrolled
use of antibiotics, particularly corticosteroids,
which reduce tissue resistance, is responsible for the
deterioration of such conditions.

Based on the fact that epidemy should be eradicated
as soon as possible by taking adequate treatment, it
is recommended first to report the epidemic desease
and to apply recommendations from relevant referent
institutions. Priority in treatment of patients with EKC is
the rigorous application of disinfectant hygiene measures
in hospitals, respectively ophthalmology departments,
because there is still no adequate treatment for this
disease. Until there is an effective antiviral therapy for
EKC treatment, clinicians should be very careful in the
use of corticosteroids considering the risk of infection
duration.
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KERATOKONJUKTIVITI EPIDEMIK, DIAGNOSTIKIMI, TRAJTIMI DHE MENAXHIMI

Hristijan DUMA!, Valvita RECI?
Klinika Universitare pér sémundjet e syve, Shkup
2Spitali i pérgjithshém, Strugé

SFakulteti i shkencave mjekésore, Universiteti i Tetovés

ABSTRAKTI

Keratokonjunktiviti epidemik (KKE) éshté inflamacion viral i konjunktivés dhe kornesé me kontagjiozitet té larté,
i cili nésé nuk trajtohet né ményré adekuate mund té shkakton shikim té mjegulluar pér disa vite. Qéllimi i
kétij punimi revial éshté qé té pérshkruajmé karakteristikat klinike dhe epidemiologjike té keratokonjuktivitit
adenoviral, si edhe té paragesim té rejat e fundit pér sa i pérket diagnostikimit, trajtimit dhe profilaksés.

Jané té njohura dy sindrome klinike miré té definuara té keratokonjuktivitit adenoviral: keratokonjuktiviti
epidemik dhe ethet faringokonjuktivale, té cilat jané té shkaktuara prej serotipeve té ndryshme té adenoviruseve.
Incidenca e sakté e keratokonjuktiviteve adenovirale nuk éshté e njohur. Sidoqofté, mé sé shpeshti paragitet gjaté
muajve té dimrit. Infektimi mund té ndodh gjaté kontaktit direkt ose pérmes objekteve, aparateve né ambulantat
oftalmologjike. Virusi éshté ekstremisht rezistent ndaj agjentéve té ndryshém kimik dhe fizik. Simptomatologjia
éshté e ngjajshme me llojet tjera té konjuktiviteve, me incidencé té larté té pseudomembranave. Né korne,
ndryshimet sillen prej keratitit epitelial punktiform deri te infiltratet subepiteliale dhe krijimi i keratitit numular
qé sjell deri te démtimi i shikimit. Diagnoza kryesisht vendoset kliniksht, ndérsa etiologjia mund té konfirmohet
né bazé té analizave té kulturave gelizore.

Pérfundim. Deri tani nuk ka terapi té aprovuar kundér keratokonjunktivitit adenoviral. Deri mé sot nuk ka terapi
té miratuar kundér keratokonjuktivitit epidemik adenviral. Pérdorimi i pakontrolluar i antibiotikéve, pérdorimi
i kortikosteroideve, té cilat reduktojné rezistencén indore, éshté pérgegjés pér keqésimin e gjendjeve té tilla.
Prioritet né prevenimin e KKE éshté aplikimi rigoroz i masave dezinfektuese higjienike né hapésirat spitalore,
respektivisht paisjet mjekésore né ambulantat oftalmologjike

Fjalé kyce: keratokonjuktiviti epidemik, adenoviruset, keratiti epitalial punktiform, keratitis nummularis
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‘®axynrer 3a Meaumuuckn Haykn TeToBo

Medicus 2018, Vol. 23 (1): 61-70
ABCTPAKT

Bosepn: CemejcTBOTO e MpBaTa coliijasiHa CpejiiHa BO Koja [AeTeTo I'o 3allouHyBa CBOETO COLMjasiHO KUBeeme. Kako
Toc/IeinIia Ha MopaiHaTa Kpr3a Ha MofiepHaTa IMBU/IM3allnja, cyiefii OTpIamkeTo Ha TPaAULMOHATHUTE BPeJHOCTH
1 MHCTUTYLjaTa OpakK, ce MOoBeKe CeMejcTBa CTaHyBaaT M3BOP Ha PU3MK (aKTOpPW M Ce OIrOBOPHU 3a Pa3Boj Ha
PU3MUHOTO OJJHECYBakhe Ha aJl0JIeCEeHTUTE.

Hen Ha TpyHoT: L[a Ce YTBPAIU IMMOBP3aHOCTa Ha BOCITMTHUTE CTUJIOBU Ha MajKaTa CO HaBUKUTE 3a IMeme aJIKOXOJT Kai
aZojiecleHTuTe.

Marepujan u Mmetonu: CripoBefieHa e CTyIuja Ha Mpecek Ha IpuMepoK o, 600 MCIIMTaHWIIM, YUEHUIW Off OCHOBHUTE
1 CpelIHM YUMJIMILTA Ha TepuTopujaTa Ha [1ol0IKMOT pernoH. [IpuMeHeTa e cKajaTa HaMeHeTa 3a IpolLieHyBarmbe Ha
BOCITUTHUTE CTWJIOBU Ha ponurenuTe-“Egna Minnen Batraffande Uppfostran” (EMBU), Kako 1 aHKeTHUOT ITpallaHUK
Ha C30 op “I'mobanHOTO UCTpayKyBambe 3a 31paBjeTo Ha amjosnecteHTuTe”. CTaTUCTUUKATA aHaIM3a Ha MOAaTOLUTe
IobueHN off NCTPasKyBameTo Oellle HallpaBeHa BO CTATUCTUUKUOT rporpam SPSS 17,0.

Pesynrary u nuckycuja: CTpyKTypaTta Ha UCIIUTAHULIUTE ja counHyBaa 264 (44%) mamku 1 336 (56%) >KeHCKU YUEeHULIU.
ETHMUKAaTa CTPYKTypa Ha yuyeHuiuTe ja counHyBaa 300 yuenuny MakenoHuu u 300 Anbaniy, rpuiiato 172 (28.67%)
Oea yuenuwy og1 IX-To onmenenne, 203 (33.83%) op I-Ba roguHa cpegHo yunnuiire, u 225 (37.5%) bea yuenniu of I1-pa
roZiiHa CcpejHo yurniinTe. Bo oBaa rpyma Ha yuenniin, 230 (38.33%) ydeHUIIM [IjaT aIKoXoJ1, OFHOCHO ITpeBajieHIjaTa
Ha KOHCyMUparbe ajkoxosn berre 38.3%.

BocnmTHUOT cTT Ha MajKaTa BO KOj JOMMHKpPA HeJOCIeJHOCT UMa CUTHU(UKAHTHO BMjaHMe Ha 3auyecTeHOCTa Ha
njaHyerse Kaj merjara (p<0.0001). Kaj meata Kou HMKorair He Oujie njaHu Oelle perrucTpUpaH 3HauyajHO TTIOHU30K
CKOp 3a cybckarara “Hefjoc/IeIHOCT BO OFJHOC Ha [ellaTa Kou Ao cera ce ommiae 3 1o 9 matu (10.35+2.4 vs 13.67+3.3;
p=0.0005).

dpekBeHIMjaTa Ha NMUjaHUerbe Kaj JlerjaTa CUrHUMUKAHTHO 3aBHCellle U OJi BOCUTHUOT CTWI Ha MajKaTa BO KOj
noMuHupa ordpiamwe (p=0.011). OBaa cUrHUMUKAHTHOCT ce JIOJ/DKelle Ha CUHU(UKAHTHO TTOHM30K CKOp Ha
cybckanaTa “oTdpame” BO rpyrarta jielia KoM Hermpaar fieKa HeKorail BO >KMBOTOT He Oujie MujaHn BO OJIHOC Ha
IelaTa Ha Kou oBa UM ce ciyuwio 10 u roBeke matu (31.41+5.9 vs 35.77+8.1; p=0.0056).

“ oo

BocrnuTHUTE CTUIOBU CO NOMUHUPake Ha “eMOILMOHAHA TOIJIMHA", “TIpe3allTUTeHoCT 1 “daBopusupame” He Oea
CUrHU(UKAHTHO [TOBP3aHU CO UyecToTaTa Ha IjaHuerse (p=0.34, p=0.35, p=0.32 KOHCEKBEHTHO).

SaKHY‘IOKI PeBy}'ITaTI/ITe Ol MCTpa’KyBarbaTa IToKayKaa JJeKa BOCIIUTHUTE CTUJIOBU Ha MaiKaTa nmaar 3Ha’~laiHO BHI/IjaHI/Ie
Ha PU3MYHOTO ogHecCyBamhe Ha adoJ/ieCleHTuTe O acCIleKT Ha I[IMehe a/IKOXOJI.

K)'IYLIHI/I 360pOBI/II BOCIIMTHM CTUJIOBU, MajKa, aoJIECLIEHTHU, IMUeHhe aJIKOXOJI
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BOBE]]

3[paBMOT ¥ KOHTUHYMPAHMOT OJHOC Mely Majkara
W JleTeTo, BO MPBUTe MeT TOAWHM TO OfipelyBa
noHatamomHuoT kuBoTeH Tek (1). IlocTojar MHOry
IPUYMHU, MOTHUBH, IOTPeOK U CUTYALMK TIPY KOM JieliaTa
Ha VUWIMIIHA BO3pacT (aJjoleclieHTH, THHejlepu) Moske
Jla TOYHaT, a TOJOLHA U Ja IPOJOLKAT CO PU3UUYHOTO
OJJHECYBAbe BO CMKC/Ia Ha PaHO 3allouyHYBame Co
yrorpeba Ha TYTYH ¥ Myllere, KOHCYMaliija Ha aJKoXol
710 CTeIleH Ha OIMBarbe, KaKo U YIoTpeda 1 3/10ymnoTpeda
Ha MapyxyaHa ¥ Jpyr BUJ NCHXOAKTHMBHM CYOCTaAHIIM.
Mef'y mpuunHKUTE 3a PAHO OTIIOYUHYBAME CO MUEIHETO Ce U
cemejuuTte (haKTOPH, MOJIE/IM HA POUTEINTE KOM IIHjaT,
HO ¥ HAPYLIEHKUTE OJHOCH BO CEMejCTBOTO (2).

(DVYHKIMOHAIHO CEMEjCTBO € OHa BO KOe POJUTENTUTe
UMaaT CII0COOHOCT  (BEIITMHM) Jja TO IpUIarofiaT
HPUCTATIOT BO BOCIUTYBamETO Ha OJHECYBAaHETO Ha
IeTeTo, 1 HUBHOTO BJIMjaHe MO3UTUBHO Jia TIPUJIOHECE 3a
00JIMKYBare U CTPYKTYPUpAbe Ha KBalUTeTHA JTNYHOCT.
Opn HajpaHa Bo3pacT Tpeba /1a ce BOCIIOCTaBYBaaT OJJHOCH
BO KOM MMa UyBCTBO Ha MOBP3aHOCT, Oe3yC/I0BHA JbyOOB, 1
TI0YNT, IpUjaTHa aTMocdepa Bo Koja ferata Tpeda fa ce
UYBCTBYBAaaT CUT'YPHU U CpeKHU. PopurenuTe Ha jerjara
Tpeba Jja M 0BO3MOKAT JOBOJIHO CUTYPHOCT, pa30uparbe,
HO ¥ Haji30p, BO HMBHO LI€JIOCHO OCAMOCTOjVBambe U
JIOHeCyBalbe Ha O[JIYKH KOM Ce BaKHM 3@ HUBHUOT
UJeH KUBOT. PopuTenute Tpeba [ja MM OBO3MOMKAT Ha
JellaTa Ja pasBMBAaT CHCTEM Ha 3[paBd BPEIHOCTH,
Jla TM V4aT Ha COIMjaJIHA U JAPYTU BEITUHM KaKoO IITO
e CaMOJIOKa)KYBambeTo, IPyKeayOMBOCTa, H300pOT Ha
TpUjaTey, MOCTOjaHO 1a MM VKajKyBaaT Ha IITeTHUTE
HOC/IeJIUIM KO T HOCH Ha IIPUMep MUeHheTo WM HeKoj
Ipyr BUJ, Ha 3aBMCHOCT, Jla C€ CIPOTHBCTaByBaaT Ha
HPUTHCOLM OfIHAZIBOp, CO efeH 300p mga (opmupaar
HO3UTUBHA C/IMKa 3a cebe (3). Pomurenure Tpeba ma ro
nMaaT Bo mpenBu (haKTOT JieKa Kaj cekoe JieTe, a Toa
3Haud ¥ Kaj HUBHOTO ieTe, HMa PU3KK Off HeIIPaBU/IHO
OJTHECYBame, KaKo Pe3yITaT Ha MHOIITBO (haKTOPH, KaKo
of] TOLIMPOKATa OKOJIMHA, UCTO TaKa M Off CEMejCTBOTO.
JletiaTa KoM ce HajayBaaT BO epPUO, ITPeft afjoeciieHIyja
MOpa Jla ce HaBMKHYBaaT Ha MpOLIeC Ha [[OHECYBame Ha
CaMOCTa/THM OJJIYKM, HAa CaMOCBECHO HacouyBame Ha
COIICTBEHUTE OJIVKA M Jla Cé COOUyBaaT CO MOKHHUTE
TIOCTIeIUIIM Ha THe OfJIVKH, [ja T0 pa3/auKyBaar ,,jo00poTo”
of ,,3710T0" ¥ Jla Ce CIPOTMBCTABYBaaT Ha HaJBOPELIHH
B/IMjaHMja 0COOEHO OHMe Kou ce HeraTuBHH (4). Bo
HCTPaKyBarbaTa 3a CKIIOHOCTa Ha OJIHEeCYBakhe Ha M/IaJjuTe
KOe TH JIOBe/lyBa BO CHTYallija Ha 3aBUCHOCT, 4ECTO Ce
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TI0CTaBYBa MpPalIalbeTo Jaad U 10 Koe HUBO OCHOBHHUTE
COILMja/IM3aTOPCKH 3aeHULK (ceMejcTBO, 0Opa3oBaHue,
rpyIa Ha BPCHHUIM 3a IpykOa 1 CpefcTBaTa 3a MaCOBHU
MH(opMaIiy) MMaaT KamalUTeT Ja ce HacodaT BO
peanu3aiiyja Ha CBOUTE MTPHMapPHH L.

[TocTojat fiBe KITyUHU JUMEH3HH Ha pofiuTescTBo. [IpBaTa
IMMeH3Mja ce OJHecyBa Ha DOJIUTEICKOTO pa3bmparbe
M POJUTEICKAaTa TOIUIMHA, HACTIPOTH HEMPHUjaTeICKOTO
ocylyBame M of0erHyBame. BropaTa auMeH3uja  ce
OJIHeCYBa Ha POMUTENCKUOT Haj3op. KombuHaimjata Ha
OBHe [IBe IMMEH31H IIPETCTaByBa OHA IITO 3aeHUYKH Ce
HapeKyBa- POJUTE/ICKU CTUIIOBH (5)

BocrutHUTe CTUIOBH ce OTeparjuoHaIM3MpaHu MpeKy
COIp)KMHATAa HA YHUBEP3aJHUOT M WHTEpPHAI[MOHaJIeH
npamanHuk “Egna Minnen Batraffande Uppfostran
(EMBU) koj pmaBa moOjaTOIM 3a: eMOL[MOHA/THA
TOI/IMHA W Tpudakame, MpPeTepaHo 3alITUTYBakbe,
oTdprarme, HeoCIeHOCT U (haBOPH3UPALE.
BocUTHHOT CTHT eMOIMOHA/IHA TOIUIMHA M pH(aKakbe,
e KapaKTepuCTUUeH 3a POJUTENN KOM Ce eMOIMHATHO
TOIVIM KOH CBOMTEe Jella, TMOJHM CO Of[00pyBakbe,
pasbuparme, 3aMHEPeCHpPaHOCT 3a JIeTeTO, KOM [iaBaT
objacHyBame 3a JUCIUIUIMHATA Koja ja OapaaT M KoM
peTKo KopucTtaT (pu3MuKM KasHu.BocrmuTHHMOT cTun Ha
TpeTepaHo 3allTUTYBabe, Ce OJTMKYBA CO eMOL[OHATHA
TIPUBP3aHOCT U JIOMUHAI[Mja Ha POJIUTENUTE, CO IPeTePaHo
TOTIpaBame Ha OJIHECYBAmeTO Ha JIETeTO W IpeTepaHu
Oapama, co TpUCHIa U 0Oe3 TOUMTYBame HAa HETOBUTE
pa3Bojuu Mo;kHOCTH.OT(prarme, MpeTcTaByBa BOCIUTEH
CTUJT BO KOj HajuecTo POJIUTENINTe OTBOPEHO TOKaKyBaaT
HeraTWBHM UYBCTBA, IIOCTOjaH KPMTUYKK OJIHOC KOH
JleTeTo, IOCTaByBaaT rojieM Opoj bapara, He ' pa3bupaar
MOTHMBUTE 3a HETOBOTO OJIHECYBambe, He T'M MOUUTYBaaT
JeTCKUTe MOTpeOu, CTPOro I'M KasHyBaaT jeljata, TI'd
3alUTallyBaaT, OMajoBa)KyBaaT M He MM IOCBETYBaaT
ToBOTHO BHMMaH¥Ue.HeioceiHOCTa BO BOCIIUTYBABETO €
TIPUCYTHA JIOKOJIKY POJIUTENTUTE Ce OJJHECYBAaT Pa3INIHO
Of1 CUTYal[yja BO CUTYal[1ja, OJHOCHO eJlHAIll HarpajyBaaT
eJleH BUJ] OJJHECYBaIbe, a JIPYT MaT He pearnpaar Ha Toa
OJTHECYBambe UJTH MaK, T'o Ka3HyBaaT. BakKBOTO oflHECYBambe
Ha DOJMTENIMTE PEUMCH CeKoraml IpeJu3BHKyBa
HeBPOTCKM TIOpeMeTyBamba Kaj jeljata.DaBopu3uparme
e BOCITUTEH CTHI CO KOj POAMTENUTe MaHW(eCcTHpaaT
(haBOpHM3MpaaH OHOC KOH eHO Off JleljaTa BO OfIHOC Ha
JPYTUTE Jielia BO CeMejCTBOTO. (5)

Ilen Ha Tpy#oT e ;a ce YTBPAM IOBP3aHOCTAa Ha
BOCIIUTHUTE CTWJIOBM Ha MajKaTra CO HaBHKHTE 3a
nHeHe aJIKOX0J Kaj lerara.
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MATEPHJAJI U METOH

3a 1HenMTe Ha OBa KCTPaKYBame ce MpUMeHHja
IBa aHKeTHM mnpamanHuiy. Ckajata HameHeTa 3a
TMPOIIeHYBabe Ha BOCIUTHUTE CTHIOBU Ha POJUTENIUTE-
“Egna Minnen Batraffande Uppfostran” (EMBU) op
JIurepToB THI € counHeTa off 64 mparama GopMyIUpaHd
BO 00JIMK Ha TBP/iEHa CO YeTHpHUIeHa CKajla Ha u300p.
KoHcTpynpaHa e off MBeCKMOT HcTpaxkyBau Ilepuc
(Perris), a ajamTupaHa of ApHH[EN (Arrindell).
ApanTupaHata Bep3Mja, Koja e KOpPUCTeHa BO OBa
HCTPAKYBake, CONPKU 5 CYOCKaIW: eMOIMOHATHA
TOIUIMHA, OT(piame, Mpe3allTUTYBabe, (haBopu3Mpame
Ha JIeTeTO W HeJOC/IeHOCT. BTOPUOT NpaliajHuK e
BCYIIHOCT aHKeTHMOT TMpamlajHUK of [71006aaHOTO
HCTPaKyBakhe 3a 37[paBjeTo Ha ajonecienTure. CTaHyBa
300p 3a crangapaeH npamanHuk Ha C30 u CDC Koj coppiku
24 mipamama Kajie 6eme org)aTeHo ¥ MUEHETO aJTKOXOI.
[IpanraHUKOT Oelle NW3ajHMpaH Taka Jla Of[roBapa Ha
BO3pacTa M MOJMOT HA ucruTaHunuTe. CTaTHCTMYKATa
aHa/lM3a Ha MOJIaTOLUTe JIOOMEHW OfI MCTPaKyBarbeTo
Oelle HampaBeHa BO CTATUCTUUKMOT mporpam SPSS 17,0.
Kareropuckure (aTpubyTHBHY) BapHjabu ce MPUKaKaHU
CO amCOMyTHM W pelaTMBHM OpoeBu. HymepuuruTe
(KBaHTUTATUBHM) BapHjabIM ce TpPUKaKaHH CO MPOCEK,
MUHMMAJIHH BPEJHOCTH, MaKCHMaJH{ BPEIHOCTH, U
cTaHflap/iHa fieBUjaryja. 3a KoMIIapupame Ha CKOPOBUTE
Mery jiellaTa IITO KOHCYMHpAaT M IITO He KOHCYMHpaT
ajIkoxon Oemie KopucTteH Student-oB t-test. JlorucTiuka
PerpecuoHa aHamM3a Oelire KOPUCTEHA 3a e TEPMUHUPatbe
Ha BOCIMTHHUTE CTWIOBM CUTHH(DMKAHTHO MOBP3aHHU
CO pa3BMBame HAaBUKA 3a KOHCYMHUpAe aJTKOXOI.
CraTictrukaTa curHuuKaHTHOCT Oenle ehMHUpaHa Ha
HuBo Ha P<0.05.

PE3YJITATU 1 JUCKYCHJA

Bo wuctpaxyBamero Oea BkiayueHu 600 HCIMTaHUILY,
VUEHUIIM O] OCHOBHMTe M CpeJHA VUWIUIITA Ha
tepuToprjata Ha  [lomomkuor  perumon.llonoBata
CTPVKTYpa Ha MCIUTaHHUIMTE ja coudHyBaa 264 (44%)
MallKi V4eHuIH, 336 (56%) yueHWIM Off KeHCKU IIOI.
ETHMUKaTa CTPYKTypa Ha yuyeHunuTe ja coumHyBaa 300
yuenunin Makegonny, 300 yuenuin AnbaHLM, mofeKa
BO OJIHOC Ha 3acTaleHoCTa 10 ofjeneHuja, 172 (28.67%)
0ea yuenuru of IX-To opmenenue , 203 (33.83%) ox I-Ba
rOfIMHA CpeHo yuuauiiTe, u 225 (37.5%) bea yueHHIM oOff
II-paroguHa cpenHO yUMIMIITE.

Bo oBaa rpyna Ha yuenui, 230 (38.33%) yueHuiy nujat
aJIKOXO0J, OfIHOCHO TpeBaJieHI[djaTa Ha KOHCYMUpambe
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asikoxonn Oerre 38.3%.
I'pachuk 1.

He MjaT ankoxon
370(61,67%)

)

nujaT ankoxon
230 (38,33%)

Ha mpamamerto ,, KolKy rofuHu vmaiiie Kora ro MCIH
IPBUOT AJIKOXOJIEH IHjaJIoK (He caMo HEKOJIKY TOITKu)?”,
THI0BeKe Of TIOJIOBUHA YUEHUI[W OATOBOPHIIE [eKa IPBUOT
11eJ1 aJIKOX0JIeH TWjajiak ro ucnusie Ha 14 wiu 15 rogunu -
134 (58.26%). Ha 7-rojuiiiHa Bo3pacT Wi HOMIa/[i IPBUOT
aJIKoXoJleH ujanok ro ucnue 18 (7.8%) ox mewara.

Tabena 1.

Korky ropiiny umaiiie Kora ro CIiu IIpBUOT Bpoj n %
aJIKOXOJIEH ITHjaJIoK (He caMo HEKOJKY TOJITKI?)

7 TOMIVIHH WTH TIOMAJIKY 18 (7.83)
8 um 9 roguHK 5(2.17)
10 wmm 11 roguan 11(4.78)
12 wmn 13 roopumu 37(16.09)
14 vnu 15 rouHK 134 (58.26)
16 roguHYM WK HIOBEKe 25 (10.87)
BkymHo 230

OBue pe3y/TaTU Ce CJIMYHU CO MPETXOJHU UCTPAKyBamba,
Kako mro e CrygujaTa Ha Hal[oHa/HMOT MHCTUTYT 3a
37oynoTpeda Ha ajIKoXonl M3fjazieHa Bo jekemBpu 2015
rofl. Bo AMepuKa, Koja TIOKaKyBa JleKa JieliaTa yIiiTe BO
paHaTa BO3pacT II0OYHYBaaT co yrnoTpeba Ha ajikoxor (7).

PesynraTure of, UCTPaKyBaweTo IIOKaKaa [ieKa
BOCIIUTHUTE CTWIOBM Ha MajKaTa BO KOU JIOMHUHMpaat
“HemociemHocT W “oTdprmame” MMaaT  3HAYajHO
B/IMjaHKe Ha PU3MYHOTO OfIHECYBale Ha JiellaTa
O]l acreKT Ha KOHCymupame Ha ankoxon (p<0.0001;
p=0.023  KoHcekBeHTHO).  OcTaHATHT®  BOCIUTHU
CTWIOBH CO JIOMUHMpae Ha “eMOIMOHATHA TOIIMHA U
npudakame”, “npesamTuTeHOCT’ U “(haBOpU3Mpame”
HeMaa CHTHU(DMKAHTHO B/IMjaHHe Ha BAKBOTO PU3MUHO
OJTHeCYyBae Ha fleliaTa..

Bo rpymara uMCOUTaHWIM KOM KOHCYMHPAAT alKoXOm
perucTpupaBMe CUTHU(MKAHTHO TIOBUCOK CKOp 3a
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cybcKajara ,Heloc/ieHOCT” CIIOpeJieHo €O IpylaTa jelia Kou He mujat ankoxon (1132 = 2.8 vs 10.18 + 2.4). OBoj
CTaTUCTMYKU PEe3YITaT Cyrepupa 3aKIY4OK JleKa BOCIUTHUOT CTWJI Ha MajKaTa BO KOj JJOMMHMpPA HeJOC/IeHOCT
3HauajHO e MOBP3aH CO PU3UUHO OfIHECYBakhe aHATM3UPAHO MPeKy KOHCYMUpame ankoxon. Majkute Ha ferjata Kou
TIMjaT aJIKOXOJT MOKaKyBaaT BO BOCIIUTYBabeTO CUTHU(DMKAHTHO MOBUCOK CTETIeH Ha HeJ[OCTIeTHOCT.

[IpoceunuoT ckop 3a cyockanara ,, oTdhprname” usHecyBa 32.4 + 7.0 Bo rpymara jelja Kou Iyjat ajakoxon, a 31.22 + 5.8 Bo
rpynara Kou He nujat. TecTupaHaTa pa3/ivKa ce MOTBPAM Kako curHurkanTHa 3a p=0.023, 1ITo MaK MHULMPA 3aKJTyU40K
7ieKa oThpieHoCTa Ha JIeTeTo Off CTpaHa Ha MajKaTa 3HauajHO To 3ro/ieMyBa PU3MUHOTO OJIHECYBarbe aHaJIM3UPaHO
TIPeKy MHee Ha ankoxol. MajkuTe Ha JleljaTa KOM MUjaT aJKoX0/ MOKAaKyBaaT BO BOCIIUTYBAWeTO CUTHU(DUKAHTHO
TIOBUCOK CTeTleH Ha OT(p/ambe.

Tabena 2.
Descriptive Statistics
Jlanmu Tent ajKoxon? - p value
N mean = SD min - max
HeJIoC/IeTHOCT (MajKa)
He II1e aJIKOXOJT 351 101824 7-18
p<0.0001
TTHe aJIKOXOJ 216 11.32£2.8 7-21
eMOIL[MOHA/IHA TOIUINHA U pr(akame
He IT1e aJIKOX0J 366 50.99 £89 17-65
p=0.184
T1ie aTKOX0J 227 5197 +8.3 27-66
Otdpname
He TI1e aJIKOXOJT 367 31.22+58 -
p=0.023*
TTHe aJIKOXOJ 227 324+70 -
[Ipe3amrruTeHoct
He ITHe aJIKOX0/ 366 3119 £69 15-52
p=0.663
T1e aTKOX07 225 3144 £6.5 16-62
(aBopusupame
He TI1e aJIKOXOJI 358 8.03+28 5-18 p=0.064
T1ie aTIKOX0JI 221 75829 5-20

(Student t- test) *p<0.05

[loOreHuTe pe3yaTaTi ce UIGHTUYHU CO Pe3y/ITaThTe off OPOjHM UCTPaKyBarba KOM MOKAKyBaaT JieKa JieliaTa Kou ce
M3jacHWIe JieKa MajKuTe IOMUHYBAaT MOBeKe BpeMe CO HMB M KOMYHMIIMPAAT CO HUB MOYECTO, BO HAjro/ieM MPOIeHT
He yroTpeOyBaar ajkoxor (8).

Jloructuka PeFDECI/IOHH aHau3a Oelte KOpHCTEHa [ia Ce IeTePMUHUPAAT BOCIIMTHATE CTUJIOBU O]] CTPaHa Ha MajKaTa,
Kou ce CI/II‘I/I(bI/IKaHTHI/I IpeJIUKTOPH 3a pa3BUBah€ HaBUKa Kai JenaTa 3a KOHCYMUpPabhe aJIKOXOJI.

MynruBapujanTHaTta Jloructuuka PerpecrioHa aHa/M3a Kako BOCITUTHY CTUJIOBH Off CTPaHa Ha MajKaTa CUTHU(DMKAHTHO
TIOBP3aHK CO pa3BUBakbe HaBMKa 3a IieHbe aIKOX0/ Kaj JieliaTa, I MoTBp/M: HegocnenHocta (p<0.0001), u otdpnamero
(p=0.029).

Co 3ro/eMyBame Ha BPeJHOCTA Ha cyOCKajiaTa ,Heloc/IelHOCT” 3a eJMHUIIA CKOP, PU3MKOT 32 Pa3BUBabe PU3HMUHO
OJTHECYBame Kaj JIellaTa off acCIIeKT Ha KOHCYMUPame ajKoxon ce 3romemyBa 3a 21.7% (OR: 1.217, 95% CI 1.121 - 1.321);

Co sronmemyBame Ha BpeIHOCTa Ha cyOCcKamaTa ,oTdprname” 3a eJUHMIIA CKOP, PU3UKOT 3a Pa3BUBAmE PUMUHO
OJ[HeCYBame Kaj JlellaTa off aCIIeKT Ha KOHCYMUpakbe alKoxo ce sroemysa 3a 2.1% (OR: 1.021, 95% CI 1.018 - 1.060);

BocnuTHUOT CTHIT Ha MajkaTa BO KOj JJOMHHKMpPa HeoCIeHOCT UMa CUTHU(MKAHTHO BIIMjaHKMe Ha 3aueCTeHOCTa Ha
nujaHuere Kaj genata (p<0.0001). Kaj gemaTa Kou HUKorain He Ouiie MujaHu Oellle PerMCTPUPaH 3HAUAjHO TOHU30K
CKOp 3a cyOcKajaTa “HefocsIeIHOCT BO OTHOC Ha jieljaTa Kou 1o cera ce omme 3 go 9 maru (10.35+2.4 vs 13.67+3.3;
p=0.0005).
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(MpekBeHIMjaTa Ha THjaHUeHe Kaj JierjaTa CUTHU(UKAHTHO 3aBMCelle M Of BOCMTHHOT CTHI Ha MajkaTa BO KOj
nomuHKpa otprame (p=0.011). OBaa curHUpUKAHTHOCT Ce JoJIKelle Ha CUrHU(MKaHTHO OHM30K CKOP Ha CyOCKajiaTa
“othprarme” BO rpymara ielja KoM Herupaar Jieka HeKorall Bo JKMBOTOT He OWJIe IjaHu BO OJTHOC Ha JieTiaTa Ha KOM OBa
uM ce ciayumio 10 u moBeke matu (31.41£5.9 vs 35.77+8.1; p=0.0056).

“wou

BocnuTHUTE CTHIOBY CO JIOMMHUpame Ha “eMOIMOHA/IHA TOIUIMHA", “Ipe3aluTuTeHocT” ¥ “(gaBopusupame” He Oea
curHu(hMKaHTHO MOBP3aHK €O UecToTaTa Ha mujaHyueme (p=0.34, p=0.35, p=0.32 KOHCEKBEHTHO)

Tabena 3.
MynruBapujanTHa JlorucTuuka Perpecrona aHajn3a 3a peuKIyja Ha PU3HYHO OJJHECYBathe KOHCYMUPathe aJIKOX0
Bapuja6a Unadjusted OR C195% p-value
HeJ0C/IeHOCT 1.217 1.121-1.321 <0.0001**
eMOIIMOHA/THA TOIIMHA 0.927 0.903-1.051 0.228
oTdhprame 1.021 1.018 - 1.060 0.029*
Mpe3allTUTeHOCT 0.974 0.943 -1.007 0.121
(haBopu3Mpame 0.927 0.866 - 0.992 0.229
(Student t- test) *p<0.05
Tabena 4.
[Tpamame 17 EMBY ckana
HEJIOC/IeTHOCT eMgggg;‘ﬁgHa oTgprarme TIPe3aIlTUTeHOCT daBopusupame
N mean = SD N mean = SD N mean * SD N m(éa]\)n : N mean = SD

Hury egHam 480 10.35+2.4 499 55.55+8.7 499 31.41+59 496 31.36+6.7 488 789+2.8
1w 2 matu 51 11.80+2.8 52 50.61+8.97 52 31.716.3 52 30.59+6.1 51 720+2.4
3 o 9 matu 15 13.67+3.3 18 53.33+8.6 18 32.44+79 18 29.896.1 17 8.23+3.2
10 1 moBexke 19 11.47+3.5 22 48.86=74 22 35.7748.1 22 33.27+8.5 20 82035
p-value <0.0001 0.34 ns 0.011* 0.35ns 0.32 ns

IIpamatse 17:Bo TEKOT Ha TBOjOT JKUBOT, KOJIKY IIaTH CH MCITHJI TOJKY MHOT'Y a/IKOXOJI TaKa IITO i OM/T HABUCTHHA [HjaH?

Crmika 1 Crika 2
HEQOCNEOHOCT oTdpnatee
p=0.0005
mean mean 4 p=0.0056
14 95
124 35,
104 24
B- 33_
61 321
41 31 1
21 30
I:I T T T 29 T T T
Huty 1uwnw2 3go% 10w Huty 1unu2 3pgo0d 10w
ggHAll NaTH  NaTW  NoBeRe eQHAll NAaTW  NaTH  NoBeke

3auecTeHOCTa Ha MMambe MaMypIyK M TPoOeMH JIoMa ¥ Ha YUMIMIITE 3apajii MUeHhe alKoXojl, CUrHU(UKAHTHO
3aBUCellIe Off BOCIMTHMTE CTHIOBM Ha MajkaTa BO KoM JoMuHHpa “HemociemHocta“ (p=0.00001), “ordpnamero”
(p=0.0018), u “cpaBopusupameTo” (p=0.037), a HecurHUM(UKAHTHO 3aBUCEILIe OJf BOCTIATHUTE CTUIOBH BO KOM IOMUHUPA
“emorMoHajHaTa TormHa" (p=0.54) u “npesamrurenocra” (p=0.11).

Kaj ferjaTa Kou HUKOTAIl HeMaje MaMYP/IVK U Hemasle TIpo0JieMu 3apajii alKkoXoJoT Oellle PerMCTpUpaH 3HauyajHO
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HOHM30K CKOP 3a cyOCcKajaTa “Hefloc/Ie[IHOCT BO OJJHOC Ha JieljaTa KoM JI0 cera uMaje BakBM emmsomgu 10 matu u
noBeke (10.42+2.5 vs 12.86+3.6; p=0.00013).

Kaj yerjata Kou HMKOTAIl HeMajie MAMYP/IVK U Hemasie TIpo0ieMu 3apajii alKoXoloT Oellle PerucTpupaH 3HauyajHO
TIOHU30K CKOP 3a cyOcKasaTa “oTdpiame” BO O[JHOC Ha JleljaTa KoM J10 cera uMajie BakBY enu3ony 10 maTu U moBeke

(31.36%5.8 vs 40.0+11.1; p=0.0003).

Kaj memaTa KoM HMKOTall HeMajie MaMyp/IyK M HeMmase TIpo0JieMy 3apajid ajKoxXo/IoT Oellle PerucTpUpaH 3HauyajHO
TIOHM30K CKOp 3a cyOcKajaTa “gaBopusmpame” BO OHOC Ha JieliaTa KoM JI0 cera uMajie BaKBM ermu30au 3 10 9 matu

(7.7+2.6 vs 11£4.3; p=0.0087).

Tabea 5.
[Tpanrame 19 EMBY ckana
HeJI0C/IeIHOCT emgggggﬁgﬂa oTdpnarme pe3allTHTeHOCT (aBopusuparme
N mean = SD N mean = SD N mean * SD N m(éa]\)n - N mean = SD
Huty egnam 515 10.42+2.5 534 51.59+8.7 534 31.36+5.8 531 31.21£6.6 520 7726
1 vimu 2 matu 33 121429 37 49.73+8.6 38 32.60+6.3 38 31.39+7.6 37 8731
3 1o 9 maru 7 12.86+3.8 53.28+5.8 35.29+9.8 36.869.1 11£43
10 1 noBeke 7 12.86+3.6 8 50.0+8.5 8 40.011.1 8 33.87+.9 8 9.87+5.3
p-value 0.00001** 0.54 0.0018* 0.11 0.037%
ITpamatse 19.Bo TEKOT Ha TBOjOT JKMBOT KOJIKY TIATH CH MMaJl MAMYPIIVK 1 CH Ce UyBCTBYBaJI 0OJIHO, CH MIMaJT IIPOOJIEMH CO JOMAlIHUTe
WU CO TIpUjaTesuTe, CM OTCYCTBYBAJI Off YUMJIMLITE WM CU YUeCTBYBAJI BO TeTIAUKy KaKO Pe3y/TaT Ha [IHee alkoxXon?

Cnuka 3
HegocnegHocT
mean p=0.00013
14
12
104
8-
[:
4-
2
0 T r T ;
Homy 1wmm2 3go 9 10wm
ggHalW  naTu natu  noBeke
Cruika 4
oThpnare
mean p=0.0003

40
35
30
254
204
15
10

enHaw

Huty 1wunu2 3p09 10u

naTu naTu nosefe
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Cnuika 5
haBopHIApatLe
mean
p=0.0087
12
10
B.
6-
4.
2
0 T T T
Huty 1uwnw2 3go09 10u
EOHaLW naTu natu  noeefe

CTaBoBUTE Ha MJIATUTE BO OJ[HOC Ha CEMEjCTBOTO rOBOpAT
JleKa ceMejcTBaTa BO HajronieM 0poj ce (DYHKI[MOHAJTHH.
MiajiuTe BO HajrojieM MpOIEHT 00MBAAT OBOTHO IPYKa
¥ BHMMAaHWeE Off POJIUTENINTe; POIUTENTe HajuecTo 3HaaT
Kaj ce HUBHHUTe Jielia 1 co Koro ce. Ho, cTyaujata mokaxka
ZleKa ToCTojaT ¥ POJIUTENA KOM He ce IPUKaT JJOBOJTHO 3a
CBOMTe Iella, 1a THe ce MOoBeKe MPeNyIITeHH BO MOTie[]
Ha BOCITUTAaHUETO Ha CBOMTE J[Pyrapu, Ha COLMjaTHUTE
MPEKHU ¥ UHTEPHETOT.
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Tabena 6.
CDh4 Speafliman t-test p-level
HegocnegHocT MAJKA 0.204 t=4.94 p=0.000001
ﬁ“ﬁﬁg&"ﬂg%ﬁ A 0044 | t=1.06 p=0.289
otdprame MAJKA 0.077 t=1.87 p=0.062
JF\‘AF;G?K”“TGHOCT -0.0044 | t=0.11 p=0.9148
(haBopusupame MAJKA -0.041 t=0.99 p=0.3203

[la ce Ouze popuTen He e efHocTaBHa yiora. /Kembara
Ha CeKOj pojuTeN e Jla Co3/lajie eMOLMOHAHO 3pen U
cTabuseH moejyHell, CpekeH IOeMHel Koj VCIeNHo ke
ce MHTErpupa BO COLWjaJIHATA CpeluHA. BocmuTHuTe
CTUJIOBM Ha POJIUTEJIUTE Ce UJIeHTU(UKYBAHHU KaKo eJieH
0/ HajBaKHUTE PU3MUUHH, HO O] pyra CTpaHa ¥ 3aIlTHTHHI
dakTOpu BO BpCKa €O VIOTpeDa Ha CYOCTAHIMM Kaj
aponectienture(d). NcrpaxkyBamata Ha PoHep 300pyBaaTt
3a 110jaBa Ha TEIIKH JyIIeBHY MOpeMeTyBamba Kaj iuiaTa
M37I0;KeH Ha HeTaTUBHHU MOC/IEIUII Off BOCIIUTHHOT CTUJT
otpname (Rohner, cmopen Kuburic, 1996) (4).

Pesynratute fo0MeHN Off MCTPaKYBabETO 713108 OfITOBOP
Ha TI0CTaBeHaTa Iiefl. YHuBapuWjaHTHata JlorucTuuka
PerpecroHa aHa/iu3a IMOKaka JleKa BOCIUTHUOT CTHII
BO KOM [IOMMHMpA HeJIOC/IeTHOCT M OT(p/Iame MMaar
3HauajHO BJIMjaHUe Ha PU3UYHOTO OJJHECYBakbe Ha JlellaTa
071 acTIeKT Ha KOHCYMUpatbe Ha ajikoxosl. HayuHuTe jokasu
MOKa)KyBaar JieKa BIMjaH|eTo Ha POJIUTEJICKUTE CTUIOBU
Ha KOHCYMMpame Ha aJKoXO/l Kaj ajiojieciieHTH Bapupa
BO pa3/iMyHU 3eMju. AJIKOXOJIOT e BCYIIHOCT HajcTapaTa
npora. Peuncu 50% op yreTo Ha Bo3pacT of, 12 1 moBeke
roguHu KoHcymupane ankoxon Bo CAJl. IloBekero nyre
He ce BO MOKHOCT Jla KOHCYMHUpPAaaT aJKoX0/l OZITOBOPHO.
Cenak, 3apajiu efiHa WK Jpyra MPUUYKMHA, HEKOU JIyI'e TO
3/10yIIOTpeOyBaaT ajKoXoJ0T M Pa3BUBAAT 3aBUCHOCT(S).
Bo wuHpopmanuure of AMEpMKaHCKHOT COBET 3a
enykanmja 3a aporu (ACDE) ce HaBezmyBa meka okomy 10
1o 15 munmuonu nyre Bo CAJ] Moke 1a ce Knacuuipaar
Kako ankoxomuuapu. Okomy 4,5 MUIIMOHU Off OBUe JyIe
ce anonecteHTu. [IporeHka e JleKa 3aBUCHOCTa Of
aJIKOXo7 Ke Bnujae Ha 17% op MaxkuTe u 8% of KeHHUTe
BO OJIpefieH MOMEHT BO HUBHMOT kHUBOT(6) CTymujaTa Ha
HanpoHa/HHOT MHCTUTYT 3a 3710YHOTpe0a Ha  aJIKoXol
u3nageHa Bo gekemBpu 2015 rofi. Bo AMepuKa, OKaKyBa
Jleka €O Bo3pacTa ce 3rojieMyBa IpeBajieHIlaTa Ha
yrmoTpeba Ha anKoXon Kaj yueHuiure. Merytoa, BO
cropenoa co 2010 romuHa, yroTpebaTa Ha ajaKOXol BO
nocnegHuTe Meceii Bo 2015r. e HaMmaneHa U M3HeCyBa
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9,7%, 21,5%, a 35,3% 3a yuenurure ofi 8-mo, 10-to u 12-to
oppenenue (13,8%, 28,9% u 41,2% Bo 2010 roguua(7)

Ha Tepuropujata Ha P.MakegoHuja, Bo y4yeOHaTa
2007/2008 roguHa WMCOMTYBAaHM Ce COCTOjOMTE CO
3aBHCHOCTUTE Kaj aflojeclieHTUTe, MPULITO Kaj BKYITHO
2116 yuenuiu Ha Bo3pact of, 11-17 rof.,yTBpfieHo e feKa
camo 48,9% op ucnUTaHUIIUTe HUKOTAII He KCTHIe 1ie
aJIKOXOJIeH THjalioK, MHOTY Y4YeHMI[M 3aloyHyBaaT Co
aJIKoX0/1 Ha paHa Bo3pacT Ha 12-13 rop, Taka mro 16,3%
TPB IHjalioK MCIIUJIe Ha Taa BO3PACT, JOJeKa roieM e
Of1 yueHuIMTe Ha Bo3pacT off, 13-15 rofuHu nujaT agKoxon
eTHaIll WM TI0BeKe TaTh Bo MeceloT. Bo fieHoBUTE Kora
nujat ankoxon 14.4% mujat mo efeH nujasnok, gopeka 3.1%
THjar 110 5 ¥ MoBeKe MHujasIolH Bo IeHOT(8).

UctpakyBamero of 2009/2010 ropuHa ImoKaka [eKa
MOCTOM U 3HauyajHa MOBP3aHOCT MOMery BMCOKAaTa
npeBajieHlla Ha MMeHe aJKoX0l Kaj MOMYMIbaTa off
MaKeJJOHCKUTe TapajieIki ¥ MMOTHOCTAa Ha HUBHOTO
cemejctBo. HeplenHaTa ymoTpeba Ha aIkOXO/IOT, PaHOTO
W UecTo ONMBambe Cce BO 3HauaeH IMOpacT CO Bo3pacTa
Bo peuncu cute 39 3emju op MeryHapopgHata (HBSC)
CTY/IMja, KAKO Kaj MOMUMIbaTa, TaKa i Kaj JieBojurbaral(8).
Bo mornes Ha colyjajiHuTe pealuKM M MOJJPIIKA, CO
BO3pacTa, MaaiuTe Bo MakefjoHuja, T0/IeCHO pa3roBapaat
CO pOJMTENNTEe 3a TeMWTe INTO T'M 3arpykKyBaaT, 3a
pas/vka ofi TojaBaTa Ha OTeKHaTa KOMYHUKAIlMja CO
poauTenuTe Kaj Bo3pacHuTe fela of EBpoma. BepojaTHo
OflHeCcyBamaTa TOBP3aHU CO 3/[paBjeTo Bapupaar Mery
JeraTa ofl pPa3/UMUHU 3eMjU YKa)KyBajKM Ha CHUJIHOTO
B/IMjaHKe Ha COLWjaIHUTE, KYITYPHUTE M €KOHOMCKUTE
(bakTOpIM BpP3 HUBHOTO 37paBje, HO KCTO TaKa U
BOCITUTHUTE CTHIOBM Ha popurenmute (9,10,11).

PesynraTuTe BO BpCKa CO  JI03BONYBAaIeTO  Ha
ajio7IeCLIeHTUTe Jla THjaT aJKoXol [OMa, 3aBHCAT Off
CTPYKTypaTa Ha CEeMejCTBOTO: aJ[0NIeCIIEHTH Off IeJIOCHH
ceMejcTBa Ha KOM UM OMIIO [I03BOJIEHO Jla IIHjaT IoMa, ce
TMIOKaKaJIo JleKa MMaaT HajHUCKO HMBO Ha VIIOTpeOa Ha
aJTKOXOJT ¥ TIPO0JIEMH CO TEKOT Ha BPEMETO, JIofieKa OHMe
KOM He ce off IIeJIOCHU CeMejcTBa M Ha KoM He MM OuMsIo
T03BOJIEHO JIa TIHjaT JIOMa, TI0Ka)Kajle HajBHCOKO HUBO Ha
3aBUCHOCT off ankoxon(12,13). Popurenure Tpeba ga bupat
00yueHH €O MHOrYOpOjHM HMH(MOPMAIMK U 3HaeHa, BO
WJTHUTE IIPOrpaMu 3a IIPeBeHIIMja Off YIIOTpeOa Ha alIkoXoJ,
npeyl HUBHUTE Jiella Ja craHat agonecteHTu (14,15).
MnaguTte cmeTaaT JieKa e Morojgema MepMHUCHBHOCTa
Kaj MajKuTe BO OJJHOC Ha MHUjaHCTBOTO BO cIriopefda co
KOPUCTEeHETO MapuxyaHa uin ekctasu. Cemnak, okony 2%
0] YYEHHULIUTE CMETAAT JieKa Ha HUBHKUTE MajKu BOOIIIITO
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He 0K UM OMJIO rpiKa OKoNKy KopuctaT ITAC wu ce Bo
TMjaHa coCToj0a Off KOHCYMUpabe aJIKoXoJL.(16)

Bo ECITA]l ucTpakyBameTo peaM3upaHo Ha TepUTOpUjaTa
Harpaj Cxorje Bo 2012 roguna, 59,8% off iuiiaTa KOpucTese
aJIKOX0J1 BO JKUBOTOT. OrpOMHM Pa3/IKU ce 3a0eJieKyBaat
BO OJHOC HAa eTHMYKATa CTPYKTypa Ha JUIaTa KOH
BOOIIITO He TiMesie ajKoxof. Hajromem e mpoIrieHTOT Ha
yueHMIIM AnIOaHIM KOU M3jaBuiie leKa HUKOTall He Iesie
aJIKOXOJT BO JKUBOTOT (86,3%), MoeKa HajMas e IpOLIeHTOT
Kaj MakemoniuTe (18,8%). OBa Bofii KOH 3aK/IyU4OKOT JieKa
B/IMjaHUETO Ha CeMejHUTe, CYIIKYATYPHUTE U PETUTHO3HI
aCIeKTH MMaaT 3HayajHO BIMjaHKe BO OJHOC Ha MHEHETO
asikoxoi.(16)

Bo criopefba co mpeTxopHuTe McTpaxkyBamwa (o7 2008 u
2012 roguna), Bo 2015 rouHa ce Oeneku HaJIoNeH TPEeH -
ce HaMaJIyBa OPojoT Ha Jlelia KoM O¥Ie PeKyMepHO IHjaHu.
Bospacra Ha PBOTO KOHCYMMPare aJIKoX0JI TPOrpecuBHO
pacTe co Bo3pacTa Ha yYeHHIUTE, CO HajuecTa 3acTalleHOCT
Ha 14 u 15 rogunu. [len of yyeHMIMTe Ha BO3PACT IOJ
9 roguHM 3a npB mar mueae muBo (9%), BUHO (6%) u
JKecTok nujanak (3%).CTaBoBUTE Ha MJIafiiTe BO OJIHOC
HA CeMejCTBOTO rOBOPAaT [ieKa CeMejcTBaTa BO HajroyieMm
0poj ce pyHKuMOHANHU. Magute BO HajrojieM IPOLIEHT
ToOMBaaT JIOBOJIHO IPIKa M BHUMAHHE Off POJIUTENIUTE;
POIMTENIUTE HajuecTo 3HaaT Kaj ce HUBHUTE JIe1la i CO KOTo
ce.Ho, cTynujaTa nokaka jieka 1ocTojaT U pojiuTesii Kou
He ce IPIKAT JJOBOJIHO 3a CBOUTE Jiella, T1a THe ce MoBeKe
IpenyLuTeHn BO TOI7Ie[], Ha BOCIMTAHMETO Ha CBOUTE
Tpyrapy, Ha COL[Mja/THUTe MPeXU U MHTePHETOT, UMajKu
T'0 HPeIBUJ] MOJATOKOT JieKa 1/5 off yuecHUIMTe M3jaBuie
TieKa KOpHCTaT MHTepHeT MoBeKe off 6 yaca JHEBHO, HO U
noflaToKoT fieka 10,5% of] yueHUILIUTe ce u3jacHUIe JeKa
HUBHMTE POJIUTENIU [ie/IyMHO WM BOOIILITO He 3HAaT Kajie
OJIaT THe BO BeuepHUTe cab0THH YacoBu.(16)

3AK/IYYOK

On mobueHuTe pe3ynTaTd ce MOTBPJM JieKa BOCIIUTHUTE
CTWJIOBU HA MajKkaTa BO KOM JOMUHMpPA HeIOCTIeJHOCT
1 oTdprame UMAaT 3HAYAjHO BIIMjaHMe HA PU3UYHOTO
OJTHECYBaIbe Ha JlellaTa Off acTeKT Ha KOHCYMHUpame Ha
QJIKOXOI, JIofleKa BOCIUTHUTE CTUIOBM Ha MajKara co
TOMUHMpPabe Ha eMOI[MOHAJTHA TOTUTMHA; Pe3allTHTeHOCT
u (haBopu3upame He Oea CUTHU(DMKAHTHO TIOBP3aHU CO
YeCTOTa Ha MUjaHueHbe.

HOTpe6HO € IIOTTUKHYBakhe Ha poguTennuTe fa Ir'a ciaegar
AdKTUBHOCTUTE U HpHiaTeHCTBHTa Ha ajojieCleHTuTe
IIPEKY BOCIIOCTaBYBalkhe€ Ha IIpaBUjla 3a TOad IITO €
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J03BOJIEHO, a UCTUTe ce EQ)HKHCHI/I BO CIIpeduyBame Ha
Jenara, HpO6)’IeMaTI/I‘-IHO Ha ce ogHecyBaaT.

Ce mpemnopauyBaaT MePKM U aKTUBHOCTH 3a 3T0OJIeMyBarbe
Ha CBeCHOCTa Kaj Jierjata W MiajjMHaTa 3a WITETHUTE
TOC/IeUIM Off HeKOHTPO/IMpaHa YIoTpeba Ha aaKoXom
MpeKy morojieMa WH(MOPMUPAHOCT Off POJUTENIHTE,
0CO0EHO MajKMTe ¥ eflyKalldja BO VUWJIMINTATa, Ha
CIIOPTCKH M JIPYT BUJl 3a0aBHM HACTaHM, KaKO M MpPEKy
cpeficTBaTa 3a MHPOPMHpambe.
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ABSTRACT

Introduction: Family is the first social surrounding in which the child starts its social life. As a consequence of
the modern civilization moral crisis, it is followed by a rejection of the traditional values and the institution of
marriage, so more and more families become a source of risk factors and are responsible for developing risky
behavior of the adolescents.

Aim of the work: To detect the connection of the mother’s upbringing styles with the drinking habits of the
adolescents.

Materials and methods: A sample study has been conducted over 600 respondents, students from primary and
secondary schools from the Polog region. The scale used for assessment of upbringing styles was applied- “Egna
Minnen Batraffande Uppfostran” (EMBU), as well as the questionnaire by the WHO form “The global research
of the adolescents’ health”. The statistical analysis of the data gained from the research was made with the
statistical program SPSS 17,0.

Results and discussion: The structure of the respondents was composed of 264 (44%) male and 336 (56%) female
students. The ethnic structure of the students was composed of 300 Macedonian students and 300 Albanian
students, where 172 (28.67%) were students from 9th grade, 203 (33.83%) from 1st grade and 225 (37.5%) students
from 2nd grade in high school. In this group of students, 230 (38.33%) of the students drink alcohol that is the
prevalence of consumption was 38.3%.

The upbringing style of the mother dominated by inconsistency there is a significant influence over the frequency
of drunkenness among the children (p<0.0001). Among the children who have never been drunk a significant lower
score was registered for the subscale of “inconsistence” in comparison to the children who have been drunk 3-9
times so far (10.35+2.4 vs 13.67+3.3; p=0.0005).

The frequency of drunkenness among the children depended on the upbringing style of the mother dominated by
rejection (p=0.011). This was due to the significantly lower score of the subscale “rejection” in the group of children
who deny to have been drunk in comparison to the children who state that this happened to them 10 or more
times (31.41+5.9 vs 35.77+8.1; p=0.0056).

"o

The upbringing styles dominated by “emotional warmth”, “overprotection” and “favoritism” were not significantly
related with the frequency of drunkenness (p=0.34, p=0.35, p=0.32 consequently).

Conclusion: The results of the research have shown that the upbringing styles of the mother have significant
influence towards the risky behavior of the adolescents in the aspect of drinking alcohol.

Key words: upbringing styles, mother, adolescents, drinking alcohol.
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MJEKIMI I KATARAKTES ME PHAKO METODEN NE SPITALIN KLINIK TE

TETOVES

N.Rustemi!, I. Ismail?, E.Ismani?
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REZYME

Medicus 2018, Vol. 23 (1): 71-74

Hyrje: Katarakta njihet né popull edhe si perde e syrit, éshté njé ndér shkaget mé té shpeshta té humbijes sé
rikthyeshme té pamjes. Mé e shpesht éshté katarakta e plegérisé (senile) e cila shfaget né moshén mbi 60 vjet.

Qéllimi i temés: Qéllimi i punimit éshté pércaktimi i llojeve té kataraktave dhe pércaktimi i shfagjes sé kataraktés

sipas gjinisé dhe moshés.

Materiali dhe metodat: Jané shfrytézuar té dhénat nga reparti i Oftalmologjisé prané Spitalit Klinik té Tetovés
gjaté periudhés Janar 2016 Shtator 2017. Gjithsej jané 2174 pacienté prej moshés 51 deri 90 vjec.

Rezultatet: Né bazé té rezultateve té diskutuara kemi ardhur né kéto pérfundime: Lloji mé i shpeshté i kataraktave
éshté katarakta matura me 1226 raste. Gjinia mé e prekur éshté gjinia mashkullore me 127 raste. Grupmosha e té
operuarave ma e prekur éshté nga 71-80 vje¢c me 100 raste.

Mjekimi: Gjithé kataraktet trajtohen né menyré kirurgjike.

HYRJE
Katarakta, llojet e kataraktés

Syté né rrugét dhe gendrén e té pamurit pérbéjné shqisén
mé té réndésishme té njeriut.

Lentja e njeriut ose kristalina ndodhet prapa irisit, éshté
njé trup i tejdukshém me formén e mysté (bikonvekse) me
diametra 9-10 mm dhe trashési 4-5 mm, me peshé 0.3 gr.
Né 70% ajo pérmban ujé.

Lentja ka njé sipérfage té pérparshme e njé té pasme,
qé kalojné né njéra tjetra né ekuatorin e kristalinés.
Kristalina mbéshtillet nga kapsula e saj. Ajo éshté njé
top i mbyllur né vetvete, qé prodhon qeliza té cilat me
vendosjen e tyre japin shtresave té kristalinés forma
dalluese. Vendosja e tyre béhet né formé rrezore, duke
dhéné né prerje paragitjen thelave té portokallit dhe
koncetrike, qé lejon té krahasohet me vendojen e fletéve
té gepés [1.3].

Me rritjene moshés, fibrat vendosen njéra mbi tjetrén.

Qelizat gé i formonin e humbasin bérthamén dhe kufirin
midis tyre. Ato shtyhen nga pérpara prapa dhe formojné
bérthamén e kristalinés. Kjo humbet ujin dhe me kalimin
e moshés béhet e forté [4,5,6].

Késhtu, me kohé kristalina e humb elasticitetin e saj,
duke u ulur me kété rast dhe mundésia e syrit pér tu
pérshtatur. Duke krahasuar lenten me lémshin tokésor,
dallojmé: njé pol té pérparshém e njé pol té pasém té
kristalinés. Ajo nuk ka ené gjaku, ené limfatike dhe as
nerva. Késhtu ushqimi i saj sigurohet vetém me anén e
difusionit ndérmjet léngut ujor. Kristalina e ruan formén
e véllimin e vet, duke ndryshuar gjaté jetés peshén
specifikale [1,2,5,6,7].

Pas moshés 25 vjec vérejmé té formohet bérthama e
kristalinés. Prapa kristalinés ndodhet trupi gelizor, ai i
mbush pjesén e pasme té syrit. Kjo masé xhelatinoze e
tejdukshme ka formén e njé sfere té shtypur nga pérpara,
ku formon njé gropés, qé éshté vendi mbi té cilin géndron
lentja e syrit.
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Cdo humbje e tejduekshmérisé sé lentés sé syrit,
pavarsisht nga madhésia e saj, apo dendési e turbullimit,
qofté edhe formimi i vakuolave né kristaliné, cilésohet si
cataracta.

Njé lenté plotésisht e tejdukshme éshté véshtiré té gjindet.
Turbullime né formé pllakash né periferi véshgohen dhe
né fémijériné e hershme. Opacifikime té tilla nuk ndikojné
né pamjen dhe nga ana joné nuk u kushtohet vémendje.
Ndryshe ndodhén me turbullimet e dendura e té tilla
qé pérparojné dhe béjné té domosdoshém mjekimin, i
cili deri mé sot éshté kirurgjikal. Ekzistojné disa lloje té
cataractave [1,4,7,8].

MJEKIMI

Ekstraksioni ekstra kapsular i lens kristalina (ECCE).
implantim té lentes intraokulare (IOL). Dallimi nga
metoda e méparshme géndron né até qé né kéto raste
béhet grisja e kapsulés sé pérparme té lensit me ¢'rast
pastrohen masa lentale béhet ekspulzioni i nukleusit té
lensit ndérsa kapsula e pasme e lensit nuk preket dhe
shérben si shtrat pér té implantuar IOL.

Ekzistojné dy lloje té IOL té pérparme dhe té pasme. Té
pasmet implantohen pas irisit né dhomén e pasme té
syrit, ndérsa té pérparmet né dhomén e pérparme té
syrit.

Kjo metodé éshté shumé mé e sigurt se metoda paraprake
korrigjimi i pamjes éshté shumé mé i sigurt se metoda
paraprake korrigjimi i pamjes éshté mé i miré ndérsa
rehabilitimi post operativ i pacientéve éshté mé i
shpejt. Me pérparimin e teknologjis mjekésore kohéve té
fundit metoda ECCE zévendésohet me njé metodé mé té
sofistikuar e quajtur FAKO emulsifikimit. (foto nr. 1)

Foto 1.Ekstrakcioni ekstrakapsular i kataraktés
FAKO emulsifikim - zgjatja e operacionit éshté shumé e
shkurtér.

Hapja e kornes me kété metodé éshté shumé e vogél,
coptimi dhe thithja e masave té nukleusit lental béhet
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népérmes té sondés gé punon né princip té ultrazérit
me frekuencé shumé té larté. Teknologjia e prodhimit
té lentave ka mundésuar pérdorimini e lenteve té buta
gé népérmjet instrumentit special futen né dhomén
e pasme té syrit népérmes hapjes sé limbit korneal me
madhési prej 1-2.8mm. Kjo metodé ka pérparsité e veta
sepse mundéson rehabilitim té shpejté té pacientit i cili
pas intervenimit dérgohet né mjekim shtépiak. Pamija e tij
éshté shumé e pastér eliminohet edhe astigmatizmi post
operativ i cili paragitet pas metodés ECCE. (foto nr. 2)

Foto 2. Fakoemulsifikimi

QELLIMI I TEMES

1. Té pércaktoj numrin e pacientéve me katarakte.

2. Té pércaktoj moshén mé té prekur té pacientéve nga ka-
tarakta.

3. Tépércaktoj gjininé mé té prekur nga katarakta.

MATERIALI DHE METODAT

Né punim jané pérfshiré 2174 pacienté prej moshés 51
deri 90 vjec. Studimi bazohet né materialin e repartit té
syve, né librin e shénimeve té operacioneve té kryera dhe
dokumentacioneve tjera ekzistuese né repartin e Syve
prané Spitalit Klinik té Tetovés, gjaté vitit kalendarik
Janar 2016 Shtator 2017.

Pér rregjistrim té pacientéve éshté pérdorur metoda
komjuterike, prej nga i kemi grumbulluar dhe pérpunuar
té dhénat pér cdo pacient. Me pérpunumin e té dhénave
né programin kompjuterik EXEL jané fituar tabelat né té
cilat jané dhéné pérshkrimet numerike té parametrave té
hulumtuar. Analizén e vecorive numerike té té dhénave
té fituara e kemi béré me metoda statistikore.

REZULTATET E PUNES

Né sallén operative té repartit té Syve prané Spitalit
Kliniké té Tetovés jané operuar gjithsej 246 pacienté me
katarakté.

Llojet e kataraktave té operuara

Nga numri i pérgjithshém i operacioneve:
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135 kané gené Katarakta mature Grupmosha e pacientéve té operuar
53 kané gené Katarakta diabetike Grupmosha 51-60 vjet
12 kané gené Katarakta té shogéruara me glaukomé Gjithésej té operuar kané gené 20 nga té cilét 10 té gjinisé
46 kané gené Katarakta kortikale (Tabela 1) mashkullore dhe 10 t€ gjinisé femrore.
Tab. 1 Llojet e kataraktave té operuara Grupmosha 61-70 vjet
Lloji I kataraktave Nr. I pacienteve | % Gjithésej té operuar kané gené 90 nga té cilét 43 té gjinisé
Katarakta Senilis 1226 563 | mashkullore dhe 47 té gjinisé femérore.
K k ili 14 . .
atarakta senilis nonmatura 0.87 Grupmosha 71-80 viet
Katarata diabetike 280 12.8 . _ .
Katarakta juvenilis 104 18 G.]'lthelse] teh li)plelruan;i }l:ane qené .1Q.Of nga té cilét 45 té
Kataraka traumatike - 033 | ginisé mashkullore dhe 55 té gjinisé femérore.
Katarakta komplikata 543 249 | Grupmosha 81-90 vjet
Gjithsej 2174 100 | Gjithésej té operuar kané gené 46 nga té cilét 17 té gjinisé
mashkullore dhe 29 té gjinisé femérore. (Tabela 3)
2500 e . . " o
- Tab. 3 Grupmoshat dhe gjinia e pacientéve té operuar
1500 Mosha 51-60 | Mosha 61-70 | Mosha 71-80 Mosha 81-90
1000 M| F|[M| F |[M|F |[M|] F
o A N pacienteve 0| 10|45 7 (65| 7 |1 29
0 ) r ”I [ .’I A T —— r r ) . %
eé“’ & é;\*\" FN _,\@fwé’\ 20(8%) 90(37%) 100 (41 %) 46 (19 %)
& & @ WS &S
,b(s& _‘fo ,5(.0 'S‘:@ 'z}@ g&o
& ‘_,e,‘.\& \\-’S@‘ i-é@\ ‘@\%{. b"b\
<§_@ @ ‘l—’é‘
&

Diagrami 1.Struktura e llojeve té kataraktava té
operuara

Gjinia e pacientéve té operuar
Nga numri i pérgjithshém i pacientéve té operuar:

m 1200 kané gené té gjinisé mashkullore

m 974 kané gené té gjinisé femrore (Tabela 2) —

Tab.2 Gjinia e pacientéve té operuar

Meshkuj F Gjithsej . . . N
2] e L) Diagrami 3.Struktura e grupmoshés dhe gjinisé sé
1200 (55.19 %) 974 (449 %) 2174 (100%) e
pacientéve té operuar
Glinia e pacientéve té operuar
PERFUNDIMI

Katarakta éshté sémundje qé zvoglon mprehtésiné e
pamjes dhe mund té shkaktojé verbim reverzibil.

Cdo humbje e tejduekshmérie se lentés sé syrit, pavarsisht
nga madhésia e saj, apo dendésia e turbullimit, qofté edhe
formimi i vakuolave né kristaliné, cilésohet si cataracta.

Sipas raportit t¢é OBSH né vitin 1997 katarakta ka
gené si shkak i verbimit né mbi 50% té rasteve né téré
botén, ndérsa vlerésimet jané gé né vitin 2020 numri i

Diagrami 2.Struktura e pacientéve sipas gjinisé
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kataraktave do té rritet né mbi 50 milion té popullatés
botérore.

Né bazé té rezultateve té diskutuara kemi ardhur né kéto
pérfundime:

Lloji mé i shpeshté i kataraktave éshté katarakta
senilis me 1226 raste ose 56.3%.

m Gjinia mé e prekur éshté gjinia mashkullore me 1200
raste ose 55.19%

m Grupmosha e té operuarave ma e prekur éshté nga
71-81 vjec me 100 raste ose 41%.

B Cdo humbje tejduekshmérie e lentés sé syrit,
pavarsisht nga madhésia e saj, apo dendési e
turbullimit, qofté edhe formimi i vakuolave né
kristaling, cilésohet si katarakta.

m Ményra e vetme e mjekimit éshté trajtimi kirurgjik i
katarakteés.
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ABSTRACT

According to EU Directive 2001/83/EC, generic medicinal product is a product which has the same qualitative
and quantitative composition of active substance as the original (reference) medicinal product and is used at the
same route of administration, with same dose(s) and strength to treat the same disease(s) as the original/reference
medicine.

Bioequivalence studies are clinical studies for determining bioavailability of investigated medicinal product and
are conducted in accordance with EU Directive 2001/20/EC and European bioequivalence guideline 2010.

With these studies rate and extent of absorption of the medicinal products and therefore the bioavailability of the
active substance(s) are determined, thus providing data to demonstrate bioequivalence between a test product, i.e.
the generic medicinal product, and a reference product, i.e. the originator.

Bioequivalence can be demonstrated by evaluation of primary and secondary pharmacokinetic parameters:

AUC Area under the curve (AUC): that is the area under the plasma concentration time curve, which
represents the extent of exposure. (Usually the AUCO-t is evaluated, which means that a measurement from the
time (0) of the drug administration until the last (t) blood sample was drawn, AUCO-inf, which means the AUC
extrapolated to infinity and AUCO0-72 for drugs with very long half-life, where measurement until a maximum of
72 hours after drug administration is performed.

Cmax- Maximum plasma concentration of the active substance after drug administration.
Tmax- time to reach the maximum plasma concentration after drug administration.

Two drugs are considered bioequivalent when demonstrates that their boiaviability (percentage of drug that
reaches the blood unchanged) is similar, within certain limits. The data collected during the bioequivalence study
undergo exacting statistical analyses, for which a 90% confidence interval is used.

For AUC and Cmax of the generic and reference drug, the 90% confidence interval has to be contained within
the acceptance interval of 80-120% (0.80-1.25), known as “rule-20%/+25%". The agreed acceptance limits are
valid throughout the EU and USA and accepted by EMA (European Medicines Agency) and FDA (Food and Drug
Administration).

Objective: The objective of this study is evaluation and comparison of relative bioavailability, and therefore the
bioequivalence of tablets RISPERIDONE 2 mg (test formulation) with RISPERDAL® (reference formulation) as well
as safety evaluation by using monocentric, randomized, two way crossover study after single oral dose of 2 mg
risperidone in 24 healthy male volunteers.

Material and methods: Clinical study includes twenty-four male healthy volunteers with fullfiled inclusion criteria
and signed Informed consent in accordance with the Clinical Study Protocol approved by the Ethical Committee
of Medical Faculty.

Clinical procedure: Each volunteer received in fasting condition under the randomization scheme single dose of
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2 mg RISPERIDONE (as test or reference preparation) in two periods of treatment with 14 days wash out period
between them.

Blood samples for determination of RISPERIDONE and its metabolite, 9-OH-Risperidone in plasma were withdraw
at 0 (pre-drug), 0.33, 0.67, 1.0, 1.33, 1.67, 2.0, 2.5, 3.0, 3.5, 4.0, 6.0, 8.0, 12.0, 16.0, 24.0, 36.0, 48.0, 72.0 and 96.0 hours (20
blood samples) post-drug medication.

Validated HPLC-MS/MS method for RISPERIDONE and its 9-OH RISPERIDONE form plasma determination was
used, and with pharmacokinetic analysis, pharmacokinetics parameters were determined: primary parameters:
AUC (0- ¥), AUC (0-t), Cmax and secondary parameter: Tmax.

The correspondent 90% confidence intervals for AUC (0- ¥), AUC (0-t) and Cmax of the tested preparation as a
difference to the correspondent values of the referent preparation using parametric and nonparametric methods
with log-transformation of data were calculated. The differences in Tmax of test and reference preparations were
analyzed by non-parametric Wilcoxon-test.

Results: Pharmacokinetic parameters

1. Primary (AUC(0-¥), AUC(0-t), Cmax) and secondary pharmacokinetic parameters (Tmax), for RISPERIDONE (mean value
+ standard deviation) are:
la. For Test preparation: AUC(0-¥)-66.875 + 86.516 h.mg/I; AUC(0-t)-65.235 + 83.870 h.mg/1; Cmax-11.613 + 5.201mg/l and
for Tmax: 0.903 £ 0.24%h
1b. For reference preparation: AUC(0-¥)-69.286 + 88.783 h.mg/1; AUC(0-t)-67.304 + 85.634 h.mg/1; Cmax-12.119 + 5.391 mg/I
and for Tmax: 0.863 = 0.308 h

2. Primary (AUC(0-¥), AUC(0-t), Cmax) and secondary pharmacokinetic parameters ( Tmax), for 9-OH-RISPERIDONE (mean
value + standard deviation) are:
2a. For Test preparation: AUC(0-¥)-199.394 + 62.105 h.mg/1; AUC(0-t)-188.755 + 61.988 h.mg/I; Cmax- 8.047 + 3425 mg/I
and for Tmax:3.938 + 4.941 h

2b. For reference preparation: AUC(0-¥)-204.007 +63.198 h.mg/I; AUC(0-t)-193.195 +61.649 h.mg/l; Cmax-8413 +3.698
mg/l and for Tmax: 3.653 £4.794 h

Statistical analysis

1 Statistical analysis using parametric and nonparametric methods with log-transformation of data, evaluated correspond-
ent 90% confidence intervals for AUC(0-¥), AUC(0-t) and Cmax of the tested preparation as a difference to the corre-
spondent values of the referent preparation, as follows:
1a. Bioequivalence values for RISPERIDONE: AUC (0- ¥): 0.9141-1.0241, for AUC (0-t): 0.9121-1.0274 and for Cmax: 08886-
1.0151.
1b. Bioequivalence values for 9-OH-RISPERIDONE: AUC (0- ¥): 0.9448-1.0082, for AUC (0-t): 0.9417-1.0072 and for Cmax:
0.9206-0.9998.

2. Statistical analysis using non-parametric Wilcoxon-test, evaluated differences in Tmax of test and reference preparations
as follows:

2a. For RISPERIDONE, “p” or observed value is 0.552498 (>0.05)

2b. For 9-OH-RISPERIDONE, “p” or observed value is 0.325877 (>0.05)
Conclusion:
From the results of the ratio analysis for AUC and Cmax for RISPERIDONE and 9-OH RISPERIDONE obtained
under defined conditions, equivalence of the RISPERIDONE - Test and RISPERDAL® - Reference formulations
can be concluded with respect to the rate and extent of absorption. Both medications are well tolerated with

mild to moderate adverse events. Thus, in view of the clinical use, both formulations are exchangeable without
restrictions.

Key words: generic drugs, brand-generic substitution, bioequivalence study
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INTRODUCTION

RISPERIDONE is a selective monoaminergic antagonist
with high affinity (Ki of 0.12 to 7.3 nM) for the serotonin
Type 2 (5HT?2), dopamine Type 2 (D2), alpha 1 and alpha 2
adrenergic, and H1 histaminergic receptors. Risperidone
as an antagonist at other receptors, but with lower
potency. It has low to moderate affinity (Ki of 47 to 253 nM)
for the serotonin 5HT1C, SHT1D, and 5HT1A receptors,
weak affinity (Ki of 620 to 800 nM) for the dopamine
D1 and haloperidol-sensitive sigma site, and no affinity
(when tested at concentrations >10-5 M) for cholinergic,
muscarinic or 1 and 82 adrenergic receptors. [1]

The mechanism of action of risperidone, as with other
drugs used to treat schizophrenia, is unknown. However,
it has been proposed that the drug’s therapeutic activity
in schizophrenia is mediated through a combination
of dopamine Type 2 (D2) and serotonin Type 2 (5HT?2)
receptor antagonism. Antagonism at receptors other
than D2 and 5HT2 may explain some of the other effects
of risperidone.

Risperidone is well absorbed. The absolute oral
bioavailability of risperidone is 70% (CV=25%). The
relative oral bioavailability of risperidone from a
tablet is 94% (CV=10%) when compared to a solution.
Plasma concentrations of risperidone, its major
metabolite, 9-hydroxyrisperidone, and risperidone plus
9-hydroxyrisperidone are dose proportional over the
dosing range of 1to 16 mg daily (0.5 to 8 mg BID). Following
oral administration of solution or tablet, mean peak
plasma concentrations of risperidone occurred at about
1 hour. Peak concentrations of 9-hydroxyrisperidone
occurred at about 3 hours in extensive metabolizers,
and 17 hours in poor metabolizers. Steady-state
concentrations of risperidone are reached in 1 day in
extensive metabolizers and would be expected to reach
steady state in about 5 days in poor metabolizers. Steady-
state concentrations of 9-hydroxyrisperidone are reached
in 5-6 days (measured in extensive metabolizers).

Food does not affect either the rate or extent of absorption
of risperidone. Thus, it can be given with or without
meals.

Risperidone is rapidly distributed. The volume of
distribution is 1-2 L/kg. In plasma, risperidone is bound
to albumin and alpha 1-acid glycoprotein. The plasma
protein binding of risperidone is 90%, and that of its
major metabolite, 9-hydroxyrisperidone is 77%. Neither
risperidone nor 9-hydroxyrisperidone displaces each
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other from plasma binding sites. High therapeutic
concentrations of sulfamethazine (100mcg/mlL), warfarin
(10 mcg/mL), and carbamazepine (10mcg/mL) caused only
a slight increase in the free fraction of risperidone at 10
ng/mL and 9-hydroxyrisperidone at 50 ng/mlL, changes of
unknown clinical significance.

Risperidone is extensively metabolized in the liver. The
main metabolic pathway is through hydroxylation of
risperidone to 9-hydroxy-risperidone by the enzyme, CYP
2D6.Aminormetabolic pathwayisthroughN-dealkylation.
The main metabolite, 9-hydroxyrisperidone, has similar
pharmacological activity as risperidone. Consequently,
the clinical effect of the drug (i.e., the active moiety)
results from the combined concentrations of risperidone
plus 9-hydroxyrisperidone.

Extensive CYP 2D6 metabolizers convert risperidone
rapidly into 9-hydroxyrisperidone, whereas poor CYP
2D6 metabolizers convert it much more slowly. Although
extensive metabolizers have lower risperidone and
higher  9-hydroxyrisperidone concentrations than
poor metabolizers, the pharmacokinetics of the active
moiety, after single and multiple doses, are similar in
extensive and poor metabolizers. Co-administration
of known enzyme inducers (e.g., phenytoin, rifampin,
and phenobarbital) with risperidone may cause a
decrease in the combined plasma concentrations of
risperidone and 9-hydroxyrisperidone. It would also be
possible for risperidone to interfere with metabolism
other drugs metabolized by CYP 2D6. Relatively weak
binding of risperidone to the enzyme suggests this is
unlikely. Excretion of risperidone and its metabolites are
eliminated via the urine and, to a much lesser extent,
via the feces. The apparent half-life of risperidone was
3 hours (CV=30%) in extensive metabolizers and 20 hours
(CV=40%) in poor metabolizers. The apparent half-life of
9-hydroxyrisperidone was about 21 hours (CV=20%) in
extensive metabolizers and 30 hours (CV=25%) in poor
metabolizers. The pharmacokinetics of the active moiety,
after single and multiple doses were similar in extensive
and poor metabolizers, with an overall mean elimination
half-life of about 20 hours.

In patients with moderate to severe renal disease,
clearance of the sum of risperidone and its active
metabolite decreased by 60% compared to young healthy
subjects. risperidone doses should be reduced in patients
with renal disease.

While the pharmacokinetics of risperidone in subjects
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with liver disease were comparable to those in young
healthy subjects, the mean free fraction of risperidoen
in plasma was increased by about 35% because of the
diminished concentration of both albumin and doses
should be reduced in patients with liver disease. In healthy
elderly subjects renal clearance of both risperidone and
9-hydroxyrisperidone was decreased, and elimination
half-lives were prolonged compared to young healthy
subjects. Dosing should be modified accordingly in the
elderly patients.

STUDY OBJECTIVE

The objective of this study was to evaluate and
compare the relative bioavailability, and therefore
the bioequivalence of tablets RISPERIDONE 2 mg
(REPLEKFARM, test formulation) with RISPERDAL®
(JANSSEN-CILAG, reference formulation) as well as safety
evaluation by using a randomized two way crossover
study in 24 healthy male volunteers after single oral dose
under fasting conditions. [2][3][4]

MATERIAL AND METHODS

Twenty-four male healthy volunteers (aged 19-49 years,
with Ideal Body Weight according to the Body Mass Index
18-28, non-smokers) consisting of university students
and members of the community at large, recruited from
the Department of Pharmacology database of suitable
clinical trial volunteers, were included in the study.
All volunteers were medically checked-up with health
condition established on the base of history, physical
examination, ECG, biochemical and hematological tests
performed at the Institute of Preclinical and Clinical
Pharmacology and Toxicology,

Prior to entering the study, all volunteers signed the
“Informed consent”.

The following treatments were administered in the
fasting state:

m Treatment T (Test): RISPERIDONE4 1x 2 mg film-
coated tablets (with a 240 ml of water) after a 10 hour
fast.

m Treatment R (Reference): RISPERDAL® (JANSSEN-
CILAG) 1x 2 mg film-coated tablets (with a 240 ml of
water) after a 10 hour fast

The study was a single center, open, randomized, two - way

crossover study in 24 healthy male volunteers after oral

administration of single dose of investigated drug with a
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wash - out period of two weeks between administration of
Test and Reference drug.

The volunteers received Test formulation according the
randomization scheme. After washout period of 14 days,
Reference formulation was administered.

Criteria for pharmacokinetic assessments

During the study periods, 20 blood samples were drawn at
the following times for each period:

At Day 1 and Day 14: 0* (*hefore dosing), 0.33h, 0.67h, 1.0h,
1.33h, 1.67h, 2.0h, 2.5h, 3.0h, 3.5h, 4.0h, 6.0h, 8.0h, 12.0h,
16.0, 24.0h, 36.0h, 48.0h, 72.0h and 96.0h (total of blood
samples per subject in two periods = 40).

Samples were collected using direct venepuncture or an
intravenous cannula in a forearm vein.

Blood samples were collected into heparinized
polypropylene tubes and centrifuged within 10 minutes.
Obtained plasma was divided into polypropylene
tubes. The tubes were labeled with a code number that
corresponds to subject, study period and sampling time,
but does not reveal formulation identity. The plasma
samples were caped and stored frozen at K18 + 4°C until
assayed. All frozen samples were delivered on sufficient
dry ice to keep the samples frozen using data logger in
two separate shipments to the analytical facility in TDM &
(linical Pharmacology, Alexander Univ. Hospital, Faculty
of Medicine, Medical University of Sofia, Bulgaria. The
second shipment was sent after receipt in good condition
of the first shipment.

Determination of Risperidone and 9-OH-Risperidone
in plasma was performed in internal standardization
mode after liquid / liquid extraction with 1-Chlorobutane.
Detection was carried out on a tandem mass spectrometer
with positive electro spray ionization and SRM - MS/MS
monitoring of the protonated molecular ions of drug,
metabolite and internal standard, decomposing under
controlled conditions to the most dominant respective
fragments.

The lower limit of quantification (LLOQ) was established
at 0.105 pg/1 for RISPERIDONE and 0.101 mg/1 for 9-OH-
RISPERIDONE with an upper limit of quantification
(ULOQ) of 33.6 pg/l for RISPERIDONE and 32.32 mg/I for
9-OH-RISPERIDONE. Analysis of calibration standards
confirmed that the assay was linear over this range. The
calibration curve and standards and the quality control
standards met the acceptance criteria demonstrating
acceptable performance of the method.
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All analyses were stable when exposed to three freeze/
thaw cycles and when left in refrigerator at 2-8° C (no
light exposure) for 48 hours. The analytes were shown
to be stable in plasma at room temperature (6 h in dark
cabinet and 3 h exposed to light). All stock solutions were
shown to be stable when stored for 43 days. There were no
significant interfering peaks at the retention times of the
analytes or internal standard in chromatograms from six
different plasma samples.

Pharmacokinetic variables calculations

According to the obtained plasma concentrations/time
data of RISPERIDONE and 9-OH- RISPERIDONE the
following pharmacokinetic parameters were calculated
using software KINETICA™ 2000 (Innaphase corporation,
USA) (see Pharmacokinetic and statistical report):

m Primary parameters: AUC (0-t) and AUC (0-¥) (area
under the curve of the plasma concentrations until
the last sampling time and infinity), Cmax (maximum
plasma concentration).

m Secondary parameters: Tmax (time of reaching the
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maximum plasma concentrations).

RESULTS

Twenty six (26) male Caucasian subjects were recruited
for participation in the trial. Among the 26 subjects
recruited for the trial, twenty four (24) were included and
finished the study

There were no drop outs, withdrawals from the trial and
treatment discontinuations.

Mean values (minimum-maximum) of anthropometric
data of the 24 volunteers are: age (31.83 + 10.19) years,
height (176.42 = 5.53) cm and weight (79.67 + 9.92) kg.

Analysis of pharmacokinetic parameters

Figures 1a and 1b illustrate the mean plasma
concentration time-course of RISPERIDONE obtained
after the administration of 2 mg RISPERIDONE as
RISPERIDONE formulation (treatment T = test) and as
the reference formulation RISPERDAL® (treatment R =
reference) in the twenty four healthy male volunteers, in
linear (a) and semi-logarithmic (b) scale.

Figure 1b.
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Figures 2a and 2b illustrate the mean plasma concentration time-course of 9-OH-RISPERIDONE obtained after
the administration of 2 mg RISPERIDONE as RISPERIDONE formulation (treatment T = test) and as the reference
formulation RISPERDAL® (treatment R = reference) in the twenty four healthy male volunteers, in linear (a) and
semi-logarithmic (b) scale.

Mean pharmacokinetic parameters of RISPERIDONE are presented in the tables 1 and 2:

Table 1. Table 2
Preparation RISPERDALO (REFERENCE) Preparation RISPERIDONE® (TEST)
Parameter n | Mean | Median Min Max SD Parameter n | Mean | Median | Min Max SD
AUCO-¥ (mg/Lh) | 24 | 69286 | 36801 | 11656 | 402461 | 88783 (’I\Iulgclohf 2 | 66875 | 35298 | 9757 | 394714 | 86516
AUCOt(mg/lh | 24 | 67304 | 36172 | 11217 | 388316 | 85634 AUCO-t(mg/Lh | 24 | 65234 | 34708 | 9256 | 381864 | 83870
Cmax(mg/) | 24 | 12119 | 10909 | 5287 | 28682 | 5391 Cmax(mg/l) | 24 | 11613 | 10497 | 5014 | 22734 | 5201
tmax (h) 24 | 0.863 0.670 0670 | 2000 | 0308 tmax (h) 24 | 0903 1000 | 0.330 1.330 0.249
Kel (1/h) 24 0225 | 0265 | 0018 | 0421 | 0118 Kel (1/h) 24| 0229 | 0250 | 0027 | 0369 | 0104
T (h) 24| 7211 | 2616 | 1645 | 38151 | 9948 T4 (h) 2 | 5421 | 2782 | 1878 | 25280 | 6614
MRT (h) 24| 6979 | 3913 | 2576 | 25720 | 6509 MRT (h) 2 | 6625 | 4107 | 2654 | 25761 | 6209
Mean pharmacokinetic parameters of 9-OH-RISPERIDONE are presented in the tables 3 and 4:
Table 3 Table 4
Preparation RISPERDALO (REFERENCE) Preparation RISPERIDONE (TEST)
Parameter n Mean | Median Min Max SD Parameter n Mean | Median | Min Max SD
AUCO¥
i 24 | 204007 | 216471 | 647/ | 364500 | 63198 pe | 2 | 199304 | 204072 | 63175 | 533608 | 62105
"0-t
| mgh) | 24 | 193195 [ 20807 | 57050 | 345817 | 61649 (’r?l[éﬁolf) 2 | 188755 | 192122 | 54922 | 322407 | 61988
Cmaxmg/l) | 24 | 8413 | 854 | 102 | 1688 | 3698 Cmax(mgfl) | 24 | 8047 | 8221 | 0939 | 13657 | 3425
tmax (h) 24 3.653 2.000 1.000 24.000 4794 tmax (h) 24 3.938 2.000 0.670 24.000 4941
Kel (1/h) 24 0.030 0.030 0.022 0.039 0.005 Kel (1/h) 24 0.030 0.029 0.019 0.043 0.006
T (h) 24 | 23043 | 23421 | 3085 | 31500 | 5929 T1h(h) 2 | 2043 | 23667 | 2893 | 36236 | 6296
MRT(h) | 24 | 31658 | 28912 | 22062 | 49492 | 7444 MRT (h) 2 | 31930 | 20134 | 22778 | 50991 | 8110

Statistical analysis and bioequivalence trial of tested treatment versus treatment of reference for RISPERIDONE and
9-OH-RISPERIDONE.

The results of the statistical analysis of the pharmacokinetic parameters of RISPERIDONE between the RISPERIDONE
test formulation and the reference formulation RISPERDAL® are resumed in the table 5 and results of the statistical
analysis of the pharmacokinetic parameters of 9-OH- RISPERIDONE between the test RISPERIDONE formulation and
the reference formulation RISPERDAL® are resumed in the table 6:

Table 5 Table 6
Usedtestforthe 0 | aucow) | AuCO) Cmax Usedtestforthe 1 1 Aycio) AUC(0-0) Cmax
statistical comparison statistical comparison
Wilcoxon test N.S. Wilcoxon test N.S.
ANOVA ANOVA
Treatment N.S. N.S. N.S. Treatment N.S. N.S. N.S.
Subject N.S. N.S. N.S. Subject N.S. N.S. N.S.
Period N.S. N.S. N.S. Period N.S. N.S. N.S.
Bioequivalence test Bioequivalence test
90% standard 09142-10242 | 0912-10274 | 0.888-1.0152 90% standard 09449-10082 | 09418-10072 |0921-09998
confidence interval confidence interval
Two one-sided T-tests can conclude can can conclude Two one-sided can can can conclude
conclude T-tests conclude conclude
(Schuirmann) Equivalence Equivalence Equivalence (Schuirmann) Equivalence equivalence | Equivalence
Revisté mjekésore - MEDICUS | 80
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The results showed bioequivalence for the Tmax, Cmax,
AUC (0-t) and AUC (0-<) parameters for RISPERIDONE and
9-OH-RISPERIDONE.

Safety evaluation

The medication had acceptable tolerance in all volunteers.
Adverse events were reported in 23 volunteers in both
parts. Only volunteer No 10 had no adverse events.
Analysis of adverse events for intensity and relationship
to study drug is resumed in the tables 7 and 8:

Table 7. Intensity of adverse events

; Reference
Test formulation formulation
Adverse effect
Mild Moderate Mild Moderate
Somnolence 6 17 6 17
Vertigo 1 1 / /

Table 8. Relationship Correlation between adverse events and
study drug

: Reference
v Test formulation formulation
effect
Probable | Possible | Probable | Possible
Somnolence 2 21 2 21
Vertigo 1 1 / /

There is no difference between two treatments in respect
to intensity and correlation between adverse events and
study drug.

DISCUSSION
Discussion of the methodology:

The objective was to evaluate and compare the relative
bioavailability, and therefore the bioequivalence of
RISPERIDONE 2 mg formulation versus a reference
formulation RISPERDAL® 2 mg, following a single 2
mg administration under fasting conditions. The study
was carried out according to the protocol and all the
pharmacokinetic and safety assessments were performed
as planned in the protocol.

From the 24 subjects included in this study, 24 were
analyzed and included in the pharmacokinetic and
statistical analysis for the RISPERIDONE and 9-OH-
RISPERIDONE.

Profesional paper I

After the administration of 2 mg RISPERIDONE as
RISPERIDONE formulation and as the reference
formulation =~ RISPERDAL®, the mean plasma
concentration time-courses of RISPERIDONE and 9-OH-
RISPERIDONE present the same pharmacokinetic profiles
with minor differences between the two formulations.

The peak plasma concentration of RISPERIDONE
is bioequivalent between the RISPERIDONE test
formulation and the reference formulation (11.613 =
5.201 mg/l and 12.119 + 5.391 mg/l, respectively). The
peak plasma concentration of RISPERIDONE is attained
at about 54 minutes ( 0.903 hours ) for the test and 52
minutes ( 0.863 hours) for the reference formulations.
The AUC parameters showed that the AUCO-t of
RISPERIDONE (65.234 + 83870 mg.h/l and 67304 +
85.634 mg.h/l for the RISPERIDONE formulation and
the reference formulation respectively) and the AUCO-
¥ of RISPERIDONE (66.875 + 86.516 mg.h/l and 69.286 +
88.783 mg.h/1 for the RISPERIDONE formulation and the
reference formulation respectively) are bioequivalent
after the administration of the RISPERIDONE test
formulation and after the administration of the reference
formulation RISPERDAL®.

The peak plasma concentration of 9-OH-RISPERIDONE is
bioequivalentbetween the RISPERIDONE test formulation
and the reference formulation (8.047 + 3.425 mg/l and 8.413
+3.698 mg/l respectively). The peak plasma concentration
of 9-OH-RISPERIDONE is attained at about 236 minutes
(3.938 hours) for the test and 219 minutes (3.653 hours)
for the reference formulations. The AUC parameters
showed that the AUCO-t of 9-OH-RISPERIDONE were
188.755 + 61.988 mg.h/l1 and 193.195 + 61.649 mg.h/1 for
the RISPERIDONE test formulation and the reference
formulation respectively, and the AUCO-¥ of 9-OH-
RISPERIDONE were 199.394 + 62.105 mg.h/l and 204.007 +
63.198 mg.h/1 for the RISPERIDONE test formulation and
the reference formulation respectively, are bioequivalent
after the administration of the RISPERIDONE test
formulation and after the administration of the reference
formulation RISPERDAL®.

The statistical analysis of the half life of elimination,
rate of elimination and mean residence time showed no
significant difference between the values of RISPERIDONE
after the administration of the RISPERIDONE test
formulation and after the administration of the reference
formulation RISPERDAL®.

As conclusion, the RISPERIDONE test 2 mg is
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bioequivalent for RISPERIDONE and 9-OH-RISPERIDONE ~ RISPERIDONE and main metabolite, 9-OH-RISPERIDONE
(Cmax, Tmax, AUCO-t and AUCO-¥ parameters) to the to the reference RISPERDAL® following a single 2mg
reference formulation RISPERDAL® 2 mg, after single oral ~administration under fasting conditions.

administration of 2 mg RISPERIDONE. The peak plasma

concentration, the time of peak plasma concentration REFERENCES

of RISPERIDONE and 9-OH-RISPERIDONE (Cmax and
Tmax) and the AUC parameters didn't showed statistical
significant differences between the two formulations and
can conclude that the test formulation is bioequivalent to
the reference formulation in respect to these parameters.

Discussion of safety:

All the subjects included in this study (24 subjects) were
considered for safety analysis.

No death and no serious adverse event did occur
during the study. Mild to moderate adverse events were
registered in 23 volunteers.

The safety analysis shows that there is no difference
between two treatments.

From cardiovascular safety point of view, the
cardiovascular data, blood pressures, heart rates and
electrocardiogram parameters, didn't show clinically
significant changes from the baseline for all the subjects.

From the laboratory safety, the biological assessments
showed no clinically significant abnormalities at the end
of study.

CONCLUSION

The objective of the present study was to evaluate and
compare the relative bioavailability, and therefore the
bioequivalence of RISPERIDONE 2 mg test formulation
(REPLEKFARM, Macedonia ) versus a reference
formulation RISPERDAL® 2 mg reference formulation
(JANSSEN-CILAG Ltd, UK), following a single 2 mg
administration under fasting conditions. The results
presented herein showed that the criteria used to
estimate the bioavailability and the bioequivalence of
the REPLEKFARM formulation (RISPERIDONE) and the
reference formulation were fulfilled. In fact, the 90%
confidence interval of the relative mean Cmax and AUC
parameters for RISPERIDONE and its metabolite 9-OH-
RISPERIDONE as well as the ratio of the geometric
means were strictly within the acceptance range for
bioequivalence.

Therefore, it can be concluded that the RISPERIDONE
2 mg test formulation is bioequivalent for the drug
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ABSTRACT

Preeclampsia (PE), a progressive, multisystem disease of pregnant women, is the leading cause of maternal and
fetal / neonatal morbidity and mortality with an incidence of 3-8% at a global level. PE is defined as de novo
occurrence of hypertension and proteinuria after the 20th gestation week of pregnancy. The diagnosis of PE
has long been based on the measurement of those two non-specific signs the diagnostic value of which is often
insufficient given the clinical diversity of the disease as well as the different impact on the mother and the
fetus. In the absence of specific preeclampsia therapy, clinical management consists of symptomatic / substitution
therapy and monitoring for the detection of worsening of the maternal or fetal state and delivery as the ultimate
remedy. The fact that only the delivery, or more precisely, the removal of the placenta leads to a definitive stop of
PE, puts the placenta at a central place in the pathogenesis of the disease. More and more studies have suggested
the connection of placental angiogenic factors with preeclampsia. These factors include circulating angiogenic
proteins such as soluble fms-like tyrosine kinase-1 (sFlt-1), the anti-angiogene responsible for vasoconstriction,
and the placental growth factor (PLGF) pro-angiogene responsible for placental pseudo-vasculogenesis and
vasodilatation. In preeclampsia patients, the anti-angiogene sFlt-1 predominates due to increased production in
the placenta, which reduces the effect of pro-angiogene PLGF whose concentrations in the serum are significantly
reduced. All this leads to the clinical expression of PE with hypertension due to vasoconstriction and multisystemic
involvement due to systemic endotheliosis, i.e. microvasculopathy. The determination of the serum  sFlt-1/ PLGF
rate is recommended as a possible useful test for diagnosis of PE and the determination of the severity of the
clinical picture, and as a useful tool in its management.

Keywords: preeclampsia, angiogenic, sFlt-1, PLGF.

INTRODUCTION

Pre-eclampsia (PE) is a serious, life-threatening condition
that occurs with an incidence of  3-8% of pregnant
women at the global level (1,2). It is the cause of death
of about 50,000 mothers in the world per year and is
one of the most common causes of perinatal mortality
due to prematurty, causing 15% of premature births.
Preeclampsia is defined as de novo occurrence of
hypertension (> 140/90 mmHg) and proteinuria (> 300 mg
| 24h) after the 20th gestational week (g.w.) of pregnancy.
It may appear early, before 34th gestational week, or
late, after 34th g.w. and with a clinical expression in a

moderate and in a severe form (3). Severe PE occurs in
about 20% of patients and is defined with hypertension
above 160/110mmHg, proteinuria of 5g or more in 24
hours, or the occurrence of involvement of one or more
organs (liver, lungs, kidneys), onset of haematological
(thrombocytopenia, haemolysis, HELLP) or neurological
symptoms (eclampsia) as the final stage of PE with tonic-
clonic seizures and coma due to edema and brain damage
(4,5,6,7). The severe form of PE, especially when it occurs
early in pregnancy, is associated with high maternal and
perinatal morbidity and mortality. It is beyond doubt that
the optimal management of patients with PE depends
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on timely detection and reliable diagnosis, intensive
monitoring in specialized perinatal centers, in order
to reduce maternal, fetal and neonatal morbidity and
mortality (8,9,11). Table 1 denotes the criteria that indicate
the suspicion of a clinical diagnosis of preeclampsia (12).
Table 1. Criteria for a possible clinical diagnosis of preeclampsia(PE)

Clinical signs and symptoms

Deterioration of pre-existing hypertension
Proteinuria > 300 mg / 24h in pregnancy
Deterioration of the pre-existing proteinuria
Increase in body weight (> 1 kg/week in 3 trimesters)
Excessive swelling/edema (legs, hands, face)
Headache

Visual disturbance

Epigastric pain

Thrombocytopenia

Elevated liver enzymes (AST, ALT, GGT)
Intrauterine growth restriction (IUGR)

Pathological Doppler of the uterine artery

Ethiopathogenesis of PE is complex; numerous genetic,
immunological and various external factors are in
mutual correlation. There are more and more findings
showing that PE is a two-stage disease. The first phase
is asymptomatic, characterized by the release of a large
amount of placental material in the maternal circulation
in the first trimester of pregnancy, due to abnormal
placentation and consecutive placental insufficiency.
This leads to the second phase, the symptomatic one,
when a pregnant woman develops distinctive symptoms
described above with a different clinical severity and
impact on the mother and the fetus (10,13).

PLACENTAL ANGIOGENS

Given that the definitive cure of PE is achieved by
the removal of the placenta, and that in the case of a
molar pregnancy when the placenta develops without
a fetus and the occurrence of PE is common, a logical
conclusion is drawn that the placenta plays the central
role in the etiopathogenesis of the disease. Numerous
recent published research results on the effects impact
of some placental angiogenic markers and their possible
use in diagnostics and further prognosis of preeclampsia
are carried out in that direction. Namely, it has been
unambiguously confirmed that the excessive production of
one placental anti-angiogenic protein, SFIT-1(soluble fms-
like tyrosine kinase receptor-1), antagonist of a vascular
endothelial growth factor (VEGF) and the placental
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growth factor (PLGF), a member of the VEGF family, plays
an important role in the pathogenesis of preeclampsia.
Anti-angiogenic factor sFlt-1is a shortened form of the
VEGF receptor Flt-1, freely circulating in the blood where
it binds with high affinity to VEGF and PLGF and thus
neutralizes their effect. The proangiogenic factor PIGF is
responsible for normal placentation with trophoblastic
invasion and transformation (pseudo-vasculogenesis) and
survival of the endothelium, vasodilatation, and vascular
permeability necessary for optimal placental function.
In normal pregnancy, the level of sFIT-1 in the plasma
is stable up to 20-24 weeks of gestation, from which it
constantly grows until delivery. Conversely, the level
of PLGF progressively increases in the first and second
trimesters, and then decreases approaching the term of
delivery. In pregnant women with PE, the level of sFIT-
1 is significantly elevated, while the concentration of
the circulating free PLGF is significantly reduced. An
increased level of sFIT-1 and a decreased level of PIGF in
the serum, which results in an increased ratio of sFlt-1/
PIGF, is more pronounced in the second half of pregnancy
when the symptomatic phase of the PE disease occurs
(14,16,17,27).

Pathophysiologically, the predominance of the
antiangiogene sFlt-1 (SVEGF-r1) inhibits and reverses the
pro-angiogenic effect of PIGF which results in inhibition
(disturbance) of the placental neo-vasculogenesis,
inhibition of vasodilatation subsequently inducing
hypertension with multisystemic dysfunction of the
vascular endothelium, ultimately causing the syndrome
(21).

SFLT-1 AND PIGF
PREECLAMPSIA

(SFLT-1/PLGF  RATIO) IN

The elevated serum level of sFIT-1 and the decreased
level of PIGF, consecutively result in an increased sFlt-
1/ PIGF ratio in preeclampsia. Recent studies confirm
that determining the sFlt-1 / PIGF ratio in the patient’s
serum has multiple benefits in PE management. Namely,
the sFlt-1/ PIGF ratio is higher in the earlier occurrence
of PE than in the later occurrence and in severe form
of the disease. The imbalance of angiogenic factors can
be noticed even before the onset of clinical symptoms,
which contributes to a better prognostic triage of
patients with a high risk of PE occurrence. Secondly, sFlt-
1/ PIGF can be used as a biomarker for the distinction
between patients with PE and patients with some other
hypertensive condition in pregnancy who do not need
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hospital treatment (gestational hypertension, chronic
hypertension). And thirdly, taking into account the fact
that with the current definition of PE it is not possible
to predict the clinical course in terms of a prediction of
the undesirable outcome, sFlt-1 / PIGF could be used for
a more objective determination of the clinical state and
the urgency in treatment due to high risk of additional
complications (22,23).

SFLT-1/PLGF IN CLINICAL PRACTICE

More controlled as well as prospective studies have
emphasized the role of determining sFlt-1/PIGF in the
peripheral blood of pregnant women as a diagnostic test
for preeclampsia and as a predictor of the course of the
disease (24,25,26). It has been unequivocally demonstrated
that patients with severe PE forms have a significantly
higher sFIt-1/PIGF ratio, compared with others, and that
the sFlt-1/ PIGF ratio correlates with a high risk, which
indicates that there is a need for immediate termination
of pregnancy. In addition, other studies report on the
use value of sFlt-1 / PIGF in the differential diagnosis
of PE. Namely, patients with gestational or chronic
hypertension do not have sFlt-1 / PIGF significantly
different from healthy patients. The measuring of sFlt-1/
PIGF with the fully automated method (Elecsys system) as
an additional bio-marker for PE evaluation has recently
been incorporated in the manual for the treatment of
hypertensive conditions in pregnant women in some
European countries (15,18). The formal recommendation
for sFlt-1/ PIGF ratio has not yet been included into the
official protocol, but international experts on the use
of angiogenic markers are close to a consensus on the
clinical use of sFlt-1 / PIGF in PE patients. The serum
factor sFlt-1/ PIGF does not exclude other techniques for
monitoring and treatment of patients with PE, but is used
in the context of these in accordance with clinical signs
and symptoms (19,20).

SFLT-1/PLGF VALUES IN WOMEN WITH SIGNS AND
SYMPTOMS OF PE

1. sFlt-1/PIGF < 38 excludes PE independent of the gesta-
tional age (treatment at the discretion of the physician)

2. sFIt-1/PIGF ratio 38 - 85 anticipate the risk of PE occur-
rence in the next 4 weeks (treatment - more frequent
check-up in 1-2 weeks depending on gestation, planning
delivery with the approaching of the term of delivery).

3. sFIt-1/PIGF > 85 from 20th gw. to 34th gw. and
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>110 after 34th gestational week confirmation of
PE with a sensitivity of 95% and specificity of 84%.
(treatment according to established clinical pathways)

4. sFlt-1/PIGF > 650 - severe PE in any gestational week
(treatment in a specialized clinical unit with intensive
maternal and neonatal monitoring due to the need for
delivery in the next 24-48 hours)

An analysis of sFIt-1 / PIGF ratio can provide valuable
information on the clinical course of PE and the rate of
progression of the disease, as well as serve to differentiate
the various forms of hypertension in pregnancy. At the
same time, the rapid and realistic individualization of
the risk based on sFlt-1/ PIGF allows to adjust the clinical
management of patients with PE, thereby reducing the
overall morbidity and mortality (28).

CONCLUSION

Even though the mosaic of pre-eclampsia is still not
complete, the study of placental angiogens is a major
step towards a better understanding of its aetiology and
clinical course. For now, circulating placental angiogens
sFlt-1/ PIGF have not been included in the official clinical
protocols but are intended to be part of the management
algorithm for patients with preeclampsia, in accordance
with the postulates of good clinical practice. Of course,
further research is needed, especially prospective, to
clarify the association of circulating placental angiogen
ratio (sFlt-1/ PIGF) and the preeclampsia syndrome.
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ABSTRACT

Aim. To complete a comparative microbial analyze and quantification of the microbiological findings in patients
in whom was applied the conventional therapy (scaling + rinsing with Chlorxedine Gluconate) and the standard
method in which was used (PerioChip Chlorxedine Gluconate).

Materials and methods. For the realization of the targeted set in this study were involved 60 patients from both
sexes at the age between 40—65 years in which were diagnosed chronic periodontal disease in the second stadium
with clinic and radiographic confirmation. The patients were divided in 2 groups - the first group in which was
used only the conventional method (standard method) and the second group - where was applied the combined
method - conventional standard with added PerioChip Chlorxedine Gluconate.

In all patients were conducted clinical examination and was taken material for microbilogical analyses. The
microbilogial determination was conducted on each patient. The material was collected directly from the dental
plaque or from periodontal pockets before and after the dental therapy in the both groups.

Results: The results show reduction of the perio-pathogens after in the group in which where was used the
combined method (conventional method following with an application of PerioChip Chlorxedine Gluconate) in
comparison with the group where was used only the conventional method. The results stated in the table show
that does not exist significant difference in the quantitative and qualitative values of the perio-pathogens in the
group in which was used only the conventional method in comparison with the values of the group in which was
used the combined method (with PerioChip Chlorxedine Gluconate ).

Conclusion:. Using of the combined method / conventional - standard method with PerioChip Chlorxedine
Gluconate, posses significantly efficient antimicrobial effects against perio-pathogenic in patients with chronic
periodontal.

Keywords: chronic periodontal disease, microbiological findings, conventional therapy, PerioChip Chlorxedine
Gluconate.

INTRODUCTION removal of newly supragingival and subgingingival
deposits in clinical conditions are one of the ways to
act preventively and to preserve the achieved treatment
success (2). Certainly improper and unprofessional
mechanical instrumentation can be the cause of damage

the hard tissues and the occurrence of gingival recession
(3.4).

Dental biofilm, as unavoidable etiologic factor in its
content and structure, contains bacterial conglomerate
with toxins, enzymes and other associated factors which
cause progressive destruction of connective tissue
attachment and alveolar bone (1).

Control of dental plaque through daily oral hygiene,
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Besides the mechanically removal of plaque
microorganisms, in clinical practice are used local or
systemic antimicrobial chemotherapy.

CIST- protocol or otherwise called, modification of
conventional (basal) periodontal method as therapeutic
procedure includes antimicrobial agents or modern
antiseptic agents in form of a chip, in which the primacy
belongs to chlorhexidine.

In dentistry, chlorhexidine is used as a disinfectant before
the surgery, but later is being used as an anti-plaque agent
(5). After its presentation to the American market in 1986,
started the first attempts of its use as an adjuvant agent
in non-surgical treatment of chronic periodontitis (6).

Soskolne (7) found that subgingivally controlled and
prolonged release of antibacterial agents (gels) in the
treatment and control of periodontitis is superior
compared with the use of antimicrobials in the form of
rinse solution or spray.

Greenstein (8) using several systems for local therapy,
has verified the effectiveness of the mono therapy
combined with conventional method. Application of
chlorhexidine chips significantly improves clinical
parameters of periodontal disease (9) due to their impact
on microorganisms Porphyromonas gingivalis, Prevotella
Intermedia, Fusobacterium nucleatum, Eikenella
corrodens, Campylobacter rectus (10).

Considering literature data and modern scientific
knowledge, and starting from the fact that the use of
antiseptics in the form of solutions has an effect on
microorganisms, was a challenge for us to set the goal
of this research: to perform comparative microbiological
analysis and quantification of microbiological finding
in patients who received conventional therapy and
in patients with standard therapy aided PerioChip
Chlorxedine Gluconate)..

MATERIAL AND METHOD

For the realization of the targeted set in this study
were involved 60 patients from both sexes at the age
between 40—65 years in which were diagnosed chronic
periodontal disease in the second stadium with clinic
and radiographic confirmation. The patients were
divided in 2 groups - the first group in which was used
only the conventional method (standard method) and the
second group - where was applied the combined method -
conventional standard with added PerioChip Chlorxedine
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Gluconate.

In all patients were conducted clinical examination and
was taken material for microbilogical analyses. The
microbilogial determination was conducted on each
patient. The material was collected directly from the
dental plaque or from periodontal pockets before and
after the dental therapy in the both groups.

Material was stored in sterile test tubes, and then in the
shortest period of time, was taken for microbiological
examination in the appropriate anaerobic conditions.
The growth of microorganisms was conducted on blood
agar under aerobic conditions and the other growth on
Shedler neo-vanko under anaerobic conditions.

Laboratory tests were performed at the IPM department
for microbiological analyzes at Military Hospital and
Institute of Public Health - microbiological department.

The results are processed and displayed in percentages.

RESULTS

The data show the findings from swabs taken at admission
and control after 30 days of therapy with conventional-
standard method in respect of all tested bacteria. They
are presented in Table 1.

The results in Table 1 showed a reduction in perio-
patogenic bacteria after applying the conventional
method with application of Chlorhexidine gluconate
Chip.

The results in Table 2 indicate that perio-patogenic
bacteria on admission and after the conventional method
have not high percentage differences, unlike the findings
after the use of conventional therapy with application of
Chlorhexidine gluconate chip.

On table 3. Display distribution of dental plaque
(examination control after 5, 10 and 30 days) to the
patients treated with KM method and to the patients
treated with KM-CH).

For F=1,47 and p>0,05 (p=0,23) in the shown distribution
do not exist significant difference (table 3 and chart 2)

Table 4: Are displayed values of dental plaque - Post-hoc
Test/Bonferroni test/ on the both groups compared with
the day of receipt, 5, 10 and 30 day of the treatment.

There isn't any significant difference (p>0,05) for the
dental plaque, between two groups from the first
treatment.
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Table 1. Representation of microorganisms in swabs taken after the standard method and after the method supported by application of
(PerioChip Chlorxedine Gluconate) agent.

Conventional method
Bacteria Conventional method (standard) ‘g}lltlgr()l?ggiggléﬁlconate) (standard)
application
negative after 30 days posgiéi(\ilgyz;fter negative after 30 days posgi(%i(\iigyf;fter
n % n % n % n %
Aggregatibacter
actinomicetemcomitans > 33,33 10 66,67 6 40,00 9 60,00
Bacteroides gingivalis 3 20,00 12 80,00 6 40,00 9 60,00
Bacteroides internedius 3 20,00 12 80,00 6 40,00 9 60,00
Peptostreptococcus
micros 5 33,33 10 66,67 7 46,67 8 53,33
Fusobacterium
nucleatum 4 26,67 11 73,33 6 40,00 9 60,00
Eikinela corrodens 6 40,00 9 60,00 6 40,00 9 60,00

Table 2. Representation of microorganisms on admission and swabs taken after the standard method and the method followed by

application of chip agent

Bacteria On admission Conventional (standard) method ggﬁy grﬁﬁ)oggllﬂ(isctggg:rd) method
Positive findings negg(gig: ;Sfter posgi(;i(\ilgyifter negg(gi&/g ;Sfter posgi&i&/gyifter
n % n % n % n % n %
Qggﬁ%ﬁﬂﬁg}gzomitans 1 73,33 5 3,33 10 66,67 6 60,00 9 60,00
Bacteroides gingivalis 1 73,33 3 20,00 12 80,0 6 40,00 9 60,00
Bacteroides internedius 12 80,00 3 20,00 12 80,00 6 40,00 9 60,00
Peptostreptococcus micros 1 73,33 5 33,33 10 66,67 7 46,67 8 53,33
Fusobacterium nucleatum 1 73,33 4 26,67 11 73,33 6 40,00 9 60,00
Eikinela corrodens 10 66,67 6 40,00 9 60,00 6 40,00 9 60,00
Table 3. Display of dental plaque on the examined groups in different time periods in patients treated with both methods.
D.plaque*group; LS Means; Current effect: F(3, 84)=1,47, p=,23 Effective hypothesis decomposition
Group Dental plaque DV_1 DV_1 DV_1 DV_1 N
Mean Std.Err -95,00% +95,00%
1 KM-CH Treatment 141 0,18 1,03 1,78 15
2 KM-CH after 5 days 0,01 0,01 -0,02 0,03 15
3 KM-CH after 10 days 0,04 0,03 -0,01 0,09 15
4 KM-CH after 30 days 0,05 0,18 -0,32 0,43 15
5 KM Treatment 1,42 0,18 1,50 2,23 15
6 KM after 5 days 0,05 0,01 0,03 0,08 15
7 KM after 10 days 0,11 0,03 0,05 0,16 15
8 KM after 30 days 0,43 0,18 0,06 0,81 15
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Table 4. Display of dental plaque - Post-hoc Test/Bonferroni test/ on the both groups compared with the day of receipt, 5, 10 and 30 day

of the treatment.
Gowp | Dentalplaue | o | o | 0% | | A% | dh | o
1 | KM-CH receipt 0,000 0,000 0,000 0,000 0,000 0,000
2 | KM-CH after 5 days 0,000 0,000
3 | KM-CH after 10 days 0,000 0,000
4 | KM-CH after 30 days 0,000 0,000
5 | KM Receipt 0,000 0,000 0,000 0,000 0,000 0,000
6 | KM after 5 days 0,000 0,000
7 | KM after 10 days 0,000 0,000
8 | KM after 30 days 0,000 0,000
on KM (0,43).
Chart 1. The presence of dental plaque among
respondents after application of different treatment DISCUSSION

modalities in both groups in different time periods

D.plak*Grupa; LS Means
Current effect: F(3, 84)=1,4714, p=,22822
Effective hy pothesis decomposition
Vertical bars denote 0,95 confidence intervals

DV_1
o

== Grupa

1S\ FEITR

= Grupa

1MFT1

gel

D.plak/priem  D.plak/kon5 D.plak/kon10 D.plak/kon30
D.plak

..,standard

There isn't any significant difference (p>0,05) for the
dental plaque, between two groups from the first
treatment.

The patients who were treated with KM-CH after the 5th
day for p<0,001 (p=0,000) they have significantly lower
presence of the dental plaque (0,01) compared with the
reception day (1,41). Identical results were observed on
the patients treated with KM-CH after the 5th day of
control, for p<0,001 (p=0,000) they have significantly
lower presence of dental plaque (0,01), compared with
the patients treated by KM, (0,04), as well as the control
after the 10th day to the examinees who were at KM-CH
for p<0,001 (p=0,000) they have much lower presence
of dental plaque (0,04) compared with those who were
treated with KM (0,11).

The patients treated with KM-CH after the 30th day for
p<0,001 (p=0,000) they have significantly lower presence
of dental plaque (0,05), compared with the group treated

Revisté mjekésore - MEDICUS | 90

IS ISP

In this study, microbiological analysis showed that there
is a difference in the qualitative composition of bacteria
in periodontal pockets in group with standard therapy
and in group with standard therapy with application of
chlorhexidine gluconate chip.

Combined method (conventional method and application
of antiseptic chip vehicle) showed a moderate difference in
the composition of perio-pathogenic bacteria in patients
with chronic periodontitis , compared with patients under
standard method and composition of bacteria before the
combined treatment. Our findings are in agreement with
other authors (1,11,12,13). Findings for perio-pathogenic
bacteria in patients with chronic periodontitis after
30 days therapy with conventional-standard method,
showed no major differences in the composition of
bacteria in the pathological substrate of periodontal
pocket for Aggregatibacter Actinomycetemcomitans
(Aa), Bacteroides gingivalis (BG), Bacteroides intermedius
(BI), Peptostreptococus micros (PM), Fusobacterium
nucleatum (FN), and Eikenella Corrodens (EC). The
obtained qualitative microbiological findings show that
periodontal treatment without additional application
of antimicrobial therapy does not alter the qualitative
composition of bacteria significantly, not for the
period during the course of the examination. In this
examination was made only qualitative microbiological
analysis, but not quantitative. Qualitative reduction of
Aggregatibacter actinomycetemcominitans after local
application of antiseptic was found in several studies
(14,15), which coincides with our obtained results.

The results of microbiological analysis for perio-
pathogenic bacteria in patients with chronic periodontitis
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in relation admission / control after 30 days of combined
therapy method (conventional method and application
of antiseptic chip) showed that: Aggregatibacter
actinomycetemcominitans (Aa) in relation, admission /
control 30 days after treatment was negative at 93,33%
of the patients examined after completion of therapy,
and there was a significant difference; for Bacteroides
gingivalis (BG) in relation, admission / control 30
days after treatment , the findings were negative at
86.67% and there was significant difference; identical
results were found for Bacteroides intermedius (BI) in
relation admission / control 30 days after treatment
(86.67%) and the also existed significance of differences.
Results for Peptostreptococus micros (PM) on day 30 after
the therapy showed a 100% negative findings and there
was significant difference; in terms of Fusobacterium
nucleatum (FN) in relation admission / control 30 days
after treatment noted 93,33% negative findings, and there
also was a significant difference; findings of Eikenella
Corrodens (EC) in relation admission / control 30 days
after treatment were negative 100% and no significant
difference;

Our results are consistent with the results of the
study (11) in which subgingival application of (PerioChip
Chlorxedine Gluconate), resulted in a significant reduction
in the number of colonies versus group where periodontal
therapy consisted only root planning. The test results
showed that there are significant differences between
the two methods applied, where the combined method
showed significant difference (p <0.001), compared to the
standard method where were no significant difference
(p = 0.71). These findings are in agreement with Senel et
al. (12) who found satisfactory clinical effects after long
stability of bio adhesive chips in the periodontal pocket
and high therapeutic efficacy. Identical findings are
obtained from other researchers (16,17,18).

CONCLUSION

Based on the obtained results, we can conclude that the
use of combined method (conventional-standard method
with addition of antiseptic chip, has a significant effect
on perio-pathogenic bacteria in patients with chronic
periodontitis. Because of the easy application, easy
degradable power, nontoxic and we could definitely
recommend it like an adjuvant of the conventional
treatment on periodontal disease.

Review I
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Case report

bUJIATEPAJIEH PETUHOB/TACTOM

Emunuja l'omeBcka JlamreBcka!, Maja beneBcka?

1J3Y YKuunuka 3a ounu 6onectu, Cromje, P.Makengonuja

2J3V Knunnuka 6omuuna, burosna, P.Makenonuja

Medicus 2018, Vol. 23 (1): 93-97

PE3UME

PeTnHOO/1aCTOM ITPETCTAaBYBA HajueCT MHTPAOKY/IapeH TYMOP BO [IeTCKa Bo3pacT. Ha Hero ormnaraar 3% o[l CUTe LeTCKU
MayIrHoMu. VIHLIMIeHIaTa Ha peTMHOOIacTOMOT BO cBeTOT e npubmnkHo 1 Ha 18 000 HoBopomeHu. OBOj TyMOp e
MHOT'Y MajIUTTIeH, MeTacTasupa rno nuM@eH U KpBeH MaT Wi Hu3 lamina cribrosa.

Bo TpymoT npukakyBame MallKo geTe Ha 20 MeceuHa BO3PacCT co OujarepasieH peTuHob61acToM. PeTuHOO/1acTOMOT
[IPU [IMjarHOCTULIMPALETO € BO HarpeiHaTa (asa, Ha JIeCHOTO OKO e Kiiacudulinpat Bo rpyra E, a Ha JIeBOTO OKO - BO
rpyma L. Kaj meteTto e cripoBefieH TpeTMaH Ha MHTpa-aprepujaiHa xemorepanuja (MAL) - 2 IUKIyCu ¥ TYMOPOT € BO
perpecuja.

PaHa pujarHosa, MyJITUIMCLUIUIMHAPEH TPUCTAll U TPeTMaH, KaKo M JIOJITOTPajHO Criefietbe, e TTPUOPUTETU BO
MeHalIMpameTo Ha OBOj MHTPaOKy/IapeH TyMmop. Toa Ke TIpujoOHeCe BO 3rofieMyBarhe Ha CTaIrKWTe Ha TTpesKUBYBalbe,

3auyBYBathe HAa OUHOTO jaOOIKO M JIOKOJIKY € MO>KHO 3auyByBare Ha BUAHaTa QyHKIIMja.

Knyuanu 36opoBu: pernHobacToM, OuiaTepasieH, MHTpa-aprepujaida xemoreparnuja (MALL)

BOBE]]

PeTuHOO/MACTOM TpeTCTaBYBa HajuecT HHTPAOKyIapeH
TYMOP BO JeTckaTa Bo3pacT. Ha Hero ormaraat 3%
of cure mercku MaymurHoMu. (1) Iuiupenmara Ha
PETHHOOIACTOMOT BO CBeTOT e mpubmikHO 1 Ha 18.000
HoBopojieHu. (2-5) OBoj TYMOp ce jaByBa BO IIPBUTE T'OJMHU
OfT JKUBOTOT ¥ TOA BO 2/3 Off C/TyJamTe J[0 TpeTaTa rojinHa.
5% of TIPUUMHUTE 3a CJIENWIO BO [ieTCKaTa BO3PAcT
oTmaraaT Ha peTHHOOMAcTOMOT. PeTMHOOMAacTOMOT e
MHOTY MAaJMITieH TYMOP, MeTacTasupa Ho juMdeH U
KpBeH maT wix Hu3 lamina cribrosa. Herperupanuor
PeTHHOO/IaCTOM CEKOTalll 3aBpIIyBa JIeTalHO, TOpPaju
HeroBaTa MHTPaKpaHUjaiHa eKCTeH3Kja v IuceMUHalldja.
Oxony 1% ofi MOpTaIUTETOT Off KaHI|ep Kaj flella ToMIaju
of 16 roguHu oTMara Ha PpeTMHOOIACTOMOT.

OBoj BHMJI Ha WMHTPAOKYIapeH TYMOp MOke 7a Oupe
VHUIaTepajieH WM OWiaTepajieH, a MOXe Ja Oupe u
xepenurapeH. (6) OKony 75% of c/IydanTe ce yHUIaTePaTHi,
a 35% - bunatepanHu. (1)

PeTHOO/IaCTOMOT TIOTEKHYBa off HeaudepeHIMpaHu
eMOpPUOHATHM KJIETKM Ha peTMHaTa - PEeTMHOONACTH.
OBoj TyMOp € BHCOKO LieJlylapeH U BacKy/lapeH W YecTo
TIOJIIETHYBA Ha JlereHepaTHBHU MPOMEHH CO HeKpo3a U
KauUIMpaHu TeT03KTH.

MopanureTuTe Ha TPETMAHOT Ha 0BOj MaJIMTHOM 3aBHCAT
of] MO3MIjaTa, TOJEMUHATA, OJHOCHO BO KOj CTAUyM
e [WjarHOCTUIMpaH MCTHOT cropes MerfyHapogHaTa
KnacuuKalja 3a  peruHoOnacToM (3), mamm e
VHUIaTepaieH WK OuiaTepaneH WM Mak ce paboTH 3a
penuauB Ha petrHoOMacToM. (1,2,4-6)

ITPUKA3 HA CJIYYAJ

[TaenToT e MaiKo feTe Koe Ha 20 MeceyHa BO3pacT ce
jaBu Ha mperyeq Ha J3Y YKIuMHMKa 3a O4HM 0OONECTH BO
Cxomje. AHAMHECTUUKY POJIUTENIUTE Jlajj0a TIOfIaTOK JieKa
TIeTeTo e PojieHo CO HOPMa/IHK OUM M Herupaar rojaBa Ha
CJIMYHH CJTyYal BO TOONMCKOTO ceMejcTBo. Pomurenmute
Tpef oKoy 3-4 Mecel 3a0esieskyBaaT Oenmuact pedriekc
BO JIeCHOTO OKO.

[lokpaj mpucyTHaTa JleYKOKOpMja Ha [IeCHOTO OKo,
HallpaBeHa e IMPeKTHa U MHAMpPEKTHa oQTaIMOCKOIHMja
BO MeJMKaMeHTO3Ha MMJIpHja3a, exorpaduja, a
3a TOTBpyBalke Ha JWjarHo3aTa Ha OwaTepajieH
peTHHOOACTOM HalpaBeHa e M MarHeTHa pe30HaHIA
(MP) Ha ryaBa.

Ha MP Ha rnaBa e KOHCTaTUpPaHO MPUCYCTBO Ha TIpyou
KanuuduKaTH BO MpoeKija Ha obeTe OUHHM jaOoJKa,
noBeKe off gJecHara crpaHa. Op JecHara CTpaHa
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eBUJICHTHpAHA € PeTHHaIHA IPOMeHA CO JUMEH3HMH O]
13 x 14 mm. jileHTUHA TTIPOMeHa, CO MOMaJIi AUMEH3UH
e eBUJIEHTUPAHa U Ha 3a[JHUOT U JI0JIeH acleKT off ieBaTa
crpada. Hema ekcTpaokyiapHa eKCTeH3Hja, ONTHUKUTE
HepBU U peTpobyIbapHUOT MTPOCTOp OUIaTepasHo, ce 6e3
eBUJIEHTH IIPOMeHH. (ur. 1)

®urypa 1. MP Ha rnaBa

Criope]; KIMHAYKKUTE KapaKTePUCTUKU PETHHOOIACTOMOT
Ha JIeCHOTO OKo e Kiacubuiupan Bo E rpyma, mopeka
BO JIEBOTO OKO cCe TPUCYTHA MYITUIUIM TYMOPH,
knacupumppann Bo 1] rpyma. [lo mocraByBame Ha
JjarHo3ara OumaTepaieH peTUHOO/IaCTOM BO HallpeiHaTa
(ha3a, MaIMeHToT e UCTIpaTeH Ha MOHATAMOIITHO JIEKYBakhe
BO TOBHMCOK pedepHTeH meHrap Bo P. Typiuja 3a
arIMKalyja Ha MHTpa-apTepujaiHa xemoTepamnuja (MAI).

Ha popuTtenute Ha leTeTo UM e KayKaHO 3a KaKOB TUII Ha
TYMOP ce paboT! | JieKa MpUMapHa Iiefl e Jja ce couyBa
KUBOTOT Ha JIeTeTO, @ BO BTOp IUIAH Ce OUMTE, OJIHOCHO
3auyByBale Ha OUYMTe KaKO OpraH ¥ 3auyByBame Ha
BU/IHATa (DYHKIIM]ja, IOKOJKY € BO3MOKHO.

[lo cera ce HanpaBeHu 2 IIMKJTYCU HA MHTPa-apTepujaiHa
xemoTepanuja (MAL). Tloce cexkoj IMKIyC e HalpaBeHa
KOHTpOJIHAa KpBHa cyiika 1 MP Ha 171aBa, 3a fia ce cienu
perpecujata Ha TymopoT. Ha HampaBeHWTe KOHTDOIHU
KPBHU CJIUKM HE ce eBUJIeHTUPaH! HecakaHU eDeKTH off
XeMoTeparnujara.

Yirre mnocie HampaBeHMOT npB uukiayc Ha WALl Ha
HarnpaBeHaTa KoHTponHa MP Ha r71aBa ce KOHCTaTUpaHU
pesynratu of WAL, Ha wucrata e eBUeHTHO jeKa
PeTHHAJHUTE MPOMEHUTE BO MPOEKIMM Ha 00eTe OYHU
jabormka ce co moManu uMeH3uH. JlecHO TyMOpO3HaTa
npomeHa e co aumeHsun 10,4x7MM, a JIeBo CO IpoMep
op 3,8MM. PerpoOymbapHuTe mpocTopu ce CI000/HH,
ONITUYKUTE HEPBU 0€3 eBUJIEHTHH POMEHH, a OIITUYKATa
Xdja3Ma ypepHa. (¢ur. 2)
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®urypa 2. KontponHa MP Ha rnaBa mocsie npB IUKIYC Ha
NAIl

[locne  BTOpPMOT TNHMKIYC Ha WHTpa-apTepujasHa
xemorepanuja (MALI) Ha HampaBeHaTa KoHTponHa MP Ha
I/IaBa ce eBUJIeHTUpa JleKa peTUHA/IHATa IIPOMeHaTa BO
JIEBOTO OYHO jabOJIKO € CKOPO HeBOOWIMBA BO OJIHOC Ha
TNIPEeTXOJJHUTE TIpersiefi, OfIHOCHO KMCTaTa € MoMaja off
2umm. Tymopo3HaTa IpoMeHa BO IeCHOTO OUHO jabOITKO e o
WJIEHTUYHY JUMEH3UM KaKo U Ha MPeTXO[JHUOT Mpersie].
bunatepanHo, Tou3pa3eHO JleCHO € eBUJIeHTUPAHO
TPUCYCTBO Ha KanuduraTu. PeTpobynbapHUoT mpocTop,
OuMmaTepasHO Kako M ONTHYKATA XHja3Ma ce cOo ypeieH
Hao[I. (¢ur.3)

@urypa 3. Kontponna MP Ha riaBa rocje BTop HUKITYC
Ha VATl

Ha mnocnegauor odrajMonomKky Tperaes BO OMIITa
aHecTe3Wja € KOHCTAaTUPAHO JleKa JIBeTe OYM TOKaxKaa
mobap ofroBOp MOC/ie W3BPIIEHUTE J[Be CECHUU WHTPa-
aprepujanHa xemotepanuja (MAILI). TymopoT Ha 1eBoTo
OKO € IeJIOCHO BO perpecuja. TyMOpoT Ha JIeCHOTO
OKO e KanmuduipaH, HO MOCTOM MOMKHOCT 3a HEroBO
peLuIuBUpare, ONIejKu peTHHOOIACTOM Ha 0Ba OKO Oellle
knacuuippan Bo rpyna E. Ha pogurenmite uM e KakaHo



ANy

ZleKa JieTeTo Tpeba fia floara Ha peloBHU 0()TalIMOJIOIIKI
KOHTPOJIY U JIOKOJIKY JI0jI€ /10 peliuIuBUpambe Ha TYMOPOT
Ha JIECHOTO OKO, KOe He MOke Jla ce KOHTPOIHMpa CO
XeMoTepanuja, Ke Tpeba Jia ce M3BPIIM eHYK/Iealyja.

JMCKYCHJA

PeTHHOOIAaCTOMOT € HajuecTa OKy/apHa MaJMTHOCT Kaj
JellaTa M e MHUIMpPaH co MyTanuja Ha reHot RBI. (6) Bo
I'epmanuja ce mujarHoctunpaaT okony 40 HOBU ciyyau
Ha PeTUHOO/IACTOM TOJUILHO. (9)

[lpoceynara rojumiHa CTamka HAa WHIUJEHIIAa Ha
peruHoOnactom Bo CAJl u EBpoma e 2 1o 5 Ha MUJIMOH
mena. (1) 3a skai, ceyire nmoseke off 3000 feria ymupaar
0] 0BOj BUJ MAJIMTHOM CeKOja rOfIuHa, ITPH LITO CTAlKUTe
Ha MOpPTAJIMTET Ce 3HAUMTEJTHO MOBMCOKM BO A3uja u
Adpuxa. (3)

Bo mocieiuTe felleHME TPETMAHOT Ha PETHHOO/IACTOMOT
e 3HAUKMTEJTHO Mof00peH. TpeTMaHOT Ha PETHHOOIACTOMOT
e MYITUJUCIIMIUTMHAPeH U ce 0a3Wpa MPBEHCTBEHO
Ha CracyBame Ha JKUBOTOT M 3auyByBame Ha BUIOT. (1)
3auyByBameTOHA BUJIOT M 3a4YBYBabETO HA OUHOTOjA0ONIKO
Kaj JieTe co PeTUHOO/MACTOM MPeTCTaByBa TPEeJU3BHUK 32
cekoj odranmoror. (3) Jlofieka eHyKJleal[ujaTa OCTaHyBa
CTaHflap/leH TPeTMaH 3a HalpeJHaTHTe UHTPAOKYIapHH
TYMODH, KOH3ePBAaTUBHHUTE MOJIAJIUTETH KOM MOKaT
lla pe3ylTMpaaT Co 3auyByBame HAa OYHOTO jabOJIKO,
Kako M 3auyByBame Ha BUJHATAa (DYHKIHMjA YCIIEIIHO
ce TPUMeHYBaaT Kaj 3HauuTeneH Opoj marueHTH. (10)
[locTojaT MoBeke OMIMM 3a KOH3epPBATHBEH TpeTMaH
Ha  PeTMHOONaCTOMOT,  BKJIYUYBAjKM  CHCTEMCKa
XeMOpe/IyKIHja, jacepcka doTokoarynaiuja,
TepMoTepanuja, KpUOTepamuja, OpaxuTepanuja U
JIOKaJTHa XeMoTepanuja (CyOKOH]yKTHBaJTHa, CYOTEHOHCKa
WK MHTpa-apTepucka). (3,9) Bo 3aBHCHOCT 0ff TYMOPCKUTE
KapaKTePUCTUKH, Ce OfIpe/yBa i MPOTOKOJIOT 3a TPETMaH.

CeBKYIIHOTO IPEKMBYBaihe, 3auyByBame Ha OUHOTO
jaboMKO M 3auyBYBameTO HA BHJOT BO TojeMa Mepa
3aBKCH Of CTaJUYMOT Ha 0o/iecTa BO MOMEHTOT Kora ke
ce aujarocturpa ucTtuoT. (6) [lemata co OunarepaneH
PETHHOOTACTOM Ce M3JI0KEeHM Ha BUCOK PU3MK 3a I0jaBa
Ha PpeUUAMB ¥ MOpajy Toa Tpeba BHUMATEIHO Jia ce
crefiar.

Bo TekoT Ha moCjefHWUTe JiBe JELeHWH, jallOHCKUTE
HCTpa)KyBaul TI'M O0jaBUMja CBOMTE  MCKYCTBA CO
MHTePBEHTHATa pPaJIO/ONIKa TeXHWKAa Ha BHECYBambe
Ha MendanaH Bo KapoTHIHA apTepdja BO C/y4al CO
petuHoOnacToM. (11,12) Mendanan e MOKeH anKuIMpauku
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areHc, HO HeroBUTe CHUCTEMCKU aIlIMKaluKn onne
OIr'paHn4YeHH, Mopaju HeropaTa TOKCMYHOCT Ha KOCKeHaTa
CpueBHHa.

Abramson u cop. ro objaBuja CBOETO IIPBUYHO MCKYCTBO
CO JIMpeKTHa XeMoTepamuja, MpeKy [UpeKTHa MHTpa-
aprepucka (a.ophthalmica) ynmorpeba Ha mendanaH Kaj
10 pera co peTHOOIACTOM BO HampefHata (asa, Koj Kou
Oua mocTaBeHa MHAMIMKALMja 3a eHyKieanyja. (13)

Abramson u cop. co MHTpa-apTepucKaTa aruiMKalyja
Ha MendaaH TOCTMTHAJe 3HauajHa perpecuja Ha
TYMOpPUTE, KAaKO U perpeckja Ha HErOBOTO PacejyBambeTo
BO CTaKJIeCTOT Tejlo U cyoperuHasHo. (13,14) Bo HuBaTa
CTYIuja He ce MojaBUsie CEPUO3HU CUCTEMCKM HecaKaHU
eekTH, Kako WITO ce cerca, aHeMWja, HeyTpoIeHHUja
Wi cMpTHOCT. (13) Hemano mojaBa Ha TOKCMYHOCT Ha
TIPEJIHAOT OUEH CerMEHT, HUTY UCIaji BO MOTUIUTETOT.
Kaj camo efieH maiieHT Bo cTyaujata Ha Abramson u cop.
e KOHCTaTUpPaH MUHMMAJIeH CHUCTEeMCKHU HecaKaH e(eKT
(HeyTpomeHuja of 3 cTereH).

Pesynratute o u3BpiieHu 248 mpoleaypu Ha WHTpa-
aprepucka (MAIl) cymepcenekTHBa XeMoTepamuja BO
crynujata Ha Requejo u cop. (2018), ykaskyBaat Ha mojaBa
Ha HUCKA CTaIKa Ha KOMIUTMKAL[UK O] UHTpPa-apTepHjaiHa
XeMoTepanuja: XUIOTeH3Uja U OpajuKapauja 3a Bpeme
Ha IOCTamKaTa (5 cjayuyam), TpaH3UTOpHA TPoMOO3a
Ha QemopanHaTa apTepuja (2 ciyyam), KpBapeme
Ha MpexHunata (1 ciyuaj), amomemuja (1 cnyuaj) u
aHa(M/IaKTHYEeH IIOK Ha KapbormiaTuH (1 ciydaj). (15)

OOjaBeHMTe CTYAMHUTE VKa)kKyBaaT jeKa He IOCTojaT
CepUO3HU eKCTPa-OKYIapHU KOMIUIMKALMY CO TPMMeHaTa
Ha MAII. (13,14)

HAI] e 0e30egHa ¥ eduKacHa TeXHHKa BO TPeTMaH Ha
HampeJieH MHTPAOKy/lIapeH peTHHOO/IaCTOM, CO HHCKa
cTarnka Ha Kommukamui. (13-17)

Kaj maiueHTOT KOj ro mpHKa)kKyBaMe BO OBOj TPVA CO
NpUMeHaTa Ha MHTpa-apTepuckara xeMmotepanuja (MAII)
npeBeHKpaHa e eHykieanyjaTa. OBaa cynepceseKTHBHA
XeMoTepanuja, Kaj 0BOj Ial[ieHT JOBelie MO 3HauajHa
perpecuja Ha TYMOPOT Ha [iBeTe OUM U UCTATa He JI0Beie [10
10jaBa Ha OKY/IaDHU M eKCTPa-OKYJIapHU KOMIUTAKAI[UK.

3AK/IYYOK

Pana pmjarHo3a, MyITHAWCIUIUIMHAPEH MPUCTANl U
TPeTMaH, Kako ¥ JIONTOTPajHO Cilefiehe, ce TPUOPUTETH
BO MEHAIIMPabETO Ha 0BOj MHTPAOKyIapeH Tymop. [loBeke
OMIMM 3a TPeTMaH HAa PeTHMHOOTAaCTOM Ce [OCTarHu
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BO OKy/IlapHaTa OHKOJIOTHja, KOM MOMKe Jia ja u30erHar
noTpebata of eHykieaiuja. Ilenra Ha TpeTMaHOT Ha
0BOj MAJIITHOM € TIpe]| ce Jla ce 3rojieMaT CTarKhTe Ha
TIPEeKUBYBame, Jla Ce 3auyBa BUHATa (DYHKIMja, a CO
TOA ¥ J]a Ce OBO3MOKU MOKBAJIUTETEH JKMBOTOT HA OBME
Zeriara.
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BILATERAL RETINOBLASTOMA
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ABSTRACT

Retinoblastoma is the most common intraocular tumor in childhood. It occurs in 3% of all childhood malignancies.
The incidence of retinoblastoma in the world is approximately 1 in 18 000 newborns. Retinoblastoma is very
malignant, metastases through the lymphatic and bloodstream or through lamina cribrosa.

In the paper we present a male child of 20 months with a bilateral retinoblastoma. Retinoblastoma is diagnosed
in an advanced phase, the right eye is classified in group E, and the left eye in group C. The child is treated with
intra-arterial chemotherapy (IAC) - 2 cycles and the tumor is in regression.

Early diagnosis, multidisciplinary approach and treatment, as well as long-term follow-up, are priorities in
managing this intraocular tumor. That will contribute for increase in survival rates, preservation of the eyeballs
and, if possible, the preservation of the visible function.

Key words: retinoblastoma, bilateral, intra-arterial chemotherapy (IAC)
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ABSTRACT

Intussusception is defined as an invagination of one segment of the gastrointestinal tract and its mesentery
(intussusceptum) into the lumen of an adjacent distal segment of the gastrointestinal tract (intussuscipiens).
Adult intussusception is a rare condition which can occur in any site of gastrointestinal tract from the stomach
to the rectum. More than 80% of the cases of adult intussusception are reported to be caused by neoplasms.
Primary malignant lesions (carcinoma and lymphoma) are the most common underlying malignant lesions. In
adults, intussusception typically manifests as an acute or chronic obstruction and its presentation is similar to
that of bowel obstruction. Diagnosis may be delayed because of its longstanding, intermittent, and non-specific
symptoms.

A case of 40-year old male patient with abdominal discomfort, distension, pain, diarrhea and occasional
constipation in the few weeks’ period prior to admission on our department is presented. Gastrografin contrast-
enhanced imaging bowel investigation was performed and it showed a narrowed segment of the terminal ileum
with an enlarged segment proximally, 20-30cm in length. This finding was an indication for an abdominal CT scan
and an ileo-colonic invagination was detected. The terminal ileal segment was invaginated to the coecum and
ascending colon. The circulation of the invaginated segment was not compromised. As soon as the diagnosis was
made, a laparotomy was performed. The intraoperative finding was an ileo-ileo-coeccal invagination with an ileal
tumor lesion and local fibrinopurulent peritonitis in the site of the invagination, accompanied with uncomplicated
Meckel’s diverticulum. The ileo-coeccal invagination was spontaneously reduced and a resection of the terminal
ileum including the Meckel's diverticulum with ileo-coeccal latero-lateral anastomosis was performed. The
resected segment was subject to a pathohistological analysis. The patohistological finding was a diffuse large B
cell lymphoma of the terminal ileum.

Keywords: ileo-ileo-coeccal intussusception, B cell lymphoma, Meckel’s diverticulum

INTRODUCTION

Intussusception is defined as an invagination of one
segment of the gastrointestinal tract and its mesentery
(intussusceptum) into the lumen of an adjacent distal
segment of the gastrointestinal tract (intussuscipiens).1
Adult intussusception is a rare condition which can
occur in any site of gastrointestinal tract from stomach
to rectum.1

Approximately 5% of all intussusceptions occur in
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adults, accounting for 1% of all bowel obstructions.
Intussusceptions are classified according to their location
(enteroenteric, ileocolic, ileocecal, or colocolic) and cause
(benign, malignant, or idiopathic).2 Unlike children,
where most cases are idiopathic, intussusception in
adults has an identifiable etiology in 80- 90% of cases.1
More than 80% cases of adult intussusception are
reported to be neoplasms.3,4 Primary malignant lesions
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(carcinoma and lymphoma) are the most common
underlying malignant lesions.3,5,6

The spectrum of clinical presentations depends on the
site of the intussusception, the timing of the clinical
presentation, and the predilection for spontaneous
reduction.1 In adults, intussusception typically manifests
as an acute or chronic obstruction and its presentation is
similar to that of small and large bowel obstruction.1,7,8
Unlike intussusception in children, an acute abdomen is
very often present in adults. The most common symptom
in the acute presentation is abdominal pain (71-100%),
intermittent abdominal pain and vomiting (40-60% of the
cases) and bleeding per rectum (8-27% of the cases).1,5

Diagnosis can be delayed because of its longstanding,
intermittent, and non-specific symptoms and most cases
are diagnosed during an emergency laparotomy.9 Several
procedures are used in diagnosing an intussusception.

Plain abdominal film report signs of acute intestinal
obstruction (air-fluid levels) with average sensitivity
about 25%.1

Barium enema signs of intussusception include a
spiral, “coil spring” or “stacked coin” appearance with
narrowed central canal. These signs result from the
retrograde filling of the contrast between the walls of the
invaginated bowel loop. The narrowed central canal is the
edematous, obstructing intussusceptum. Barium enema
remains limited to the ileocolic or colonic lesions.1

Ultrasonography is characterized with a “target and
doughnut” sign (an even thickened hypoechoic outer
and a central hyperechoic core on transverse view), a
“crescent-in-doughnut” sign (an even outer hypoechoic
rim with a central hyperechoic crescent) or a “multiple
concentric rings” sign (a mass with multiple alternating
hypoechoic and hyperechoic concentric rings).1

Color Doppler may be helpful in determining the degree
of vascular compromise of the involved segments. 1,10

Abdominal CT is the most useful diagnostic tool, not
only for detecting an intussusception, but it also helps in
identifying the underlying cause. While the appearance
of intussusception is characteristical on a CT scan, its
etiology usually cannot be established. 5,8,12

After the bowel intussusception is diagnosed, it should be
treated adequately. There is no universal agreement upon
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the correct treatment of adult intussusception, although
surgical intervention is considered to be necessary.3,11
The type of intervention depends on the patient’s medical
history and intraoperative findings.5,11 All patients with
enteric lesions who have not had a previous laparotomy
should undergo a resection without reduction, because
of the high incidence of associated malignancy and
should be treated by oncological principles.1,13 Primary
resection without reduction should also be performed
due to theoretical risks of perforation and seeding of the
bowel’s microorganisms or tumor to the peritoneal cavity
and/or venous embolization.10

CASE REPORT

Our patient was a 40-year old male complaining of
abdominal discomfort, distension, pain, diarrhea and
occasional constipation during the few weeks’ period prior
to admission to our department. The onset of medical
condition started with epigastric pain. A gastroscopy was
performed, which showed an inflamed gastric mucosa,
and the H. pylori test was positive. Oral diet and treatment
for H. pylori infection was recommended. The suggested
therapy did not resolve the condition, on the contrary, a
week before the admission, the patient had symptoms
of howel obstruction presented with vomiting, absence
of gases and stool. The condition was partly resolved
with an intravenous rehydration and bowel peristaltic
stimulation. Two days prior the admission, a gastrografin
contrast-enhanced imaging bowel investigation was
performed, which showed a narrowed segment of the
terminal ileum with an enlarged segment proximally,
20-30cm in length. Despite the narrowing, the contrast
passed through the segment into the colon. (Fig.1)

Fig.1: Gastrografin contrast-enhanced imaging bowel
investigation
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This finding was an indication for an abdominal CT scan. A day before the admission, a contrast-enhanced CT scan was
performed and an ileo-colic invagination was detected. The terminal ileal segment was invaginated to the coeccum
and ascending colon. The vascularization of the invaginated segment was not compromised. (Fig. 2-4)

Fig.2: Transverse plane Fig.3: Coronal plane Fig.4: Sagittal plane

A laparotomy was performed and the intraoperative finding was an ileo-ileo-coeccal invagination with ileal tumor
lesion and a local fibrinopurulent peritonitis of the site of the invagination. (Fig. 5, 6) A secondary finding was an
uncomplicated Meckel’s diverticulum. (Fig. 7)

Fig.5: Ileo-ileo-coeccal Fig.6: Local fibrinopurulent Fig.7: Meckel’s diverticulum
invagination peritonitis

The ileo-colic invagination reduced spontaneously and resection of the terminal ileum including the Meckel’s
diverticulum with ileo-coeccal latero-lateral anastomosis was performed. The resected segment was a subject to
pathohistological analysis. (Fig. 8, 9) The patohistological finding was a diffuse large B cell lymphoma of the terminal
ileum.

After the surgery, the patient was suggested to consult a hematologist for appropriate chemotherapy. Prior to the
chemotherapy treatment, a whole-body PET scan was performed. There were no signs for metastases. (Fig. 10) The 5
years follow up period was uneventful
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Fig.8: Resected bowel segment
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DISCUSSION

Adult intussusception is a rare condition which can
occur in any site of gastrointestinal tract from stomach
to rectum.l Intussusception commonly occurs at
the junctions between freely-moving segments and
retroperitoneally or adhesionally fixed segments.10
More than 80% of the cases of adult intussusception are
reported to be neoplasms. 3 Malignant causes of small
bowel intussusception include primary leiomyosarcomas,
malignant gastrointestinal stromal tumors, carcinoid
tumors, neuroendocrine tumors and lymphomas.1 Non-
Hodgkin lymphomas of the ileum can be the leading point

Fig.9: Ileal tumor lesiona

for ileo-colic intussusceptions, such as in our presented
case.7,14,15 Carcinoma of the appendix is a rare etiological
factor for small bowel intussisception.

Diagnosis can be delayed because of its longstanding,
intermittent, and non-specific symptoms and in most
cases are diagnosed during an emergency laparotomy.
Several procedures are used to set the diagnosis of
intussusception. Abdominal CT is the most useful
diagnostic tool, not only for detecting an intussusception,
but it also helps in identifying the underlying cause.5,8

Intussusceptions seen on CT that had a neoplastic lead
point are significantly longer and have a significantly
larger diameter than non-neoplastic ones.5,8,12 Proximal
dilatation of the small bowel is significantly more
common in intussusceptions with a neoplastic lead point,
which correlates with the finding during our gastrografin
contrast investigation.

After setting the diagnosis of adult intussusceptions,
primaryresection without reductionshould be the method
of choice for treatment of these patients. Bowel resection
with oncological principles should be followed in every
case where a malignancy is suspected. The theoretical
risks of preliminary manipulation and reduction of an
intussuscepted bowel include: (1) intraluminal seeding
and venous tumor dissemination, (2) perforation and
seeding of microorganisms and tumor cells to the
peritoneal cavity and (3) increased risk of anastomotic
complications of the manipulated friable and edematous
bowel tissue.7,16 Reduction of the intussuscepted bowel
is considered safe for benign lesions in order to limit the
extent of resection or to avoid the short bowel syndrome
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in certain circumstances.7,17,18

In the presented case, the intraoperative finding was
an ileo-ileo-coeccal invagination with ileal tumor lesion
and local fibrinopurulent peritonitis in the site of the
invagination. Accordingtothebasicprinciples,ileo-colonic
invagination was spontaneously reduced and resection of
the terminal ileum including the uncomplicated Meckel’s
diverticulum with ileo-coeccal latero-lateral anastomosis
was performed. The patohistological finding was diffuse
large B cell lymphoma of the terminal ileum, which
belongs to the group of Non-Hodgkin’s lymphomas of the
ileum. They are reported as a most common malignant
leading points for ileo-colic intussusceptions.3,5
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AIICTPAKT

Wurycycuernuja ce nednHNpa KaKO MHBATMHUpAhe Ha efleH CerMeHT Off FaCTOMHTECTUHATHUOT TPAKT U HETOBUOT
Me3eHTepUyM (MHTYCYCLIENTYM) BO JIYMEHOT Ha [IUCTAJIeEH CeTMEHT Of] TaCTPOUHTECTUHAJTHUOT TPAKT (MHTYCYCIIUTTUEHC).
VHTYyCyCLenLyjaTa Kaj BO3pacHU e peTKa coCTojba Koja MosKe fia ce CJIydu Ha OM/I0 KOe HUBO O] FTaCTPOMHTECTUAHITHAOT
TPaKT, OJ1 JKeyAHUK [10 peKTyM. [ToBeKe o1 80% o1 c/ydaunTe HA MHTYCYCLIENIM]ja Kaj BO3PACHU ce cCMeTa JieKa ce JlojKaT
Ha Heoryia3Mu. [IpumapHuTe HeorutazMu (KapliyuHOMHU U TUMbOME) ce HajuecTu. VHTyCycIernjaTa Kaj BO3pacHu
ce MaHudecTHpa o akyTHa WM XPOHUYHA OTICTPYKIIWja, KIMHUUKA CJIMKA Koja OffroBapa Ha 1peBHA OICTPYKIUja.
llnjarnozara Moske ma Ouzie ofyiosKeHa Topajiv JOToTpajHuTe, MOBpeMeH! U HeCTTelUUIHU CUMITTOMU.

[TpesenTtupan e cryuaj Ha 40 rofguieH Mask Co CMMITTOMI Ha abfloMuHaseH uckoMbopT, TUCTeH3uja, 6onka, fujapea
1 TIOBpeMeHa OICTUIalija BO MIePUONOT Off HEKOJIKY Helle/ln Tpef, XOCIuTaau3alnyjata. Peanusupana e racaxa Ha
1peBara co racrporpaduH, co HAOJ] 3a CTECHET CErMeHT 07 TEpMUHAJIEH UJIeYM U MMPOKCUMATHO JIUIaTUPaH CerMeHT
BO pomkuHa of okony 20-30 cm. OBoj Haop Oellle NpUUMHA 3a peaju3upame Ha KOMITjyTepcKa Tomorpadguja Ha
abmoMeH, Ha Koja ce BepuduMpanie Wieo-KojMuHa UHBarnHanuja. TepMuHajHUOT uieyMm Oelle MHBArMHUPAH BO
LIEKYMOT W aclleH/IeHTHUOT KOJIOH. Backynapusaliyjata Ha MHBArMHUPAHUOT CEIMEHT He Oellle KOMITPOMUTHPAHA.
[lo mocraByBame Ha [WjarHosara, ce peajus3upalle jarapoToMuja. VHTpaonepaTHBHUOT Haof Oellle UIeo-useo-
lleKaJlHa MHBarMHaIMja co Tymopcka dhopMmalija Ha WieyM, JiokasieH (hrOpUHONYpy/IeHTeH MePUTOHUT HAa MEeCTO
Ha MHBarvHauujaTta, NpuapyKeHa co HeKOMIUTMLUpaH MeKesioB AuBepTUKYIyM. Veo-1ieKajHaTa UHBaruHaluja ce
pellyLidpalie ClIOHTaHo, Ce HallpaBu peceKiiyja Ha TEPMUHAJIHUOT UJIeyM BKJIYUyBajKU ro U MeKeJIoBUOT AUBEPTUKYITYM
1 Kpeuparbe Ha WIeo-11eKo jlaTepo-jarepajyHa aHacToMo3a. PeceliupaHoT cerMeHT Oellle IpaTeH Ha MaToXUCTOIOIKO
ucnenyBatme 1 nobuen e Haog 3a diffuse large B cell lymphoma Ha TepMuHaieH uneym.

KJIYUHM 300pOBU: UIle0-Uiieo-1ieKasHa uurycyctennuja, B cell lymphoma, MekenoB auBepTukymym
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ANGINA LUDWIG OR ANGINA OF THE ORAL CAVITY FLOOR AS A
COMPLICATION OF THE SUBMANDIBULAR GLAND SIALOLITHIASIS

Ilieva S', Maliqi F", Stoshevska AL
IGeneral Hospital Kumanovo, Departmant of ENT and Department of Ophthalmology

Medicus 2018, Vol. 23 (1):104-108
ABSTRACT

Ludwig’s angina is a severe infection on the floor of the oral cavity of the subcutaneous and connective tissue
which most commonly occurs as a secondary tooth infection or other infection of the oral cavity and if not treated
properly it can cause obstruction of the upper respiratory organs.

The condition that starts as limited quickly causes alarming local symptoms, which make it one of the most
terrifying diseases. If the treatment is not fast, mortality is high in the early stage, approximately 50 percent given
by different authors.

Case Report: A 49 year old male patient who presents with a painful, warm and hard swelling in the submandibular
and submental region with pronounced dysphagia and difficulties in speech. Before, in several occasions he
experienced a sudden swelling of the right submandibular gland which retreated quickly, but the patient did
not do any investigations. Sublingually in the region of the ostia is present an almond shaped swelling from
which thick pus is drained. The patient is admitted immediately to the otorhinolaryngology department, is being
observed and treated with infusion therapy with three ampullar antibiotics in infusion solutions, intravenous
corticosteroid therapy by scheme in high doses, symptomatic therapy, local treatment. Laboratory investigations,
echosonography of salivary glands and X-ray of the floor of the oral cavity are made. After a short period of 24-48
hours an improvement occurred and in the first 12 hours the patient experienced spontaneous elimination of a
large ovate concretion of 25 mm x 15 mm through a natural opening sublingually and in the next 24 hours an
elimination of two smaller stones as well as sand.

A consultation with the maxillofacial clinic for the treatment of the submandibular gland was made. An extirpation
of the right submandibular gland was performed one month after the occurrence of Angina Ludwig.

Keywords: Ludwig’s angina, sialolithiasis, echosonography, upper respiratory obstruction.

INTRODUCTION virulent and invasive organisms being the causative
agents. This condition has an acute onset and develops
rapidly, over a short course of hours and majority of cases
follow an inadequately managed or neglected odontogenic
infection. Other causesinclude parapharyngeal abscesses,
Ludwig’s angina is a type of severe, diffuse cellulitis, mandibular fracture, oral lacerations or piercing, or
involving the bilateral tissue spaces on the floor of the gyhmandibular sialodentitis. The external signs of
mouth, namely the submandibular, submental and [udwig’sangina mayinclude bilateral lower facial oedema

sublingual spaces. Cellulitis is a spreading infection of around the mandible and upper neck. Intraoral signs
connective tissue through tissue spaces, normally with

Ludwig’s angina, also known as Angina Ludovici, is named
after a german physician, Wilhelm Frederick von Ludwig,
who first described this condition in 1836.
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may include elevation of the floor of the mouth, due to
sublingual space involvement and posterior displacement
of the tongue, creating the potential for a compromised
airway. Additional symptoms may include painful neck
swelling, tooth pain, dysphagia, shortness of breath, fever
and general malaise. Stridor, trismus and cyanosis may
also be seen when an impending airway crisis is nearing.

The most prevalent cause of Ludwig’s angina is
odontogenic, accounting for approximately 75% to 90%
of cases. However oral ulcerations, infections of oral
malignancy, mandible fracture, bilateral sialolithiasis-
related submandibular gland infection and penetrating
injuries of the floor of the mouth have also been reported
as potential causes of Ludwig’s angina.

Sialolithiasis is more frequent in male patients. Incidence
peaks between the age of 30 and 60 years and it is
uncommon in children, only 3% of all sialolithiasis cases
occur in the pediatric population. Sialolithiasis affects
the submandibular gland in 80-90% of cases, mainly
unilaterally but without a preferred side; this finding is
partly explained by recent post-mortem morphometric
studies which found a symmetry between the right
and left gland. In our experience, the average size of
submandibular stones is about 7.3 mm, although giant
sialoliths measuring up to 7 cm have occasionally been
described . The majority of calculi are located in the
distal third of the duct or at the hilum of the gland; pure
intraparenchymal stones are infrequent .

Salivary stones, also known as sialoliths, are calcified
concrements in the salivary glands. Sialoliths are more
frequently located in the submandibular gland (84%),
than in the parotid gland (13%). The majority of the
submandibular stones are located in Wharton’s duct
(90%), whereas parotid stones are more often located in
the gland itself.

Ultrasonography currently represents an excellent first-
level diagnostic technique insofar in experienced hands,
it reveals ductal and highly mineralised stones with
a diameter of at least 1.5 mm with an accuracy of 99%.
X-ray, sialography, CT scan et MRI has more recently been
introduced as a new diagnostic tool for visualising the
duct system of salivary gland.

CASE REPORT

A 49 year old male patient who presents with a painful,
warm and hard swelling in the submandibular and
submental region with pronounced dysphagia and

Case report I

difficulties in speech. Before, in several occasions he
experienced a sudden swelling of the right submandibular
gland which retreated quickly, but the patient did not
do any investigations. Sublingually in the region of
the ostia is present an almond shaped swelling from
which thick pus is drained. The patient is admitted
immediately to the otorhinolaryngology department,
is being observed and treated with infusion therapy
with three ampullar antibiotics in infusion solutions,
intravenous corticosteroid therapy by scheme in high
doses, symptomatic therapy, local treatment. Laboratory
investigations, echosonography of salivary glands and
X-ray of the floor of the oral cavity are made. Laboratory
follow-up showed high leukocytes, high sedimentation and
high levels of CRP. Echosonography of the salivary glands
and X-ray of the salivatory duct system, CT scan and MRI
show any process in the spaces on the floor of the mouth,
namely the submandibular, submental and sublingual
space. After a short period of 24-48 hours an improvement
occurred and in the first 12 hours the patient experienced
spontaneous elimination of a large ovate concretion of 25
mm x 15 mm through a natural opening sublingually and
in the next 24 hours an elimination of two smaller stones
as well as sand. A consultation with the maxillofacial
clinic for the treatment of the submandibular gland was
made. An extirpation of the right submandibular gland
was performed one month after the occurrence of Angina
Ludwig.

X-ray (Radiography) of the floor of the oral cavity

105 | Medical Journal - MEDICUS

AN



I Case report

Echosonography of the submandibular gland

METHODS & MATERIALS

Initially we wuse clinical investigation, laboratory
investigation, radiological investigation, echosonographic
investigation. Additional investigations show us what
cause led to the occurrence of Angina Ludwig. When
sialolithiasis of the submandibular gland is the cause of
Angina Ludwig the following investigations are made.

Ultrasonography is first-level diagnostic technique. The
traditional diagnostic approach to duct stenosis includes
sialography, which is still considered the diagnostic gold
standard, and also plays a therapeutic role by stretching
the duct walls as a result of contrast medium injection.
Sialo-CT has also been proposed for the diagnosis of
abnormalities in the duct system. However, these imaging
modalities visualise the salivary duct system indirectly,
expose patients to radiation and may be complicated by
infections or iatrogenic lesions of the duct wall.

Magnetic resonance (MR) sialography has more recently
been introduced as a new diagnostic tool for visualising
the duct system up to the tertiary branches and the
parenchymal tissue. It has the advantages that it does
not require contrast medium, there is no radiation and
no need for ductal cannulation, it can also be performed
during acute gland infection and finally, the use of citric
acid to stimulate salivary secretion (dynamic sialo-MR)
allows a functional evaluation of the affected gland.
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Salivary stone / Sialolith of the submandibular gland

After treatment

DISCUSSION

Surgical incision and drainage are the main methods in
managing severe and complicated deep neck infections
and treatment has multidisciplinary approach. Different
imaging studies can be used in the evaluation. Ultrasound
is useful as a quick evaluator, but clinical diagnosis is very
important. For each patient, the treatment plan should be
done with consideration of each of the individual patient’s
differing factors. They are namely the stage of the disease
and co-morbid conditions at the time of presentation,
physician experience, available resources and personnel
are critical factors in formulation of a treatment plan.
There are four principles that guide the treatment of
Ludwig’s Angina: sufficient airway management, early
and aggressive antibiotic therapy, incision and drainage
in case of a fail in medical management or forming
localized abscesses, adequate nutrition and hydration
support. Each will be explained in detail below.

Sufficient airway management

Airway management has been found to be the most
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important factor in treating patients with Ludwig’s
Angina, i.e. it is the “primary therapeutic concern”.
Airway compromise is known to be the leading cause of
death in Ludwig’s Angina.

Early and aggressive antibiotic therapy

Antibiotic therapy is empirical, it is given until culture
and sensitivityresults are obtained. The empirical therapy
should be effective against both aerobic and anaerobic
bacteria species commonly involved in Ludwig’s Angina.
Only when culture and sensitivity results return should
the therapy be tailored to the specific requirements
of the patient. Empirical coverage should consist of
either a penicillin with a B-lactamase inhibitor such as
amoxicillin/ticarcillin with clavulanic acid or a Beta-
lactamaseresistant antibiotic as cefoxitin, cefuroxime,
imipenem or meropenem. This should be given in
combination with a drug effective against anaerobes such
as clindamycin or metronidazole. Parenteral antibiotics
are suggested until the patient is no longer febrile for
at least 48 hours. Oral therapy can then commence
to last for 2 weeks, with amoxicillin with clavulanic
acid, clindamycin, ciprofloxacin, trimethoprim-
sulfamethoxazole, or metronidazole.

Incision and drainage in case of a fail in medical
management or forming localized abscesses.

Respond to medical management within 48 hours.
Nutritional support

Adequate nutrition and hydration support is essential in
deciding the outcomes in any patient following surgery.

CONCLUSION

Salivary gland diseases are relatively common. The most
frequent non-neoplastic salivary disorder is obstructive
sialadenitis, which may be due to calculi, fibromucinous
plugs, duct stenosis, foreign bodies, anatomic variations,
or malformations of the duct system leading to a
mechanical obstruction associated with stasis.

Patients with obstructive sialadenitis present with
a history of recurrent painful periprandial swelling
of the involved gland, best known as the “meal-time
syndrome”, which is often complicated by recurrent
bacterial infections, with fever and a purulent discharge
at the papilla. Finally, early detection is imperative to
preventing the complications and having good airway
management to save life,

Case report I
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AHTUHA JTYIBUT HIN AHTHHA HA TIOJIOT HA YCHATA IIYIINHA KAKO
KOMIIIUKAITMJA HA CHJATO/TIUTHIJA3A HA CYBMAH/TUBY/TAPHATA AIIE3JA

Unuesa C, Mamuku @, CtomreBcka A.

173V Ommrra Bonauiia KymanoBo, ofyienn 0OTOPHHOIAPHHTOIOTH]a, O] 0()TaIMOIOTHja.

AIICTPAKT

Anruna Jlynsur e temka uH(beKIIMja Ha Mo/I0T Ha yCHAaTa IYIUIMHA W Toa Ha MOJIKOXKHO U CBP3HO TKMBO KOja HAjuecTo
ce jaByBa Kako cekyHjiapHa uHdeKirja Ha 3a0uTe Win pyra MHMeKIja Ha yeHaTa HyIJIMHa M Koja aKo He MouHe fia
ce TpeTupa COOABETHO MOKe fla TIpeu3BUKa OTICTPYKIIMja Ha TOPHO PeCTTMPATOPHU OPraHu.

Coctojbara Koja rouHyBa orpaHMueHo, Op30 MperM3BUKYBa ajlapMaHTHU JIOKAJIHU CUMITTOMH, IITO ja [paByu efHa off
HajcTpaliHuTe OomecT. AKO TpeTMaHOT He e Op3, BO paHaTa (ha3a MOPTAJIUTETOT € BUCOK, 110 Pa3/InyHU aBTOPU e
nameH MpUOIMKHO OKOMy 50 TTPOIIeHTH.

[Tpukas Ha ciyuaj: [TarpeHT Ha 49-roAuIIHa BO3PaCT Kaj Koj e MpUcyTeH 00JieH, TOTO/ U TBPJ OTOK BO cyOMaHAMOyIapHa
1 CyOMeHTasTHa peruja co n3paseHa aucdaruja M oTe;KHAT ToBop. [IpexomHo BO HEKOJIKY HaBpaTH ce CIyJyBasio
oflefHaIll a My OTede JlecHaTa cyOMaHAMOy/IapHa jKe3fa Koja Opry ce roBjieKyBasia, HO MALeHTOT He HarlpaBUI
HUKAKBU HcyenyBatba. CyOIMHTBaIHO BO ITpefiesl Ha OCTUYMUTE MTPUCYTEH OTOK KaKo 0OajieM Off KOj ce LIeIv TYCT THO;.
[TaleHTOT BeHALI ITPMMEH Ha OPJT Ofj[ie/IeHre OIICepBUpaH 1 MOCTaBeH Ha MH(MY3UOHAa Tepaliija Co TPU aMITyJIapHu
aHTUOMOTULIM BO MHQY3MOHM PACTBOPHM, MHTPABEHO3HA KOPTUKOCTEPOMIHA Tepalldja I10 IIeMa BO BUCOKU
11031, CUMITTOMATCKa Teparidja, JIOKajleH TpeTMmaH. PeannsupaHu 1ab0paTOpUCKK KCTIeyBarba, eXO0COHOrpadcKo
ncrieflyBarbe Ha TJTYHKOBHUTE KJIe3[U, PTr rpaduja Ha TOf Ha yCHA MIyTUinHa. 1o KpaToK BpeMeHCKU Tepuof Off
24-48 vaca HacTamnm rogobpyBare TPY HITO TMal[MeHTOT BO TPBUTEe 12 yaca crie[ld CIIOHTaHa eTMMUHaIMja MPeKy
TIPUPOMEH OTBOP CYOJIMHIBaIHO Ha TOJIEM OBaJieH KOHKPeMEHT of1 25 MM X 15 MM 3a 71a Bo HapeauTe 24 yaca uchpiu
yluITe 2 1oMajii KaMeHUMiba, KaKo UM Iecok. HarpaBeHa KOHCy/ITallMja co Makcuiaodaljajia KJIMHMKA 3a TPeTMaH
Ha cybmaHauOyIapHa skKie3na. PeanusupaHa eKcTUprialdja Ha JecHa cybmaHauOyiapHa skKjiesfa 110 elleH Mecel]
O/l HacTaHyBamwe Ha AHIuHa JIyBur.

Knyunu 360poBu: aHryMHa JIyaBur, cujaionnTrjasa, exocoHorpaduja, FTOpHO pPecIimpaTopHa OINCTPYKLMja.
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TRE ANETARE TE SHMSHM MARIN TITULLIN DOKTOR SHKENCE NE
FUSHEN E SHKENCAVE MJEKESORE

DR MERAL REXHEPI

Dr Meral Rexhepi, mjek specialist gjinekolog-obsteter, e punesuar ne Spitalin Klinik ne Tetove, me daten 05.02.2018
ne Fakultetin e Mjekesise, prane Universitetit “Shen Kirili dhe Metodi” ne Shkup, me sukses e e mbrojti tezen e
doktoratures me titull “Heparina me peshe molekulare te vogel, me ose pa aspirin ne prevenim te komplikacioneve
maternale dhe perinatale te shtatzanite e rrezikuara”, perpara komisionit arsimor-shkencor ne perberje: Prof.Dr
Borce Georgievski, Prof. Dr Slavejko Sapunov, Prof. Dr Milenka Blagoevska, Prof. Dr Vasil Iliev dhe Prof.Dr Nevzat
Elezi.

Autori ne tezen e saj te doktoratures ben nje analize te ndikimit te tromboprofilakses antenatale ne prevenim te
komplikacioneve maternale dhe perinatale te shtatzanite e rrezikuara. Motiv per kete studim ka gene ajo se shume
studime epidemiologjike ne dy deceniet e fundit kane vertetuar lidhjen ne mes gjendjes hipertrombotike te nena dhe
graviditetit me perfundim negativ. Komplikimet me te shpeshta per shkak te gjendjes hipertrombotike, e cila rezulton
me alteracione vazo-okluzive ne perfuzionin placentar gjate shtatzanise, jane: aborted spontane perseritese, lindjet
e parakohshme, SGA frytet, preeklamsioni, abrupcioni i placentes dhe vdekja intrauterine e frytit. Kjo teme eshte
problematike ge nuk eshte e studjuar mjaftueshem ne praksen tone si dhe nuk kemi gendrim plotesisht te sqaruar per
tromboprofilakse antenatale te shtatzanite e rrezikuara si pasoje e semundjes ishemike placentare.

Qellimi i studimit ka gene te analizohet se sa do te rritet numri i te posalindurve te gjalle te shtatzanite e rrezikuara
dhe sa do te zvogelohet numri i shtatzanive me komplikime, si pasoje e semundjes ishemike placentare, me perdorim
te terapise antenatale antitrombotike ne krahasim me shtatzanite pa tromboprofilakse antenatale. Rezultatet e ketij
studimi kane treguar rritje te pergindjes te te posalindurve te gjalle te shtatzanite e rrezikuara duke e redukuar
numrin e aborteve spontane. Nuk eshte verejtur redukim i rendesishem i komplikimeve te vonshme ne mes shtatzanive
te trajtuara dhe jo te trajtuara me tromboprofilkse antenatale.

Per shkak se pergindja e morbiditetit dhe mortalitetit perinatal ne vendin tone eshte shume i madh ne krahasim
me mesataren europiane, studimi eshte plotesisht i arsyeshem dhe besojme se do te jete i dobishem ne perdorimin
e terapise antitrombotike per perfundim pozitiv te shtatzanite e rrezikuara. Punimi eshte studimi i pare klinik ne
shtetin tone nga kjo fushe dhe besojme se do te kontribuoje ne prevenim te morbiditetit dhe mortalitetit perinatal
dhe do te jete suport i mire dhe nxitje per studim te metutjeshem ne kete fushe.
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DR BEKIM TATESHI

Dr.Bekim Tateshi, i lindur mé 13 shtator 1969 né Strugé. Shkollén fillore e vijoi né vendlindje né SHF “Véllezérit
Milladinovci”, ndérsa té mesmen né QAMO “Hajdar Dushi” né Gjakové, drejtimi teknik Ibiologjisé. Fakultetin e mjekésisé
e kreu ne Universitetin e Zagrebit né Kroaci. Pas mbarimit té stazhit dhe provimit shtetéror u angazhua né Entin pér
Nefrologji né Strugé, né repartin pér hemodializé kronike. Né vitin 2002 filloi specializimin né fushén e oftalmologjisé
né Klinikén Universitare té Syve né Shkup dhe me sukses e mbaroi né vitin 2007. Prej vitit 2003 éshté i angazhuar né
Klinikén Universitare té Syve né Shkup - né repartin e oftalmologjisé pediatrike dhe strabizmit. Ne vitin 2008 éshté
emeréruar me titullin asistent né katedrén e oftalmologjisé prané fakultetit té mjekésisé né Shkup. Nga Ministria e
Shéndetésisé éshté i caktuar si koordinator nacional pér Retinopatiné Prematurike dhe qysh nga viti 2009 me sukses
udhéheq skriningun e Retinopatisé Prematurike si dhe aplikon operacionet me lazerfotokoagulacion dhe aplikimin
e anti-VEGF te foshnjet e rrezikuara. Poashtu éshté ekspert né fushén e kirurgjisé té strabizmit, fakokirurgjise dhe
ehografise te syrit. Né vitin 2016 me sukses mbrojti disertacionin e doktoraturés me temé: “Retinopatia e prematurit
- skriningu dhe terapia bashkékohore” dhe fitoi titullin Doktor i Shkencave té Mjekésisé. Eshté pjesémarrés né shumé
kongrese, seminare, puntori me karakter nacional dhe ndérkombétar.

e
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DR ILIR HASANI

Dr. Ilir Hasani ka lindur mé 23 maj 1977 né Kumanové, ku edhe ka pérfunduar arsimin fillor dhe té mesém. Ai u
regjistrua né Fakultetin e Mjekésisé né Univerzitetin “Shén Kirili dhe Metodi” né Shkup né vitin akademik shkollor
1994/95 dhe u diplomua né vitin 2001 me mesatare 8.8.

Pas pérfundimit té praktikés obligative mjekésore , ai u punésua né Institucionin Mjekésor Privat “Zana” si mjek i
pérgjithshém. Qé nga viti 2003 ai punoi vullnetarisht né Klinikén e Traumatologjisé né Shkup, ku edhe ishte i pérfshiré
né ményré aktive né praktikén e pérditshme. Ai u punésua né Klinikén e Traumatologjisé né vitin 2004. Titullin
specialist né kirurgji té pérgjithshme e arriti né gershor té vitit 2008. Né vitin 2006 ai u zgjodh si asistent i ri, né vitin
2011 si asistent, dhe né vitin 2015 u zgjodh asistent-doktorant né Fakultetin e Mjekésisé né léndén e kirurgjisé. Nga viti
2009 deri né vitin 2010 ka mbajtur postin e drejtorit té Klinikés pér Sémundje Ortopedike né Qendrén Klinike-Shkup.
Né vitin 2009, ai u zgjodh pér pérfagésues kombétar i Komitetit té shoqatés mjeksore té Forcave té NATO-s.

Né gershor té vitit 2010 u emérua zévendés kordinator i klinikave kirurgjikale me Qendrén Emergjente, Klinikén pér
Anestezion, Rianimim dhe Kujdes Intensiv dhe Klinika e Sémundjeve Ortopedike.

Nga viti 2011 deri né vitin 2017 ishte drejtues i Qendrés Emergjente Kirurgjikale, ku dha kontribut té madh né
organizimin e shérbimeve emergjente,né dijagnostikén emergjente, né kujdesin emergjent té pacientéve me sémundje
akute kirurgjikale né kushte normale dhe né kushte té ndodhive masive.

Qé nga gushti i vitit 2017, me vendimin e Qeverisé sé Republikés sé Magedonisé, ai u emérua Drejtor i ISHP KU
té Traumatologjisé, Sémundjeve Ortopedike, Anestezisé,Reanimimit dhe Kujdesit Intenziv, Qendrés Emergjente né
Shkup. Né vitin 2017 ai u emérua Késhilltar Nacional i Ministrit té Shéndetésisé.

Ai ka marré pjesé né shumé kongrese, simpoziume dhe takime té tjera profesionale dhe shkencore té karakterit
ndérkombétar dhe kombétar si ligjérues i ftuar dhe éshté autor dhe bashkéautor i shumé botimeve dhe punimeve
shkencore qé jané shqyrtuar né revista , né kongrese dhe simpoziume.

Flet rrjedhshém gjuhén angleze, pér té cilén ka certifikaté té pranuar ndérkombétarisht nga Universiteti i Kembrixhit.
Ai ka njohuri né gjuhén gjermane dhe posedon aftési kompjuterike té jashtézakonshme.

Eshté anétar i Shogatés Mjekésore té Magedonisé, anétar i Shogatés Magedonase té Ortopedéve dhe Traumatologéve,
anétar i Shogatés Ao Alumni, anétar i Shogatés AO Spine dhe anétar i Kryqit té Kuq té Republikés sé Magedonisé.
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UDHEZIME PER AUTORET

Kéto té dhéna jané né pajtim me
“Kérkesat uniforme pér Doréshkrimet e Pranuara né
Revistat Biomjekésore”
Dokumentin komplet mund ta gjeni né wwuw.icmje.org)

Medicus éshté revisté ndérkombétare qé boton punime
origjinale shkencore, véshtrime revyale, punime
profesionale, prezentime rasti, kumtesa té shkurtra,
recenzione librash, raporte nga tubime shkencore, letra
dhe editoriale nga fusha e mjekésisé, stomatologjisé,
farmakologjisé si dhe nga fusha tjera té péraferta bio-
mjeksore.

Revista éshté organ i “Shogatés sé Mjekéve Shqiptaré né
Magedoni.”

Gjuha e botimeve éshté né Gjuhé Shqipe dhe Angleze
(késhilli redaktues mund té vendosé nése botimet do
té jené edhe né gjuhé tjera). Autoréve u kérkohet té
lektorojné dhe té redaktojné unimin e tyre veté, né
gjuhén pérkatése.

Ju lutemi pérdoreni madhésiné standarde té punimit né
format: Word pér Windows, Times New Roman 12.

Doréshkrimet dérgohen né format elektronik, qofté me

CD ose pérmes e-mailit tek Kryeredaktori,
Prof. Dr. Nevzat Elezi,

Zyra e Redaksisé, rr. Mehmed Pashé Deralla
nr.16, 1200 Tetové, apo né

e-mail: shmshm@live.com

Revista pér njé numér pranon jo mé shumé se njé artikull
nga njé autor, dhe jo mé shumé se dy si ko-autor.

Autorét duhet té deklarojné se kontributi i tyre nuk éshté
publikuar apo pranuar pér publikim diku tjetér, pérderisa
nuk pérfundon procedura vlerésuese ne Revistén toné.

Autorét gjaté aplikimit duhet té pérmbushin formen e
kerkuar nga Komiteti Ndérkombétar i Redaktoréve té
Revistave Mjekésore (ICMJE) pér Kriteret e autorésisé,
respektivisht “Kérkesave uniforme pér Doréshkrimet e
Pranuara né Revistat Biomjekésore”, cilén mund ta gjeni
né www.icmje.org .

Revista do té njoftojé pranimin e artikullit tuaj brenda
shtaté ditésh dhe do t’ju béjé me dije se kur do té
informoheni pér vendimin e késhillit redaktues.

Artikujt pér t'u botuar né Medicus do té recensohen.
Késhilli redaktues do té marré parasysh komentet
e recensuesit dhe pastaj mund té kérkojé nga autori
ndryshime apo plotésim té punimit.
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INFORMATION FOR AUTHORS

These guidelines are in accordance with the
“Uniform Requirements for Manuscripts Submitted
to Biomedical Journals”

(The complete document appears at wwuw.icmje.org)

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
language.

Please use standard-sized paper and submit your article
in the following formate: Word for Windows, Times New
Roman 12.

Manuscripts should be submitted in electronic format,
either on disc or by e-mail to the Editor-in-Chief,

Nevzat Elezi, MD. PhD

Editorial Office, Str. Mehmed Pashe Deralla,
No 16, 1200 Tetovo,

Email: shmshm@live.com

The Journal allows submission of no more than one
article as an author, and at most two, being a co-author
per issuance.

The authors attest that their contribution has neither
been published nor submitted for publication elsewhere,
untill the editorial procedure is over.

Authors should adhere to the International Committee of
Medical Journal Editors (ICMJE) authorship criteria in so
far as they apply. These can be found at www.icmje.org.

The Journal will acknowledge receipt of your article
within seven days and let you know when you will be
informed of the editorial board’s decision.

Articles to be published in Medicus will be peer-reviewed.
The editorial board will take into account the reviewer’s
comments and may then promt the author for changes or
further work.
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Numri i fageve (pérfshiré tabelat dhe/ose figurat/
ilustrimet) varet nga lloji i artikullit:

punim origjinal hulumtues -deri nel2 fage dhe jo mé
shumé se 6 tabela dhe/ose grafikone/fotografi;

punim profesional ose punim revyal - deri ne 8 fage dhe
jo mé shumé se 4 tabela dhe/ose figura/imazhe;

prezantim rasti apo kumtesé e shkurtér - deri 6 fage dhe
maksimum 3 tabela dhe/ose figura/imazhe.

Letér redaksisé - deri 2 fage

Sé bashku me doréshkrimin, dorézoni njé fage me
titullin e artikullit; emrin/at e autorit/ve, duke pérfshiré
emrin me jo mé shumé se dy tituj shkencor; emrin e
departamentit dhe institucionit né té cilin éshté bhéré
punimi; institucioni ku punon ( pér secilin autor); si dhe
emri dhe adresa e autorit té cilit do ti adresohen kérkesat
nga ana e Redaksisé (shihni Informacionet plotésuese pér
autorét)

Abstrakti duhet te jete me jo mé shumé se 250 fjalé.
Duhet té konsistojé né katér paragrafé, i klasifikuar né
Hyrje, Metodat, Rezultatet dhe Diskutimi (Pérfundimet).
Ato duhet té pérshkruhen shkurt, respektivisht, problem
genésor i studimit, se si éshté kryer studimi, rezultatet e
fituara, dhe perfundimi.

Tabelat, figurat dhe legjendat (shihni Informacionet
plotésuese pér autorét)

Fjalét kyqge -Tri deri pesé flaje apo fraza te shkurtéra
duhet t'i shtohen pjesés sé fundme té fages sé abstraktit.

Citatet e referencave né tekst duhet fillimisht té jené nga
revistat e indeksuara né PubMed. Stili i referencave gé
kérkohet nga Medicus éshté i formatit Vancouver (shihni
Informacionet plotésuese pér autorét).

Shkurtimet (akronimet) pérdoren pér njésité matése,
kurse né raste tjera kur pérmendet pér heré té paré, ai
duhet té jeté i sqaruar me fjalén bazé bashkangjitur.

Pér té gjitha barnat duhet té pérdoren emrat gjenerik
ndérkombétar. Nése né hulumtim jané té pérdorura
brendet e patentuara, pérfshini emrin e brendit né kllapa
né paragrafin e Metodave.

Doréshkrimi i dérguar tek botuesi duhet té shénohet nga
autorét , nése jané né seksionin e “punimeve origjinale
shkencore” apo né pjeset tjera pérmbajtesore té revistés.

Autorét marrin dy kopje té botimit pérkatés.
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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
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pérmendni ndonjé modifikim/ndryshim qé keni béré. Jepni arsyet
pér pérdorimin e tyre dhe vlerésoni kufizimet e tyre. Né fund,
pérshkruani se si i keni analizuar té dhénat tuaja, duke pérfshiré
metodat statistikore dhe pakon programore qé keni pérdorur.

Autorét e doréshkrimeve té rishqyrtuara duhet té pérfshijné
njé paragraf gé pérshkruajné metodat qé kané pérdorur pér
lokalizimin, pérzgjedhjen, ekstrahimin dhe sintetizimin e té
dhénave. Pérdorni formén joveprore té foljes, né vetén e treté, kur
dokumentoni metodat, gjé qé do té fokusonte vémendjen e lexuesit
tek puna qé éshté béré e jo tek hulumtuesi (P.sh. Jané marré, jané
realizuar, jané prezantuar etj.)

2. a) Statistikat: Pérshkruani metodat statistikore me detaje
té mjaftueshme pér t'ia mundésuar njé lexuesi me njohje né até
fushé t'i qaset té dhénave origjinale pér té verifikuar rezultatet e
raportuara. Kur éshté e mundur, pércaktoni sasiné e zbulimeve
dhe prezantoni ato me indikatoré pérkatés té gabimeve né
matje apo pasiguri (si¢ jané inter-valet e besueshmérisé). Evitoni
mbéshtetjen vetém né testet statistikore té hipotezave, sic jané
vlerat p, qé déshtojné té transmetojné informacion té réndésishém
mbi madhésiné e efektit. Jepni detaje rreth pérzgjedhjes sé rasteve
(randomizimi) dhe pérshkruani metodat dhe sukseset e vro-jtimit
gjaté realizimit té studimeve té verbuara. Definoni termet
statis-tikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

3. Rezultatet: Ky paragraf duhet t'i béjé gjetjet tuaja té 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).

Information for authors I

Journal articles:

1. Lahita R, Kluger J, Drayer DE, Koftler 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-
ries in 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.

Books and other monographs:

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. Osler AG. Complement: mechanisms and functions. Englewood
Cliffs: Prentice-Hall, 1976.

Avoid using as references abstracts; “unpublished data” and
“personal communications”. References to accepted but yet
unpublished articles are allowed to be made, only if you note “in
press”.

6. Acknowledgements: You may wish to acknowledge people who
have helped you. These can range from those who supported you
with exper-imental techniques to those who read or offered advice
on your final manuscript.

7. Data file format for illustrations (figures): JPG

If photographs of patients are used, either the subjects should not
be identifiable or their pictures must be accompanied by written
permis-sion to use the figure. Permission forms are available from
the Editor.

If data files are too big for transmission as an Email attachment
submis-sion of a CD to our address is recommended.

8. Legends for Illustrations (Figures)

The legend of a table has to be placed above the table. The reference
of a table, which has been taken from another publication, must
be placed below the table. (It is the author’s responsibility to
obtain the permission of reproduction from the publishers of the
publication.) Figure legends are to be placed at the end of the paper.
The reference of a figure taken from another publication stands
at the end of the legend. (Permission of reproduction must be
obtained from the publishers of this publication).
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