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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.

G Profesionin tim do ta ushtroj me ndérgjegje e me dinjitet. Shéndeti i
e pacientit tim do té jeté brenga ime mé e madhe. Do t'i respektoj e do
3 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

7,( pérkatésia e besimit, e nacionalitetit, e racés, e politikés, apo pérkatésia
L3 klasore. Qé nga fillimi do ta ruaj jetén e njeriut né ményré apsolute. As
b né kushtet e kércénimit nuk do té lejoj té keqpérdoren njohurité e mia

4 mjekésore qé do té ishin né kundérshtim me ligjet e humanitetit. Kété
¥ premtim po e jap né ményré solemne e té liré, duke u mbéshtetur né
;- nderin tim personal.

& The Oath of Hippocrates

" Upon having conferred on me the high calling of physician and

Eﬁ entering medical practice, I do solemnly pledge myself to consecrate
> my life to the service of humanity. I will give my teachers the respect
"{f" and gratitude which is their due. I will practice my profession with

%o conscience and dignity. The health of my patient will be my first

consideration. I will respect the secrets which are confided in me, even

after the patient has died. [ will maintain by all the means in my
5. power, the honor and the noble traditions of the medical profession..
7 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

. sunder threat and I will not use my medical knowledge .
contrqry to the laws of humanity. [ make these
prorﬁ@fés solemily, freely and upon my honor

{4 V¥
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ABSTRACT

Objective: The aim of our study was to evaluate whether autologous Platelet-Rich Plasma (PRP) injected in the
ovarian cortex has therapeutic potency in restoring ovarian function in poor ovarian responders (PORs) after
one-month therapy. PRP is beginning to be used in the treatment of ovarian infertility with a possible explanation
for its role in improving the follicular microenvironment as well as the influence of growth factors on ovarian
stem cells in postnatal oogenesis. Methods: This prospective randomized study included women who contacted
the department of IVF in the period from 2017-2018. Women were selected according to the ESHRE consensus
on the definition of PORs. A total of 30 women were divided in two groups according to the patient choice:
ovarian PRP injection (15 patients) or no intervention (15). PRP was prepared by Regen ACR®-C Kit according to
the manufacturer’s guidelines. Approximately 3-5 ml of the PRP was injected in ovarian cortex using transvaginal
ultrasound guidance. The serum concentration of FSH, LH, estradiol and AMH were determined before the
treatment and day-3 of first menstrual cycle after treatment in order to monitor ovarian function. Results: After
PRP treatment, the women had significant improvement in ovarian reserve. AMH level in serum was significantly
increased, p<0,05 (p=0,02), FSH level significantly decreased, p<0,01(p=0,003) and number of antral follicles after
applying the PRP significantly increased, p<0,001 (p=0,0007). Conclusions. One-month therapy with PRP has the
potency of significantly recovering ovarian function both in its hormonal and follicular development abilities.

Key words: poor ovarian reserves, platelet-rich plasma, Growth Factors

INTRODUCTION alpha granules are a major part of the PRP. They induce,
through appropriate transmembrane receptors in target
cells, a whole range of intracellular processes leading
to proliferation, differentiation, matrix formation,
osteoid production, collagen synthesis, haemostasis, and
everything that leads to tissue recovery and regeneration.
It is noted, that the mitogen effects of PRP are only
limited to augmentation of the normal healing process
and is theoretically not mutagenic, as the GFs released
do not enter the cell or its nucleus, but only bind to the
membrane receptors and induce signal transduction

Due to remarks of more authors where the use of PRP
improves the function of the target organ, it starts
an enthusiastic use of PRP in patients with ovarian
insufficiency (1). A possible explanation is the probability
of improving the follicular microenvironment as well
as the influence of growth factors on ovarian stem
cells in postnatal oogenesis. Receptors for growth
factors presented on granulose cells confirming their
association with the activation process of the primordial
follicles. The Growth Factors (GFs) contained in platelet
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mechanisms (2).

Oogenesis is the most significant function of the ovarian
tissue. For a long time, it was believed that a woman was
born with a certain reproductive potential. This dogma
has been challenged by evidence supporting postnatal
oogenesis in mammals (3). Reports demonstrating
formation of new oocytes from newly discovered germline
stem cells, referred to as oogonial stem cells (OSCs), has
opened new avenues for treatment of female infertility
(4). In this context, Tilly’s latest review discusses a new
concept of how oocyte and their precursor cells can be
metabolically altered in order to maintain or increase
ovarian function and fertility in a woman. However, if it
can be shown that human OSCs are possible precursors
of oocytes capable of further fertilization, then they
have a potentially high value in the treatment of fertility
dependent on aging (5). In addition, it is assumed then
OSCs are necessary in the process of haemostasis,
regeneration and protecting the integrity of the ovarian
tissue. Namely, on the surface single-layer epithelium,
“injury” is caused with each ovulation, monthly, and
followed by local tissue repair (6).

MATERIALS AND METHODS

The study was approved by the local Ethnics Committee
and the Institutional Review Board, and each patient
included in the study signed an informed written consent.
The study included PORs who meet at least two of the
followingthree Bolognacriteria, publishedbythe European
Society of Human Reproduction and Embryology (ESHRE)
in 2011. They had normal hysteroscopy and their partners
had a normal semen analysis (7). The exclusion criteria
were ovarian insufficiency due to gonadal dysgenesis
and chromosomal abnormalities, immunoglobulin A
deficiency, large surgical repairs of pelvic floor leading
to the creation of severe pelvic adhesions, the use of
anticoagulants, psychotropic medicaments, psychiatric
disorders, carcinomas or a history of chronic pelvic
pain (8). Women with present infection, haemoglobin
lower than 11g/L or platelets lower than 150x10X/uL were
excluded from study (9). In our study, we used a Regen
PRP system, (Regen Laboratory, Mont-sur-Lausanne,
Switzerland) (10). PRP was prepared according to the
manufacturer’s guidelines. In the last step the volume
immediately above the erythrocyte layer was collected.
Calcium gluconate was used as an activator. After
activation, in a period less than 2 min, approximately
3-5 ml of the PRP was injected into the ovaries under

Revisté mjekésore - MEDICUS | 8

IS ISP

0000000000000

transvaginal ultrasound guidance. Intervention was
made under propofol intravenous anesthesia following
a protocol set by our IVF department. We used a 30 cm
single lumen 17G aspiration needles (COOK / Australia).
We assessed the PRP benefits through the values of AMH,
FSH, estradiol, and AFC. The serum concentration of FSH,
estradiol, and AMH was determined before the treatment
and day-3 of the first menstrual cycle after treatment to
monitor ovarian function.

STATISTICAL ANALYSIS

Data analysis is performed in a Statistic program 7.1
for Windows and SPSS Statistics 23.0. For normal
distributed data, mean and standard deviation were used.
Comparisons across means were evaluated by paired two-
tailed Students t-test. The factors with a P-value of <0.1
in the univariate analysis were included in the logistic
model. A P-value of <0.05 was considered statistically
significant.

RESULTS

In this study demographic characteristic (age, BMI,
infertility duration) and baseline ovarian reserve markers
(FSH, AMH, AFC) were similar between the two groups.
For H = 3.83 and p> 0.05 (p = 0.15), there was no significant
difference in FSH value between the two groups (before
intraovarian PRP injection). Namely, the FSH in the group
later treated with platelet-rich plasma (PRP) was 17.27 +
5,29 IU / L, and in the control group of patients with no
intervention was17.64 = 6.69 1U / L. The value of AMH in
the control group, 0.56 = 0.31 ng/ml for p> 0.05, (p = 0.19)
was insignificantly higher than the value of AMH in the
study group ( before intraovarian PRP injection) 0.35
+ 0.19 ng / ml. For H = 0.96 and p> 0.05 (p = 0.62) there
was no significant difference in the number of antral
follicles between the study group, before intraovarian
administration of PRP, (4.53 + 0.99) and the control group
of patients without intervention (4.53 + 1.06).

The mean value of platelet concentration was
226,27+82,80/10KL. We evaluate day-3 baseline ovarian
values of AMH, FSH, and AFC in the cycle before
intraovarian cortical PRP injection and in 41+18 days after
PRP. After one treatment with PRP, the women in group
[ had significant improvements in ovarian reserve (table
1and 2). AMH level in serum was significantly increased,
p<0,05 (p=0,02), and FSH level significantly decreased,
p<0,01(p=0,003). In our study we noticed an increased
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number of antral follicles after applying the PRP, p<0,001
(p=0,0007). There is no change in the control group.

Table 1. FSH values in group I before & after intraovarian
PRP injection

std Std.
Variable Mean : N | Diff. | Dv. t df p
Dv. .
Diff.
FSH (before
intraovarian PRP | 17,27 5,29
injection)
FSH (after
intraovarian PRP | 12,38 | 4,26 15 | 489 | 529 358 | 14 0,003
injection)

Table 2. Differences between AMH and antral follicular
counts in group I before & after intraovarian PRP injection

Pair of Variables Valid | T Z p-level
antral follicular counts before &

after PRP injection 5 000 | 341 00007
AMH before & after PRP

injection 15 16,00 | 2,29 | 0,02

We can notice that the PRP method objectively has the
potential of recovering ovarian function and increases the
chances of clinical pregnancy in PORs. After treatment
with PRP, AMH level in serum was significantly increased,
p<0,05 (p=0,02), and FSH level significantly decreased,
p<0,01(p=0,003). In our study we noticed an increased
number of antral follicles after applying the PRP, p<0,001
(p=0,0007). It seems this fact is achieved mostly by the
paracrine effects of Growth Factors contained in platelet
alpha granules as a major part of PRP.

A further analysis was carried out to identify factors
that could correlate or predict the response of the PRP
injection in ovarian tissue. We took into account the
previous investigations carried out by E. Scott Sills but
our tests were not significant at the 95% confidence level.
Further analysis was performed to identify factors which
might correlate the platelet count in the PRP with the
values of FSH, AMH, estradiol and total AFC post-PRP.
None of the tests presented statistical significance.

DISCUSSION

The use of PRP in reproductive medicine was first
reported in 2017 by Pantos at a medical conference
at ESHRE (1). During the following year the next pilot
study was published. This pilot study was focused on
intraovarian injection of autologous platelet-rich plasma
before in vitro fertilization (11). It remains essential to
understand the physiological basis of the aging of the
ovaries in order to interpret the mechanisms of action.
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With the use of platelet-derived growth factors (PDGFs),
dysfunctional ovarian tissue is believed to be supplied
with essential factors necessary for ovarian regeneration.
In this context, it is necessary to mention angiogenesis
and follicular vascularization and their significant role in
the aging of the follicles. Receptors for growth factors are
present on granulose cells confirming their association
with the activation process of the primordial follicles. The
most important component in PRP is the transforming
growth factor beta family (TGF beta) that plays a
significant role during the developmental phases of the
follicle (12). A confirmation of all the above statements
is also obtained from the Hosseini study (13). This study
evaluates the effects of platelet-rich plasma (PRP) on
growth and survival of isolated early human follicles in
a three-dimensional culture system. The conclusion was
that media supplementation with PRP can better support
viability and growth of isolated human early preantral
follicles in vitro.

On the other hand, the presence of OSCs on the surface
of the ovarian tissue, under certain conditions, are able
to produce de novo primordial follicles and thus the
appearance of new antral follicles. It is noteworthy to
mention that only a fraction of the OSCs in culture
undergo meiosis to form oocytes. Why only a few cells
express Stra8 and undergo differentiation remains
unknown (5). Elucidating the mechanisms that cause
0SCs to age could lead to new treatments that could delay
ovarian aging and slow infertility. In addition, several
questions about the mechanism of action of the PRP
remain unanswered.

It is clear that several challenges exist when trying
to interpret the efficacy of PRP in PORs. There are
no standard protocols or standard definitions of poor
responders, which can make it challenging to compare
studies and perform a meta-analysis (14). Many efforts
need to be made before determining the best approach
and method for prevention and treatment of PORs.

Limitations, reasons for caution: There are still
insufficient controlled clinical trials in the field of
ovarian infertility. The limitation of this format should
be taken into account i.e. sample size, design, the absence
of previous data attesting the safety of PRP injection
into ovarian cortex, etc. Future studies are needed to
corroborate our results.

9 | Medical Journal - MEDICUS
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CONCLUSION

Because the diagnosis of PORs often leaves limited
time for treatment, patients should be given the choice
of possible treatments with appropriate information
consent. High concentrations of growth factors and
cytokines in the PRP in damaged tissue affect the balance
between anabolic and catabolic processes, optimizing the
tissue environment, and favouring the process of tissue
healing.

One-month therapy has the potency of significantly
recovering ovarian function both in its hormonal
and follicular development abilities. Furthermore,
intraovarian injection of autologous PRP in PORs before
IVF gives the impression of being a new promising
method for achieving better IVF outcome.

Wider implications of the findings: Treatment whit PRP is
simple, safe, minimally invasive and with potential cost-
effectiveness. In this respect, a continuous interaction
between biological and clinical research is vital to
develop a proper clinical treatment for a selected group
of patients who fulfilled the criteria of poor ovarian
responders.
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ABSTRACT

Background: Gestational diabetes melitus is a glucose intolerance which is diagnosed for the first time in
pregnancy. It may lead to potentially serious short term and long term maternal, fetal and neonatal complications.
In GDM pregnancies biomarkers like resistin are elevated and may provide informations on pathophysiology and
prediction of perinatal risk.

Aim: to evaluate the average concentration of resistin in GDM and normoglycemic women,
influence of body mass index on concentration of resistin in GDM and normoglycemic women.

Material and methods: Case control study was made at the University Clinic for obstetrics and gynecology, Skopje
in a period of one year. 100 pregnant women were regruted from the pregnant women that performed 75g OGTT
in the second trimester for sreening for gestational diabetes melitus. Body mass index was calculated according
to the terms of Institute of medicine and pregnant women were divided in 4 groups: GDM BMI>25 (n=25), GDM
BMI<25(n=25), normoglycemic BMI>25(n=25), normoglycemic BMI<25(n=25). Serum levels of resistin were analysed
with ELISA method.

Results: The average values of resistin in GDM were 3.15 = 2.02 ng/ml vs 1.94 + 0.8 ng/ml in the control group,
p=0.00021. In GDM, BMI>25 average values of resistin were 3.15 + 2.0, whereas in GDM, BMI<25 resistin was
significantly lower, 1.94 + 0.8, p=0.0003.

Pregnant women with GDM and BMI>25 had significantly higher average values of resistin (3.16 + 2.2 ng/ml vs
2.09 = 0.7 ng/ml, p=0.029) than normoglycemic women with BMI>25. Also pregnant women with GDM, BMI<25 had
significantly higher values of resistin than normoglycemic pregnant women with BMI<25 (3.14+1.8 ng/ml vs 1.77+
0.9 ng/ml), p=0.003.

Normoglycemic overweight women had insignificantly higher values of resistin vs normoglycemic women with
normal weight (2.09 = 0.7 ng/ml vs 1.78 + 0.9 ng/ml; p=0.19).

Conclusion: The results from the study confirmed that GDM significantly alters the values of resistin. In the group
of pregnant women with GDM the values of resistin are significantly elevated in women with BMI>25 vs BMI<25.
Both women with GDM, BMI>25 and GDM, BMI<25 had significantly higher resistin than normoglycemic women
with same BMI. In normoglycemic pregnant women resistin does not have a significant correlation with BMI.

Keywords: resistin, GDM, BMI

11 | Medical Journal - MEDICUS

AN



I Original scientific paper

INTRODUCTION

Gestational diabetes melitus is a glucose intolerance
diagnosed for the first time in pregnancy which may lead
to potentially serious short term and long term maternal,
fetal and neonatal complications[1].

In GDM pregnancies biomarkers like resistin are elevated
and may provide informations on pathophysiology of
this condition. Steppan et al in 2001 demonstrated that
adipocytes produce unique molecule which is considered
as a hormone and called it resistin (which implies for the
insulin resistence) [2].

Resistin is a product of the RSTN gene, a peptide hormone
from the cistein ritch proteins of the RELM family and
is described as a ADSF (adipose tissue specific secretory
factor) or FIZZ3 (found in inflammatory zone). The resistin
is a polypeptide hormone consisted of 114 amoniacids [3].

It is an adipokine rich wth cysteine and originally
described as a molecular bond between obesity and
insulin resitence in experimental animals. Because of it’s
critical role in regulating the insulin sensitivity resistin is
implied in the pathogenesis of GDM. Resistin is a hormone
produced by monocites, macrophags and adipocites and
the placenta [4].

There are 4 physiological roles of resistin: metabolic
adaptation of pregnancy, induction of hepatic insulin
resistance, regulation of adipogenesis and inflammation.

Romero et al found higher medium level of resistin
in pregnancy vs non gravid women. [5]. Resistin
concentration in GDM is elevated vs normal glucose
tolerance and is connected to proinflammatory
interleukin 6 and other markers of insulin resistance [6)].

Nicolaides et al investigated the maternal resistin levels
in 11-13 g w in normal and pathologigal pregnancies
and found that in GDM pregnancies the first trimester
resistin levels still are not altered. With progress of the
gestational age plasmatic concentration of resistin is
increased [7]. Chen, Meggia et al found rapid decrease of
resitin levels after birth which suggests contribution of
the placenta in resistin production. [8].

The meta analysis of Lobo et al on 10 studies showed that
medium concentration of resistin varies between 0.05
and 22.21 ng/ml in the control group and between 0.05
and 62.38 ng/ml in GDM[9]. Cinical studies show a strong
correlation between resistin and obesity because serum
levels of resistin increase with increase of adiposity [10].
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Still consensus has not been reached about the biological
role of this newly identified molecule and additional light
is needed about the clearing of the pathophysiology of the
resistin.

AIM
To establish

-The connection between higher value of resistin and
GDM;

-Influence between obesity in pregnancy with GDM on
the levels of this biomarker;

- The levels of resistin in normoglycemic women;

-Influence of BMI on levels of resistin in normoglycemic
women,

-Informations that would be helpful in clinical practice.

MATERIAL AND METHODS

A case control study was performed at the University
Clinic for gynecology and obstetrics in Skopje in the
period of 2016 and 2017 One hundred pregnant women
which attended the outpatient department for prenatal
care at the clinic in that period were included in the study.

Body mass index was calculated by a medical scale (kg/m2)
according to the guidelines of Institute of medicine[15].
Fromthe pregnant women that performed 75g oral glucose
tolerance test (OGTT) at the biochemical laboratory in the
Clinic, women with GDM and normal OGTT were selected
at the same gestational age, parity and maternal age.
Pregnant women were refered for OGTT from the ob@
gyn specialist from primary, secondary or tertiary level
of care for performing universal screening for gestational
diabetes melitus.

All patients were divided in 4 groups:
Normal OGTT and BMI<25kg/m2 (n=25);
Normal OGTT and BMI>25kg/m2 (n=25);
GDM and BMI <25kg/m2 (n=25) and
GDM and BMI>25kg/m2 (n=25).

Pregnant women were interviewed by a doctor with
standard questionare written on Macedonian language.

Criteria for participation in the clinical study:
Inclusion criteria:

-Maternal age 18-45 years;
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-Eligibility of the pregnant women for follow up;

-Gestational confirmed with first trimester

ultrasound;

age

-First prenatal control performed before 20 gw;

-GDM diagnosed with 75g OGTT according to the criteria
of the IADPSG [].

Exclusion criteria:
-Pregestational diabetes;
-Chronic hypertension;

-Chronic inflammatory howel disease treated by
corticosteroids;

-Stillbirth;
-Fetal anomalies;
-Amnioinfectious syndrome.

GDM is diagnosed according to the recomendations of
the TADPSG [16] between 24 and 28 gw with 75g OGTT
(glucose oxydase, Beckman Glucose Analyzer) performed
in the morning after night feast with venous blood
drawn 60 and 120 minutes after ingestion of 75 g glucose
dissolved in 200ml water with cut off values: 0’ <5,1; after
1-h < 10,0; after 2-h < 8,5 mmol/L. Gestational age was
calculated by date of last period and confirmed by first
trimester ultrasound.

Resistin was analysed from peripheral blood taken from
the cubital vein. The serum was obtained by centrifugion
(1000xg in the period of 20 minutes) and frozen at -20C
for additional analyses after collection of all samples.
In a certified laboratory (certificate MKC EN ISO 15189
- 2013) complete analyses were performed: Resistin-
completely automated Awareness Technology (USA) - by
ELISA method (Enzyme-Linked Immunosorbent Assay).
All analyses were performed in the same period and the
same time.

Biovendor Human Resistin ELISA is a sandwich
immunoassay for quantitative measurement of the human
resistin [17]. The standards, the samples and the controls
were incubated in a microplate marked with polyclonal
anti-human resistin antibodies. After incubation of 60
minutes and washing with biotin, marked polyclonal
anti-human resistin antibodies were added and incubated
with resistin for 60 minutes. After next washing
streptavidin-HRP conjugate was added. After 60 minutes
incubation and last washing the rest of the conjugate is
responding. Reaction is stoped with adding of acid liquid
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and absorbence of the rest of the product is measured.
The absorbence was proportional to the concentration of
the resistin. Standard curve was constructed by plotting
value of absorbence vs concentration of standards and
concentration of unknown samples determined by using
of standard curve.

Limit of detection defined as a concentration of analysis
that is giving absorbence higher than the medium
absorbence of the blind trial plus three standard
deviations calculated by the real values of human resistin
is 0.012 ng/ml.

Antibodies that are used in this ELISA test are specific
for human resistin with undetectable cross reactivity
with human leptin, leptin receptor, RELM-beta on
100ng/ml. Determination of resistin does not interfere
with hemoglobin (1.0mg/ml), bilirubin (170mmol/l) and
triglicerids (5.0 mmol/1).

STATISTICS

The statistics is made by computer program SPSS 23 for
Windows.

-numeric values are given with descriptive statistics
(arithmetic median, standard deviation, mediana and
interquartal interval);

-qualitative values are shown with apsolute and relative;

Afor comparison of analysed groups independent
parametric and nonparametric tests (Student t-test for
independent samples, Mann-Whitney test);

-for all analyses p value < 0,05 was taken for statistical
significance.

RESULTS
Average values of Resistin in GDM vs control group

The average values of resistin in women with GDM were
3.15 £ 2.02 ng/ml vs 1.94 = 0.8 ng/ml in the control group.
In half of the women in the GDM group average values
of resistin were above 2.51 ng/ml whereas in the control
group values of resistin in half of the women were above
1.87 ng/ml. The results from the study confirmed that
GDM significantly alters the values of resistin,

p=0.00021, (table 1).
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Table 1- Average value of resistin in GDM vs control group

Descriptive Statistics (Pe3uctus ng/
Group ml) pvalue
mean + SD | Median IQR
GDM 3154202 | 251 206-312 | 737
Conol 1 g2 124-238 | 5000
Mann-Whitney U Test

Comparrison of resistin in women with GDM and BMI>25
vs GDM and BMI<25

In the group of pregnant women with GDM the values
of resistin significantly depended on the values of body
mass index. In the subgroup of overweight pregnant
women with GDM average values of resistin were 3.15 +
2.0, whereas in the subgroup of GDM and normal weight
average values of resistin were lower, 1.94 = 0.8. This
difference of 1.21 was statisticaly significant for p=0.0003
(table 2).

Table 2- Average values of resistin in GDM, BMI>25 vs
GDM, BMI<25

GDM group
Descriptive Statistics (Resistin
I'pymu ng/ml) p value
mean +SD | stderr | min - max
Overweight |315+20 0298 |1-955 t=378
Nl 19408 018 (1415 | g 0

t (Student t-test)
Resistin in GDM, BMI>25 vs control group, BMI>25

Pregnant women with GDM and BMI>25 had average
values of resistin 3.16 + 2.2 ng/ml, whereas control group
and BMI>25 had values of 2.09 + 0.7 ng/ml. The difference
in average values of 1.07 was statistically confirmed as
significant for p=0.029 (table 3).

Table 3- Resistin in GDM, BMI>25 vs control group,
BMI>25

GDM (BMI > 25) / control group (BMI > 25)
Descriptive Statistics (PesucTuH ng/
Groups ml) p value
mean + SD | std err min - max
GDM
’ 31622 |04 1-9.55
BMI>25 t=2.26
Control p=0.029
group, 209:07 |01 1-3.59 Si§
BMI>25

t (Student t-test)
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Resistin in GDM, BMI<25 vs control group, BMI<25

The pregnant women with GDM, BMI<25 had higher
values of resistin than normoglycemic pregnant women
with BMI<25 (3.14+1.8 ng/ml vs 177+ 0.9 ng/ml). The
difference between the groups of 1.37 was statisticaly
confirmed as significant for p=0.003 (table 4).

Table 4- Average value of resistin in GDM, BMI<25 vs
control group, BMI<25

GDM (BMI < 25) CG (BMI < 25)
D(iscriptive Statistics (Resistin ng/
Groups ml) pvalue
mean + SD | std err min - max
GDM
) 314+18 04 1.24-8.16
BMI<25 t=3.13
Control p=0.003
group, 177:09 |09 1-4.15 Sig
BMI<25

t (Student t-test)

Resistin in normoglycemic women- BMI > 25 vs
normoglycemic and BMI < 25

The pregnant women from the control group which were
overweight had insignificantly higher values of resistin vs
normal weight women in this group (2.09 + 0.7 ng/ml vs
1.78 £ 0.9 ng/ml; p=0.19, table 5).

Resistin in normoglycemic women, BMI > 25 vs
normoglycemic women, BMI < 25

Control group
Descriptive Statistics (Resistin
ng/ml)
Groups ) p value
ISI})ean - std err | min - max
Overweight 20907 |01 1-3.59 t=134
Normal weight | 178+09 | 012 | 1-4.15 p=0.19ns

t (Student t-test)

DISCUSSION

Biomarkers are any body supstances than can be
quantified and represent normal body physiology,
patogenetic mechanism or pharmacological response to
treatment.

Biomarkers can be either markers for risk for a disease
or screening tool for identification of a disease in a
subclinical phase ().

Many studies confirmed that higher values of resistin
and IL-6 in GDM can say about the role of low grade
inflammation in the pathogenesis of this disease. Meta
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analyses of 10 studies from Lobo et al about medium
concentration of resistin in pregnancy less and more
than 32 gestational weeks in normoglycemic women
showed variation between 0.05-22.21 ng/ml and in GDM
between 0.05-62.38 ng/ml [10]. In our study average
values of resistin were between 3.15 + 2.02 ng/ml vs
1.94 = 0.8 ng/ml in normoglycemic women and we have
proved that resistin in GDM is significantly higher than
in normoglycemic women (p=0.00021). This is similar to
findings of Kuzmicki et al [6].

Increased maternal weight in pregnancy has a rising
prevalence worldwide and represent a major obstetric
problem increasing the maternal and neonatal morbidity
and mortality.

Wishing to establish the influence of body mass index
on this biomarker we compared the value of resistin in
pregnant women with GDM: overweight and women with
normal BMI.

In women with GDM and BMI>25 average values of
resistin were 3.15ng/ml and significantly higher than
GDM and BMI<25, 1.94 ng/ml (p=0.0003).

The same comparison was made in normoglycemic
pregnant women and established that BMI did not have a
significant influence on values of resistin (2.09 + 0.7 ng/ml
in BMI>25 vs 1.78 = 0.9 ng/ml in BMI<25, p=0.19).

Comparison was made between overweight pregnant
women with or without GDM and resistin was significantly
higher (3.16ng/ml vs 2.09ng/ml, p=0.029).

In pregnant women with normal weight with or without
GDM resistin was significantly higher in GDM women
(3.14ng/ml vs 1.77ng/ml, p=0.003).

CONCLUSION

Out study showed that resistin, a marker for insulin
resistance is significantly elevated in GDM compared to
pregnant women with negative OGTT. In pregnant women
with GDM resistin was significantly higher in overweight
vs normal weight women. Pregnant women with GDM
both overweight and normal weight had significantly
higher resistin than normoglycemic pregnant women
with same BMI. In normoglycemic pregnant women
resistin was elevated in overweight vs normal weight
women but not enough for statistical significance.

Further studies are needed for evaluation of the clinical
aspect of resistin in GDM pregnancies and it’s connection
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to BMI in normal weight and overweight pregnant
women.

Keywords: resistin, BMI, gestational diabetes melitus
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ABSTRACT

In normal pregnancy there is a transfer to the Th2 anti-inflammatory type of immunity, directed toward the
fetus and the placenta, whereas in pregnancy complications, such as preeclampsia due to absent transfer, Thl
or proinflammatory immune system is dominated. This article analyzes what are the most important circulating
biomarkers created by syncytiotrophoblast that together combined and promote oxidative stress. An increase in
proinflammatory and decline in the antiinflammatory cytokine is an imbalance that explains the theory that due
to impairement of the immunological response, consequences on the mother’s circulation are developed and
are reflected in the manifestation of pregnancy complications such as preeclampsia and intrauterine growth
restriction.

The purpose of the study is to emphasize the importance of the results of the correlation between interleukin
6, measured in the serum of patients from 14 to 20 gestational weeks, with laboratory parameters that are
pathognomonic for preeclampsia (LDH, total protein and CRP). This explains the immunological and inflammatory
response in preeclampsia serving as a predictor of the condition.

For that purpose, the materials and methods that were used were 100 patients examined at the University Clinic
of Obstetrics and Gynecology, divided in two groups. The first or examined group consists of 50 patients with notch
of the uterine artery present in the second trimester from 14 to 20 gestational weeks. The second, or control group
consists of 50 patients with absent notch of the uterine artery. These patients are then referred to the Institute
of Immunobiology and Human Genetics at the Faculty of Medicine in Skopje to examine the levels of cytokines,
in particular the relationship between the proinflamatory with antiinflammatory cytokines (TNF-a, IL-6 vs. IL-10)
using ELISA (enzyme-linked immunosorbent assay) methodology, with Magnetic Luminex Assay multiplex Kit.

The results between the examined and the controlled group verified an increase in proinflammatory (TNF-a and
IL-6) and a decrease in the antiinflamatory cytokine (IL-10), from which the variance of the level IL-6 showed
important statistical significance p<0.01. Positive correlation was of great statistical significance between levels
of cytokine IL-6 and increased levels of LDH and CRP, and with decreased levels of the total proteins of the
preeclamptic patients. (LDH p<0.00001, CRP p<0.025 and total proteins p<0.0012).

The role of the inflammatory response is obtained by the correlation of the interleukins in the second trimester
and laboratory examinations in the third trimester as a sufficient predictive method in detection in early stages
the preeclampsia syndrome.

Keywords: Preeclampsia; prediction; interleukins, predictive metod.
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INTRODUCTION

Preeclampsia is a hypertensive disorder in pregnancy,
followed by proteinuria, after the 20th gestational
week with multifactorial etiology. The etiopathogenesis
includes  genetic, immunological, hematological,
angiogenic theory, induced oxidative stress, maternal
endothelial dysfunction and inappropriate remodelling of
the spiral arteries. These contributes to the development
of ischemia and hypoxia which subsequently induce
promotion of bioactive substances and immunological
biomarkers.

There is a complex relationship persisting between
immunology, inflammation and preeclampsia. That
connection is presented in pregnancy through adaptation
of the immunological response needed for the mother to
tolerate the different immunological system of the fetus
throughout the entire pregnancy. Laura A. Mageea et
al. (2014) stated that preeclampsia can be result of an
inflammatory cause [1].

In the process of trophoblast invasion, the decidua, which
forms the mother’s side of the placenta, contains a large
number of immune cells necessary for proper migration
of trophoblast cells. Macrophages, NK (natural Killer)
cells, DC (dendritic cells), T regulatory cells are present in
the decidua and are required for normal invasion of the
trophoblast cell for placentation [2, 3].

These cells jointly infiltrate the decidua and together
with the trophoblast cells make a conglomerate allowing
it to reach the endometrium through controlled removal
of the spiral artery’s native cells. Uterine NK cells,
T regulatory cells and regulatory cytokines provide
adequate control and function of proinflammatory cellsin
their activity to ensure proper invasion. Namely, DC cells
from the decidua through their function promote Th2
cells to make the mother immunotolerant to the fetus.
In summary, immune cells in pregnancy produced by the
decidua have the role of providing proper implantation
and promoting trophoblast invasion, which is neither
superficial nor overly invasive. This is achieved by the
production of cytokines and angiogenic factors, which
are necessary for normal pregnancy [4].

Damage to this process, especially in the myometrial
part of the blood vessels, is predisposed to complications
such as preeclampsia, intrauterine growth restriction,
preterm birth or fetal death [5]. It is manifested with
increased resistance in the blood flow and appearance of
notch of the uterine artery.
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In order to properly invade the walls of the myometrium,
the distal column cytotrophoblast expresses a number
of extravilial trophoblast markers such as HLA-G, T
cell factor 4 (TCF-4), integrin K5 (ITGK5) and K1, Notch2,
proteoglycan 2 and ErbB2 [6].

Taking a genetic overview, TNFSF13B is a member
of tumours necrosis factor ligands. It is located on
chromosomal region 13q32-q34 and is responsible for
regulating the immunological response to infections,
autoimmune diseases and inflammation. It is assumed
that it modulates the mother’s immunological tolerance
to the fetus.

TLRs (toll-like receptors) are involved in host defence
against external microbes. They are central components
of the humoral immune system. The allelic variants of
the humoral immune system TLR-4 (toll-like receptor-4)
and the NOD2 gene (apoptosis regulator) are correlated
with high IL-6 values in patients with early onset
preeclampsia. They also have immunosuppression of the
T regulatory cells [7].

TNF-« (tumour necrosis factor «) stimulates the
production of angiotensin II in the female reproductive
system, while in combination with IL-6, it participates in
increased production or expression of angiotensin II type
1 receptors in the smooth muscle of blood vessels [8].

IL-6 (interleukin 6) is an equally important
proinflammatory cytokine, produced by mononuclear
phagocytes, endothelial cells, fibroblasts, and T cells
and is involved in immunological activation, i.e., the
function of the vascularisation in the modulation of
the immunological response. The imbalance caused
by the increase in proinflammatory and decline in the
antiinflammatory cytokine explains the theory that due
to impairment of the immunological response develops
overall consequences on the mother’s circulation
which are reflected in the manifestation of pregnancy
complications such as preeclampsia and intrauterine
growth restriction.

In preeclampsia, due to placental ischemia and
consequently present endothelial dysfunction, the
balance of their proper synthesis and function is
disturbed. Increased levels of the proinflammatory
cytokines correlate with endothelial cell permeability,
manifested by increased blood preassure and
decreased renal function (pathologically renal tissue is
glomerulosclerotic, glomeruli show harneded outlook
with major constriction or occlusion). The capillary
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endothelium is edematous with thickening of the
capillary basal membrane and enlargement of interstitial

spaces with intense edema as proven by Sien Yee Lau et
al.[9].

PURPOSE

There is a correlation between the increased value of
interleukin 6, proinflammatory cytokine, measured in
the serum of patients from 14 to 20 gestational weeks,
and laboratory parameters that are divergent and are
pathognomonic for preeclampsia (LDH, total protein
and CRP). The purpose of this study is how reflects
the immunological and inflammatory response in
preeclampsia serving as a predictor and signal for her
preventive treatment.

MATERIALS AND METHODS

The study is a prospective cohort, comprising of 100
patients examined at the University Clinic of Obstetrics
and Gynecology, who have previously written informed
consent to participate in the study. They are divided into
two groups:

The first or examined group consists of 50 patients
with notch of the uterine artery present in the second
trimester from 14 to 20 gestational weeks as the main
inclusion criterion. The second, or control group consists
of 50 patients with absent notch of the uterine artery.
The inclusion criteria are the presence of a notch of
the uterine artery, and the exclusion criteria are twin
pregnancies, chromosomal abnormalities, and dead
fetuses.

These patients are then referred to the Institute of
Immunobiology and Human Genetics at the Faculty of
Medicine in Skopje, for analysis of circulating immune
biomarkers in the patient’s serum, i.e. to examine the
levels of cytokines, in particular the relationship between
the proinflamatory with antiinflammatory cytokines
(TNF-o, IL-6 vs. IL-10). They are developed by ELISA
(enzyme-linked immunosorbent assay) methodology,
using the Magnetic Luminex Assay multiplex kit (figure 1).

The results were subjected to statistical analysis and
processing with computer programs: STATISTICA 12 and
SPSS 21.0 for Windows. On this basis, tests for significance
of differences between the comparison groups of all the
parameters analyzed were performed.

Patients are monitored further in the third trimester
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if they will develop clinical symptomatology for
preeclampsia verified by basic diagnostic criteria, and
laboratory deviations are compared and set in correlation
with the results of the cytokines obtained.

With the correlation, the idea is to see how deviations in
the second trimester in the ratio of the interleukin values
can be a predictive parameter for the development of
preeclampsia.

RIDsvsteEms

a bietechne brand

Luminex” Assay
Premised Muiti-Analyte Kit

Figure 1: Kit used for development of interleukins

RESULTS

The results of the two investigated groups, examined
(48) and control (48) patients, and were processed. Four
patients (2 from the examined group and 2 from the
control group) left the study for medical malcondition
and pregnancy loss.

Anamnestic data such as age, positive family history,
parity, BMI, pre-comorbidities, preeclampsia in previous
pregnancy were analyzed and a statistical significance was
found only in relation to the anamnestic data of previous
pregnancy with preeclampsia (p <0.05). Comparison of
the other parameters showed no statistically significant
result.

Using the ELISA methodology, values of cytokines (TNF-a
IL-6 versus IL-10) were obtained from both the control and
the examined group to obtain appropriate conclusions.
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Table 1: Analysis of interleukins between the examined
and control groups (standard deviation and standard
mean error)

g;ggg&f Number %ﬁﬂé Std. Deviation ?/}géllilrror
g"ﬁg}g;e‘l 48 44965 (142655 0.21266
%OI{]‘F“(‘;} 48 42547 [0.98405 013779
(ﬁj‘_%‘f‘ined 48 32177 40022 0.59661
Control (IL-6) |48 07166 |53494 0.07491
Efﬁ’{g}“ed 48 13043 349554 (052108
Control (IL-10) 48 61853  [40.28594  [5.64116

TNF-q in patients in the examined group, i.e. those with
verified notch on the uterine artery, ranged from the
lowest 1.59 to the highest 8.29 pg/ml with a mean of 4.49
and SD of 1.42 which is 5% higher value than the control
group.

Then, IL-6 in the patients of the examined group variates
in span from 0.64 at the lowest to 15.25 pg/ml, as the
highest with a mean value of 3.2 pg/ml and SD of 4.0
which is three times higher value than the control group.

The IL-10 in the examined group is presented with a
mean value of 1.39 pg/ml with SD 3.49, ranging from 0.54
to 20.70 pg/ml which in comparison with the control
group has a tendency of a sharp decrease with five times
lower value.

Using the T-test for significance of the differences
between the two comparison groups (with and without
notch), the following table shows that the only statistically
significant result is in the value of IL-6, (t = 4.422, p <0.01
), where it is evident that patients who have notch from
the examined group have higher IL-6 values than patients
from the control group.

No statistically significant differences were observed
among the other parameters (p> 0.05).

Table 2: P-test for significance and T-test for significance
of differences between test and control group
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T-test for significance of differences
95% Confidence
b i e B
it -(2-tailed)
Lower  [Upper
0976 94  [0.332(NS) [0.24182  [0.24777  }0.25014 (0.73379
e 0.954 [76.792 |0.343(NS)  0.24182  |0.25340 |-0.26278 |0.74643
4.422 94 10.000* 20.50116 [0.56568 (137799 [3.62433
- 4.160 145.388(0.000* 250116 (0.60130 [1.29037 [3.71195
10 -0.795 94 |0.429(NS)  [4.79099 [6.02910 |16.76192 [7.17994
-0.846 [50.853/0.402(NS)  [4.79099 [5.66518 | 16.16510 [6.58312

Statistical analysis using multivariate regression analysis
of the three obtained statistical procedures revealed that,
of all the interleukins that differ, IL-6 had the highest
statistical significance at p <0.01

Table 3: Statistical analysis, coefficients of multivariate
logistic regression analysis of interleukinsin preeclampsia

ol gns%n_dartdized %tar%dﬁag‘dizted p
oefficients oefficients .
plode B Std. Error Beta i significance
(Constant)[1.817  {0.360 5.04410.000
| TNF-o  [0.008 [0.041 0.020 0.197 [0.8449(NS)
1L-6 -0.072 10.016 -0.432 -4.351/0.000*
1L-10 0.002 [0.002  |0.122 1.279 [0.204(NS)

*The result is significant at p<0.05
(NS) The result is not significant at p>0.05
Dependent variable: patients with preeclampsia

Based on the above, the patients were examined in the
third trimester, of which preeclampsia was developed
after 31 gestational weeks. Of the 48 patients, 32 had
abnormalities and interleukin imbalances, and 21
developed clinical preeclampsia syndrome. The other
11 patients had other comorbidities and a false positive
result.

Regarding systolic, diastolic blood pressure, lactate
dehydrogenase, C-reactive protein, total proteins,
proteinuria and 24-hour proteinuria, there was a
statistically significant result in the p <0.05 groups
studied.

Correlation between IL-6 as the most significant
predictive parameter of the statistical multivariate
regression analysis and some of the deviations in
laboratory parameters in addition to preeclampsia were
made that resulted in statistical significance.
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The aim is to establish the fact that previously raised
values of proinflammatory interleukins in the serum
in the second trimester correspond to the values of
laboratory parameters that are stigmatized for advanced
preeclampsia in the third trimester.

Table 4: Correlation between IL-6 with LDH, CRP, and
Total Proteins

Correlation LDH CRP Total .
proteins

Pirsons coeficient | 44 0486 106563
of corrrelation

IL-6
P - significance <0.00001* | 0.025501* 0.001242*
Number of patients
with PE 21 21 21

*The result is significant at p<0.05

From the results shown in Table 4. where the Pearson
coefficient of correlation between the variables is used,
it can be concluded that in preeclampsia patients with
increasing IL-6 value and growth of the LDH value (0.91)
show a statistically significant result with p <0.001, i.e.
there is a positive correlation between them.

The same is obtained by the correlation between the
increase in IL-6 values and the increase in CRP values,
which is an explanation that the etiology of preeclampsia
is dependent on the patient’s immune response (0.48 i.e.
p <0.025).

Conversely, showing a correlation between increased IL-6
and decreased total protein results, which is in favour
of hypoproteinemia in preeclampsia, which is also a
statistically significant result (p <0.0012).

The course of pregnancies and birth has been followed,
i.e. how many patients have developed maternal and fetal
complications according to the urgency and measures
taken for a better perinatal outcome. That is a subject of
other study.

DISCUSSION

Immunological modulators represent a direct
complement for early detection of preeclampsia. Its
symptoms of hypertension, proteinuria, deviations in
laboratory parameters in addition to an increase in
degradation products, and a decrease in protein derivates
in the blood and the presence of proteinuria have been
diagnosed. Subsequently rich symptomatologies from
sight disorder, edema to fulminant endangerment of
the mother’s condition or endangerment of the fetus
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have been diagnosed. Many authors and colleagues
appreciate professor Redman as one of the founders of
the understanding of the etiology, pathology, diagnosis,
and management of preeclampsia. The importance of
the immunological system and the presence of immune
factors Redman analyzes in detail [10].

According to him, the inflammatory response is induced
by placental particles, ranging from large deposited
multinuclear fragments to subcellular fragments
distributed along the surface of the human placenta.
Changes in the number and magnitude of syncytrophobic
exosomes and blood vessel damage with microdimensions
are very important in maternal preeclampsia syndrome.
Yanfang Guo et al. through numerous studies elaborate
the immunological base as a trigger factor in the
maternal systemic circulation [11]. Walker JJ writes on
the same topic, stating that it is a failure or deficiency in
the normal defence mechanism to the fetus. Interleukins
such as IL-6, IL-8, and TNF-X grow at the same time with
lipid peroxidase, proving their monocyte origin [11].
Stimulated monocytes produce free radicals that cause
oxidative damage. Maternal cells are protected from
plasma and intracellular oxidants. The very imbalance
between oxidants and antioxidants and subsequent
change in membrane oxidation leads to instability of
membrane permeability which is the basis of clinical
manifestations of preeclampsia. Genetic modification
and change in differentiation in the production of TNF-X
and nitric oxide, also modifies the development of the
disease [12].

In our study, proinflammatory interleukin TNF-K
is increased, as well as nitric oxide and by Pearson
correlation between the variables it is verified that not
only does it grow, but it grows at the same time with IL-6,
p = 0.017 which is a statistically significant result.

The results of this study were compared with those
of Teran et al., [13] and Hentschke et al., [14] who also
analyzed the increase in plasma cytokine levels and
verified an increase in IL-6 in preeclampsia. Afshar et al,
[15] found an increase in IL-6 but not a common increase
in TNF-K while Olusi et al. [16] found at the same time a
symmetrical increase in both IL-6 and TNF-¥ and in some
of the normal pregnancies. The comparison in these
investigations is significant to be performed at the same
time. It is of very importance the impact of gestational
age, the multiparity, the amount of blood derivates
sample taken, because of the differences in the dilutions
and the kits with which the interleukins themselves are
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pronounced and by which methodologies and whether
patients are undergoing some therapy.

In the study by Ifeoma Udenze [17], he reported
a statistically significant result in the levels of
proinflammatory cytokines, IL-6 and TNF-X and in CRP
levels in women with severe preeclampsia compared
with women with normotensive pregnancy. The high
levels of IL-6 and TNF-¥ found in association with CRP
values in severe preeclampsia have a significant clinical
contribution to the theory that preeclampsia is indeed
due to exacerbation of the inflammatory response. His
analyzes are consistent with those of Cui Xie et al., in order
to confirm the above theory [18]. The results of this study
correspond to the results of Udense because a correlation
was made and a statistically significant correlation was
found between IL-6 as most significant with CRP with p
<0.05 p = 0.025 which is in favour of impaired immune
response. A correlation of IL-6 with LDH and total protein
was also performed, which also resulted in a statistically
significant result corresponding to p <0.01 and is a risk
signal for the development of organic affection and the
development of hypoproteinemia with proteinuria in
addition to the development of preeclampsic symptoms.
The present imbalance in the immune response, i.e.,
higher values of proinflammatory parameters are
reflected as follows. High levels of IL-6 and TNF-K
systemically induce the inflammatory response through
the hepatal cells to stimulate the synthesis of CRP,
or C reactive protein, which is a sensitive marker for
tissue damage and inflammation of tissues, which is an
indication of the rate of inflammation, oxidative stress
and their correlation with preeclampsia.

CONCLUSION

From the results obtained and the discussions, it can
be seen that with correlation of the interleukins in the
second trimester and laboratory examinations in the
third trimester, insight into patients at increased risk
for development of clinical preeclampsia syndrome can
be provided. It was confirmed and in our investigation.
This enables careful follow-up of these patients for
the purpose for prevention, prediction, diagnosis and
appropriate early treatment of preeclampsia.

The whole point is through investigation of the correlation
between the interleukins and laboratory parameters for
verification of the inflammatory origin in preeclampsia
to have a better perinatal outcome and well-being for
both the mother and the fetus.
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ABSTRACT

The digestive system can often be attacked by excessive and irregular use of NSAID drugs. There is a so-called
mucosal barrier that plays a major protective role against aggressive agents. If any of the protective components
is damaged, the mucosal barrier becomes flaky, equilibrium breaks down thus causing destruction of mucosal
cells, consequently, disorders of different types, from those with microscopic, millimeter dimensions to large,
macroscopic changes that can cause bleeding and end to fatality. The main objectives of this study were to
investigate endoscopic findings in the stomach as a result of the use of these drugs.From endoscopic findings,
most common were chronic gastritis, erosive chronic gastritis and gastric ulcer.The duration of taking these drugs
isin the right proportion with their side effects in the stomach. The side effects of NSAID in the stomach are more
frequent at the older ages. The most vulnerable age group is over 65. NSAID of the selective COX-2 group have
priority over the non-selective COX-group. Giving NSAID should be associated with gastric protectors such as H2-
receptor inhibitors and proton pump inhibitors especially in high-risk patients with gastric problems.

The key words: NSAIDs, stomach, COX non selective, COX selective

mucosal barrier becomes flaky,equilibrium breaks down

by initiating mucosal cell destruction, with consequence,
INTRODUCTION disorders of different types, from those with microscopic
dimensions, milimetrics, to big changes, macroscopic,
which can cause bleeding and that can end with fatality.
This can occur or by damaging or reducing the protective
factors that make up the mucosal protective barrier,or
by adding aggressive factors such as gastric acid to some
If any of the protective components is damaged, the pathological conditions.[2,3]

The digestiv system can often be challenge by excessive
and non-regular use of non-steroidal anti-inflammatory
drugs (NSAID). There is a so-called mucosal barrier that
plays a major protective role against aggressive agents.[1]
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There are a number of factors that may lead to this
imbalance, among them is the excessive and uncontrolled
use of NSAD. Irritation of the gastrointestinal tract from
these drugs can be initiated by two ways, in direct or
indirectway.Asacidmolecules, thesedrugsdirectlyirritate
the gastric mucosa, and in indirectly way, systemic,by
inhibiting the cyclooxygenase enzymatic system (COX-1
and COX-2), reduce the level of protective prostaglandins
in the blood. Inhibition of prostaglandin synthesis in the
digestive tract causes increased secretion of gastric acid,
reduction of the secretion of bicarbonates, reduction of
mucus secretion and consequently, reduction of trophic
effect in epithelial mucous membranes.[4,5] Gastric acid
plays a central role in mucosal injuries associated with
the use of NSAID.[6,7] Peptic ulcers caused by the use of
NSAID are related to the systemic effect of these drugs.
Such a mucosal injury occurs regardless of the way in
which they are administered(oral, rectal, or parenteral)
and may also appear in patients with aclorhidry.[8]

Risk of ulcer manifestation,increases with the increase in
the duration of use as well as with the addition of NSAID
doses.[9]

PURPOSE OF PROJECT

The purpose of this paper was that, by the endoscopic
method,analyze the changes in the stomach,caused as a
result of the use of NSAID in correlation with the age of
the patients and the duration of the drug intakealways
comparing the group that used non-selective NSAID to
selective (Cox-2).

MATERIAL AND METHODS

The work was performed at the Clinic of Rheumatology
and the Endoscopic Cabinet of UCCK Gastroenterology
Clinic in Prishtina.Are examinated a total of 156 patients
with rheumatic problems were treated with NSAD. from
them,111 who were treated with non-selective group NSAD
(Diclofen, Brufen dhe Ketonal), while 45 with selective
group drugs (Meloxicam and Celecoxib). All patients have
been realized the gastroscopy to see and analyze changes
in the stomach.

RESULTS

After appropriate endoscopic examinations and their
statistical processing, we have achieved the following
results:

Original scientific paper I

Table 1. Researched by groups and gender

it ((I}\{oln selective) (%Igective) Liptzl

N |% NOO% N |%
F 57 |54 |20 444 |77 | 494
M 541486 |25 556 |79 |506
Total 1 1000 |45 1000 156 | 1000
R2ASL | X0-0.366, P=0.545

In the study are involved 156 patients divided into two
groups; in group 1 who used standard non-selective
drugsand group 2 that used standard selective drugs. In
Gr.1 are involved 111 patients (or 71.2%) and Gr.2 involved
45 patients(or 28.8%).0f the total number of patients 77 or
49.4% were female and 79 or 50.6% male.

Table 2. Endoscopy results by groups

Gr.1 Gr2
Endoscopy on v (Selective) 11

N % [N % N %
Chronic gastritis [ 44 [396 |35 |78 |79 |506
Chr Gastritis 55 1207 |7 156 |30 |192
Gastritis ulcera | 44 396 |3 6.7 47 30.1
Total 1l 1000 [45 [1000 [156 |100.0
X2-test, P-value | X2=21.2, P<0.001

Table 3. Age Parameters according to Endoscopy Results
and Groups

Age Endoscopic results
gﬁ?&ic gastritis (C}gg'tritis Sﬁiﬁf;ﬁs
erosiva
N 44 23 44
Gr.1 Average 499 579 61.9
DS 12.8 14.1 13.2
N 35 7 3
Gr.2 Average 51.1 56.7 770
DS 14.7 13.9 2.6
Trest Pl p00 oty | poos
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Table 4. Duration of treatment according to endoscopy
results and groups

. Endoscopic results
Treatment time
(Year) Chr. i
Chronic gastritis (e Glastl‘ltls
erosiva ticera
N 44 23 44
Gr.1 Average 29 5.2 6.2
DS 22 24 2.7
N 35 7 3
Gr.2 Average 5.7 6.3 10.3
DS 22 29 0.6
T=5.61 T=1.40 T=2.60
T-test, P-value P<0001 | P>005 | P<0.05
Table 5. Types of gastric ulcer by groups
Gr.l Gr.2
Uleam (non selective) (Selective)
N % N %
Forrest Ia 2 45
Forrest Ib 1 23
Forrest Ila 4 9.1
Forrest ITb 4 9.1
Forrest IIb/c 2 45
Forrest Ilc 2 45
Forrest III 9 20.5
Pa specifikuar 20 455 3 100.0
Total 44 100.0 3 100.0

Of the 44 cases with Gastric Ulcer of Group 1, 20.5% were
Forrest III, 27.2% Forrest II, 6.8% Forrest I while 20 cases
or 45.5% were not specified. In group 2 we had 3 cases
with gastric ulcer and all three were unspecified (Table 5).

DISCUSSION

NSAIDs cause side effects in many organs of the human
body and among these effects,the most common ones are
those in the digestive tract.Prevalence of gastric ulcer in
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patients who regularly use NSAID drug is about 15-30%
while the annual incidence of complications in the upper
abdominal tract of the AIJS users is approximately 2.5-
4.5%.]10] Changes in the digestive tract due to the use
of these drugs are of the most varied, ranging from the
smaller and insignificant ones to the gastric mucosa, to
those of a size that could endanger the patient’s life.In
some cases, Gastrointestinal symptoms caused by NSAID
can be quite severewith a risk of 6 to 7 times greater to be
caused compared to the use of other drugs.[11]

Using NSAID COX2-selective can be very useful in patients
who are treated for a long time with NSAID as well as
those who are at high risk of becoming sick with peptic
ulcerative disease.[12]

In many studies done, it has been found that the use of
selective NSAID such as Celecoxib, significantly reduce
the risk of causing gastric ulcer compared to non-selective
NSAID such as Naproxen and Diclofenac.[13,14]

In our case, abnormal changes have been found in all
patientsin gastric mucous membranes described with
endoscopy such as Chronic Gastritis, Erosive Chronic
Gastritis and Ulcer Gastric. While gastric ulcers in Group
1 have been found in 44 cases or 39.6%, in group 2 it is
only described in 3 or 6.7% of caseswhich is consistent
with literature and studies by other authors on the added
affinity of non-selective NSAIDsto cause Ulcerative Peptic
Disease compared to the selective group.

According to a study done at Maryland University in
2011, it has been found that a large number of factors
cause Chronic Gastritis including long periods of NSAID
use, added acidity in the stomach as well the ages of
the patients who use these herbs.[15] In our study is
concluded as well something like that.Although the
average duration of treatment in group 1 was shorter
compared with group 2 (4.7 year : 6.1 year), still gastric
barriers remain were most expressed in group 1.

It is very important to note that the bleeding from the
stomach, the obstacle that has been found only in patients
treated with non-selective NSAIDs, the median duration
of treatment was the highest with 7.29 yearswhich speaks
of a fair correlation between the long-term treatment and
their side effects.

Gastric changes like Chronic Gastritis, Erosive Chronic
Gastritis and Peptic Ulcers, are found in the largest
number of patients who have been treated for a long time
with these drugswhile those who have been treated for a
short period of time,they are found in smaller numbers. In
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Group 1 cases with Peptic Ulcer, the median of treatment
was the highest with 6.2 years compared to the median
of Chronic Gastritis and Erosive Chronic Gastritis which
proves the duration of treatment as a risk factor for the
appearance of abnormal changes in gastric mucosa.

If we compare the patients of the first group to the second
group, we can say that, despite the longer treatment time
for Group 2 patients, there is still a significant difference
in the presentation of these changesas they are found
in the highest percentage of patients in the first group.
While in the first group, 44 cases with Peptic Ulcer were
identified, 20 of which with signs of bleeding (grouped at
Forrest of various degrees), in the second group only 3
cases of peptic ulcers were recorded, which did not bleed.

Side effects of NSAID are related to the age of the patients
using these drugs. The greater the age, the more frequent
are the side effects in the digestive tract.[16]

In a study by Sommerville with partners, Peptic ulcers
were found at least twice as many in the elderly over 65
who used NSAID compared to those who did not use these
drugs and compared to the youngest age groups. The risk
for the appearance of bleeding peptic ulcer is increased
significantly to users of these drugs in this age group.[17]

Even in our results, the age group that most resulted with
gastric disabilities was over 65 years.

By analyzing endoscopic findings in group 1, we found
a dominance of gastric changes at the older ages.Peptic
ulcers as a more heavily complication compared to other
gastric changes, was found at the highest average age (61.9
years) compared to CG (49.8 years) and ECG (57.9 years).

Also in group 2, Peptic ulcer is found at old ages, so the
average age is 77 years compared to other findings that
are noted at younger ages.

vehte If we compare the groups between themselves, it
is seen that Peptic Ulcer in group 1 is presented at an
average age of 61.9 years compared with group 2 where
this pathology has appeared in the average age of 77,
which also marks a priority of COX-2 selective drugs
versus COX non selective.

CONCLUSION

After analyzing and processing the results obtained from
this research, compared with data from literature and
many other relevant studies, we ascertain that:

NSAID cause a variety of changes in the gastric mucous

Original scientific paper I

membrane.

The duration of taking these drugs is in the right
proportion with their side effects in the stomach,
therefore the longer the treatment time is, the greater
will be the harmful effects.

The side effects of NSAID in the stomach are more
frequent at the older ages and the most vulnerable age
group is over 65.

NSAID of the selective COX-2 group have priority over the
non-selective COX-group especially in high-risk groups
to develop digestive problems such as older ages and
patients with long-term care.

Giving NSAID should be associated with gastric
protectors such as H2-receptor inhibitorsand proton
pump inhibitorsespecially in high-risk patients such as
older ages, patients with chronic illnesses needing long-
term treatment as well as patients with positive history
of gastroduodenal problems.
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JKOPEJIAITHJA IOMEI'Y JEPMOCKOIICKMTE THIIOBH HA
AKBUPUPAHI HEBYCU 11 BO3PACTA

Acc.JTp.Cunsuja Jlyma!, Ipod.JIp.Fopre Llokuu?, Acc.Jlp.Xpucruna BpemkoBcka?,

'Yuusepsutet CB.Kupun u Metopnuj-Ckonje, Knunuka 3a [lepmatoBeHeposnoruja
?Yuusepsurtet CB.Kupun u Metozuj-Cxomje, Knunuka 3a [Inactuuna xupypruja

Medicus 2020, Vol. 25 (1): 29-38
AIICTPAKT

Iepmockornuja(cuH.enuIyMUHICLIEHTHA MUKPOCKOIIN]a, TIOBPIIHA MUKPOCKOIIM]a, IepPMaTOCKOII1ja) IPeTCTBAByBa NH
BUBO, HE MHBA3MBHA METOJA 3a OrcepBaliyja U JInjarHo3a Ha MUTMEeHTHUTE KOXKHU Jie3Mn. TepMUHOT JIepMOCKOIIUja
KOj e HajuIMpoKo mpudareH , 3a IpB raT cyrepupad o7 Fridman et al.

IepmMmocKorujaTa KOPUCTU OITUUKO 3rojieMyBarbe JIylla U XaJloreHa CBeT/IMHA M 110 IoTpeba TeueH MeguyM 3a
MUHUMU3MParbe Ha pedriekcujara.

Co [IepMOCKOII MOKe [la Ce BU3YeM3UpaaTr CTPYKTYPU KOj He ce BUIJIMBU CO rojio oko.Toa ce CTPYKTypu Kou ce
Haoraar BO eNuIepMIC, IepMo-eruaepMaliHaTa jyHKIUja, arnIapHUuoOT U JIeJ Ol PETUKYJIAPHUOT JIePM.

MenanouutHuTe HeBycu (MH) ce OeHurHu Heorutasmu .KJIMHUUKKM ce IIpe3eHTUPaaT KakKo jacHO OrpaHUdYeHU
MTMEHTHU JIE3UU,XMUCTOJIOUIKYU Ce COCTOjaT OJ] HEBYCHU KJIeTKMU.

Tue ce kacuduLMpaaT Ha KOHI€HUTA/IHU 1 aKBUPUPaHU,IIPeIMeT Ha OBa UCTPAKyBame Ce aKBUPUPAHUTE HEBYCU.
[Tomenenu cripema Mopdosordjata Ha et Tura(rjiobylapHy, pPeTUKy/IapHU, MeLIaHd CO MUIMEeHTHa Mpeka Ha
nepudepujaTa, MeaHi co o0y Bo Tlepudepujata 1 HecrienhuaHH.

[lenu Ha cTynujaTta e yTBpIyBake Jajiu MTOCTOM Kopesaliyja MoMery pa3IMuHuTe TeMOCKOTICKH TUTIOBH Ha HEBYCH BO
3aBUCHOCT O]] BO3pacTa.

CryaunTte Koj I'm IIpoyuyBaar JIepMOCKOIICKUTE TUIIOBUTE HA HEBYCHM MOKAT J1a [1aflaT JAONPUHOC BO M3paboTKa Ha
MOTIPEIU3HN JIMjarHOCTUUKY aJITOPUTMK KAKO U MPEAKTHBHU MOJIEeNM 3a MOIMOopelr3Ha AWjarHo3a BO OJHOC Ha
MMATMEHTUTE TYMOPH.

BOBE]] KOj He ce BUIJIMBU cO rojio oko.Toa ce CTPYKTYpU Kou
ce HaoraaT BO eMUJIEPMUC, [epMO-eNujepManHaTa

[JlepMocKomMja(CHH.eMIYMUHKUCIIEHTHA  MHKPOCKOTIHja, | )
jVHKIIMja, TAMiIapHUOT U JIeT Off PeTUKYIAPHUOT JIEpPM.

TIOBPIIIHA MUKPOCKOITHja, IepPMaTOCKOIIja) TPeTCTBaByBa
WH BMBO, He WHBa3MBHa MeTofla 3a orcepBaija U OBaa MeTojla ¥Ma rojieM OeHepuT Bo mudepeHIjaruja

IWjarHo3a Ha NMMTMEHTHHTe KOKHM je3un.] TepMuHOT Ha HeMeJTaHOLIUTHU of MeJIaHOL[UTHU
IIePMOCKOITHja KOj e HajuMpoKo mpudaTeH , 3a MPB maT Jjie3uu,Jud)epeHipame MoMery OeHWTHH W MaJIurHU
cyrepupas of Fridman et al.2 JIe31H1,CeH3UTUBHOCTA BO JIMjarHOCTMKA HAa MeaHOMOT

e 90% nacnpema 74% KnuHMYKa gujarHo3a.lcTo Taka co
Hej31MHa TOMOII ce M30erHyBa OpojOT Ha HEIOTpPeOHUTe
eKCIIM3MM U OBO3MOXKYBa Cjiefiele Ha MaljueHTd Co
MY/ITUIUTA HEBYCH.3

JlepmocKommjaTa KOPUCTH ONTHYKO 3rojieMyBambe JIyia
¥ XaJloreHa CBeTIMHA M II0 MoTpeda TeyeH MeIuyM 3a
MUHUMU3HUpabe Ha pedhieKkcujaTa.

Co JIepMOCKOI MOKe Jla ce BU3YeM3UPAAT CTPYKTYPH .
TexHuKaTa Ha Wu3BeyBalme Ha JepPMOCKOIHMjaTa e
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MOIITHe e[HOCTaBHa,0p3a u edTuHa.Taa e He MHBa3MBHA
MeTo/ia,ce M3BelyBa MH BUBO ,TaKa IIITO CAaMHOT amapar
ce TIPUKJIOHYBA Ha Jie31jaTa Koja Tpeba fia ce riema. Moxke
7la ce KOPUCTH TeYeH MeIUyM (reJ1,Macsio,ajkoxos) Koj ro
T07100pyBa KOHTAKTOT Ha JePMOCKOIIOT CO Jie3ujaTa i Mpu
TOa ja HamanyBa pedieKcHjaTa.

OBa TexHMKa Ce OJHECYyBa Ha e[HOCTaBHaTa
IIePMOCKOITHja,3a TPaeH 3amuc U (oToJOKYMeHTaIHja ce
KOPUCTHU JIUTUTAJTHA U BUJIE0/IePMOCKOIIMjaTa

HeBycu

MenanoruThHuTe HeBycu (MH) ce OeHMrHM HeoriasMu
JKHnuky ce mpeseHTHpaaT Kako jaCHO OrpaHMYEHH
IIUTMEHTHH JIe3UH,XUCTOIOUIKY Ce COCTOJaT Off HEBYCHH
KJIETKH.

HeBycHuTe KIeTKM BOJaT IMOTEKIO Off HeypajHaTa
KPHCTA(CPT) ¥ MUTPUPAAT BO TEKOT HAa eMOpHOreHe3aTa
mpuMapHo Bo KokaTa,l[HC,ounTe u yimre.4

HeBycHuTe KieTKM A (emuTenonsi) eBONYMpaaT BoO
KieTku b (mumdonurony) u moroa Bo KieTku 1]
(Heypoup).CrieHuTe MOP(OMOIIKN KapaKTePUCTHKA T
0/IBOjyBaaT HEBYCHHUTE KJIETKH O] MeJTaHOIIUTUTe( HEMaaT
IeH/IPUTH,apaHKMaHOT MM € BO THe3Ja ,IOTojieMH Ce
0T MeJIaHOL[UTHUTE,Oro/ieMa IUTOITa3Ma M COfIpsKaT
TPaHy/IU JIOKaJIM3UPAaHHU BO eMUIEPMUCHITH JIEPMHC PETKO
BO CYOKyTHLC.)

HeBycHuUTE KJIETKH IO IPETCTaBYBaaT PMHATHUOT CTAJUYM
Ha eBOJyI[Mja O] HeypajHaTa KpHUCTa TIPeKypcopHa
K/IeTKa Bo HeBoOmacT.Op Jpyra cTpaHa MMa TBpjiema
JIeKa HeBOIIUTHUTE ¥ MeJTaHOIIUTUTE HAaCTaHyBaaT off MCTa
MPeKYpPCOpHa KJleTKa -MeJTaHOO/IacT.

MenaHOLMTHUTE HEBYCU
K1acu(UIMpaHu BO ;

CIipeMa IIOTeKJIO0TO cCe

[.KoHreHuUTaIHN HEBYCU
II.AKBMpKpaHu HeBYCH

-TunuyHY aKBUPUPaHU HEBYCH
-ATUIIYHY (TUCIIACTHYHHU) HEBYCH
-IInaB HeByC

-XaJio HeByC

-CriuTIi HeByC

AxBupupanute HeBycu (AH) ce mManmu HajuecTo momanmu
on 1 cM,100po OrpaHUYEHH,TATMEHTUPAHU KOU Ce
cocTojaT off HeBycHH KieTku.Bo ofHoc Ha 6ojaTa ce BO
HUjaHCH Ha KadeHO M TPaHMIM KOM MOXar fia Owjar
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JIeCHO MperyiapHu.3a akBUPMpaHUTE HEBYCH Ce CMeTa
lleKa ce pa3BWIe Off eruepMaHUTe MeJTaHOIUTU KOU
ja 3aBpuIMIe cBojaTa MUTpalja Off HEYPaJHUO CPT BO
JepMo-enuepMaHaTa jyHKIMja BO (DeTaJHHOT Pa3Boj
WK ce co3/iazie off JepMO-eTiIepPMaTHITe MeTaHOLUTH
KoM OuJie 3apo0eHH BO JIEPMUCOT.5

AKBI/IpI/IpaHI/ITe HEBYCH Ce IIOJJ€JIEH! Ha

JVHKLIMOHA/IHU-KJIETKUTe Ce Ha JlepMo-enujepMaHara
JyHKIIj

JepPMaJIHU-KJIIEeTKUTeE ce Haoraat BO JEPMHUCOT
MelllaHW-KJIeTKUTeE Ce Haol'aaT ¥ BO enuaepMuc u ,[[epMI/IC.6

bpojoT Ha axkBUpWpaHUTe HEBYCH MOKe Ja Bapupa
of Hekonky mo crotuiu.llpeBaneniaTa Ha AH e
morojieMa Kaj KaBKaCKHOT THII Ha Jiyfe IOCEOHO THe
co Oen TeH M Kaj HuB AH ce nouupaHu Ha TENIOTO U
(hOTOEKCITOHMPAHUTE PErMU 3a pa3yiiKa Off ashjaThTe
Kajle HeBYCHTe Ce HAaoI'aaT IoYeCTo Ha aKpaIHUTe Je/I0BU
O] TeIOTO(eKCTPEMUTETH, IJIaHKU U CTamasa.)

[lokauen Opoj Ha AH ce omcepBupaaT Bo ofpeneHH
(hbamumin. CHTHOIO3UTHBHAKOPEJIallijae IeTepMAUHIPaHa
TIOMEI'y COHUeBaTa eKCHo3uiuja U 0pojot Ha HeBycu.AH
MMaaT HU30K MaJIureH MOTeHIjajl,ceKaKo acolujarujaTa
nomer'y akBUpPUpPaHUTE HEBYCH M MEJTAaHOMOT MOCTOM.
XUCTOMOIKUTE CTAIUYMU TIOKAKyBaaT fleka 1/3 of
MeJTaHOMMUTe Ce acOl[MPaHu CO AaKBUPUPAHH HEBYCH.

KnuHuuku AH ce Ipe3eHTrpaar KaKo
ACUMIITOMATCKU,0KPYI/I WM OBaJHU,BO JMjaMeTap
noManau ofi IcM co perynapHu WM JIeCHO MperyaapHu
IPaHUILK,BO OIHOC Ha 0ojaTa CBET/IO /10 TEMHO KaeHH.
AH Mmoske f1a ce jaBaT HaceKajie 0 TeJIoTo.

JYHKIMOHANHATEe  HeBycH-ce  Tpe3eHTUpaaT  Kako
MaKy/IapHH JIe31¥ HajuecTo JIOLMPaHH Ha TPYTIOT FOPHUTe
eKCTPeMUTETH U JIULETO.

MemaHuTe HeBYCH-Ce JIECHO €IeBUPAHM IaInylapHu
JIe3UH €O Ma3Ha WM JIECHO BePYKO3Ha MOBPIIMHA ,TEMHO
KaeHa o 1pHa 6oja.JIuiieTo e Hajuecta JoKaIu3aIMja
Ha OBY€ HEBYCHL.

[lepmManiHuTe HeBYCM - Ce TAMWIOMATO3HU WIH
HoplynapHu,okpyrm .Tue uMaat cBet/io KaeHa 0oja,Kaj
HUB Ce TPUCATHU TeeaHruekTasuu./lonupanu ce Ha
JIIETO ,BPATOT U TEJIOTO.

Knacudukanuja Ha HeBycu 6a3upaHa Ha lepMOCKOIIHja

Henoctoewero Ha KOHCEH3YC l'[OMGI"Y KJIIMHW4YapuTe
" ITaTOIO3UTe,IIopagn MellaHuTe KIIMHUYKN nu
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XMCTOIIATONONIKK CTPYKTYPU 3a Ja ce KiacuuiupaaTt
MeJIaHOLIMTHUTE HEBYCH,BOMIM [I0 TOCTOjaHO Oapame Ha
HOBU KiacuHUKaluu. [JepMOCKOIICKUTe CTPYKTYPH Kaj
MeJIaHOLIUTHUTE HeBYCH KOpelupaaT €O CHelu(UIHUTe
XucTomatoyomku crpykrypu.Ha ocHoBa Ha oBa ce
1paBeHd IOBeKe KiacH(UKalMd Ha MeTaHOLUTHUTE
of Koj Ke Oupar omummianu ppe.Knmacuduraiujata Ha
HeBYCHUTe BOJIU JI0 HUBHO MOJIECHO JIMjarHOCTUIIUPabe U
Toj1ecHo i epeHIMpame off MeTaHOMOT./

[IpakTHIMpamkeTo Ha IEPMOCKOTIMjaTa M 0BO3MOKYBa Ha
KJIMHUYAPUTE JIa I'M HAa0JbyIyBaaT M CTPYKTYPUTE U OOUTE
KOM He MOJKAT J]a ' BUJIAT CO TOJI0 OKO.

Cure OBME CTPYKTYPH M 00K MMaaT CBOU XMCTOMATOIONIKH
Kopenaipi.He e 3a m3HeHafiyBame (DaKTOT IITO € [00KMeH
0] TOBEKeOPOjHH CTYIMM BO KOM € VTBPAEHO [ieKa
IIepPMOCKOITHjaTa IO 3rolieMyBa IPOIIEHTOT Ha TOYHOCTa
Ha JIijarHos3aTa Ha MUTMETHUTE JIe3HH .

IToxpajoBaiepMOCKONHjaTa i JUrHTaTIHATA e PMOCKOITHja
OBO3MOKYBa ClIeflele Ha eBONYIMjaTa U IPOMEHHTe BO
HeBYCHTe,Koe JOIpPHHEeCYBa 3a 3Haelha M BO JIelI0T Ha
HeBoreHe3aTa.8

HoBara knacudukaiuja Ha Me/laHOIUTHUTE HEBYCH €
0asMpaHa Ha JIepPMOCKOIICKUTE IIeMH BO KOpesalyja
CO emuyeMoJIOTHjaTa,KIMHUUKK U XUCTOMATONOIIKUTE
kputepuymu.OBoj cucteM Ha  KiacuuKkaiuja e
IM3ajHUpPaH 3a KITMHUYApUTe Koj ce OaBaT Co JujarHo3a u
MeHalIMeHT Ha MeJIaHOLUTHUTE KOMKHU JIe3UH.

[Ipyra iepMoCKorIcKa Knacu(uKalyja Ha MeTaHOLUTHUTE
JIe3UM TY JIeld CTpeMa CTPYKTypara

(rmobynapHu, Tr7I00YIApHO-PETUKYIAPHH, TITI00YIapHO-
XOMOT€Ha, PeTHKY/lapHa, PETHKYJIapHO  XOMOTeHa,
xoMoreHa). 9

Bo opHOC Ha murmeHTaiujata (VHU(OpMHA, [IeHTpaTHA-
XUIeprnurMeHTalyja, [eHTPaIHUU-XUTIONITMEHTALIHj],
eKCIIeHTPUYHA-XUePIUTMeHTallja, eKCIIeHTPUYHa-
XMIIOMUTMEeHTaIIHja, MyITH(OKATHA-XUIIO-
XUIeprnurMeHTaIyja.

Bo opHoc Ha Oojata (06ema, IpBeHa, CBeT/IO-KaceHa,
TeMHO-Ka(heHa, I171aBa, CiBa 1 IpHa).

Knacudukanmja JepMOCKOIICKa 10 Koja ke ce paboTu
KopeJiallijaTa Ha BO3pacTa M aHaTOMCKaTa peruja Bo oBaa
CTY/IMja e c/iefiHaBa:

[-rnobynapen

P-peTukynapex
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MII-me1aH co Mpeska Bo nepudepujata
MTI'-MeraH co rno0ynu Bo nepudepujarta

H-Hecnenubuuen

MATEPJAJI 1 METOH

Cripema [M3ajHOT Ke ce M3paboOTH OICepBalMOHa
npeceyHa CTy/uja.

Bo ucTpaskyBameTo Ke ce IOUMTYBaaT eTHIKUTE Hauesia Ha
XencuHiKata jieknapanuja Ha CBerckata MeauiuHCcKa
Aconmjanja,Belmont  usBemrrajor u  UNESCO-Bata
YHUBep3ajHa JleKTapanyja 3a OMOeTMKA W UYOBEKOBH
Tnpasa.

CrynujaTa Ke ce opBuBa Ha KiuHukara 3a
JlepmaToBeHeposnoruja mounysajku og Hoemspu 2017 rof,.

BrynHo ke Oupar BKayuenn 400 MCIUTaHUIM,IIOfIETIEHN
Bo 8 rpymu cmpema Bo3pact(2-10,11-20,21-30,31-40,41-
50,51-60,61-75,1a 75rof.) ,co MuHUMYM 50 HMCHTaHMIIA
BO T'pyIlla ¥ MUHKMYM 5 HEBYCH,CO IIITO ce Jo0KBa Opoj of
muHAMYM 2000 aHaM3UpaHu HEBYCH.

bunejku Ke ce aHanM3MpaaT aKBUPUPAHHUTE HEBYCH
HMBHaTa JIEPMOCKOIICKA Mofiei0a Ha MOJTHIIOBU CTpeMa
mopdororuja e cenHara

1.Yaucdopmua rnodynapsa crpykrypa (I)
2.YaucdopMHa peTurynapHa cTpykrypa(P)

3MemaHa CTPYKTypa COCTaBeHa Off ILeHTpajHa
rio0yrapHa  CTPYKTypa Wik 0e3CTPYKTYPHA,BO
nepudepuja OMKPYKeHa co MUrMeHTHa Mpeska (MIT)

4.MemaHa CTPYKTypa COCTaBeHa O IIEHTPalHO MpeKa
WM 0e3CTPYKTYpHa,a BO mepudepyja OMKPYKeHa Co
rooymi(MI)

5.Hecnenuduuna crpykrypa (H)
A) HKITy3MOHH KPUTEPUYMHE 3a BK/TyUyBakhe BO CTYAUjaTa

-BospacT Hafi iBe rofiMHK(IIOpa/[i TOA IITO Ce aHA/IM3MpaaT
aKBUPHPaHU HEBYCH)

-ITareHTH Ko MMaaT OapeH 5 HeBYCH Ha TeJI0TO
KOU ce co rojieMrHa off 2MM-2cM

-HH]_[I/IEHTI/I CO MHHATa JIMYHa N CeMEjHa dHaMHe3a 3a
MeJlaHOM

B)EXCK/TY3MOHM KPUTEPUYMH 32 CTY/IjaTa
-IlatieHTH Ha BO3pacT Moy JBe TOfIMHU

-HeBycu co ronemuHa Hajj 2cMm
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Kako Mmetop ce ymoTpeOyBa IepMOCKOIMja MPU IITO
ce aHa/IM3MpaaT HeBYCHTe Ha TEJIOTO M I7laBaTa CoO
MCK/TYYOK Ha [JIAHKUTE U TabaHWTe KOM MMaaT pa3/inyHa
Mopdornoryja mopaau crenuduUHOCTa Ha AHATMCKUTE
peru. Mcro Taka He ce aHA/MM3MpaaT U HEBYCH Ha
CeMUMYKO3H U MYKO3H.

IEJTH

[lenmv Ha cTyMjaTa e YTBpIyBabe Jalu MOCTOM Kopesaliyja
ToMer'y pa3/IMuYHUTE IEMOCKOIICKM TUTIOBH Ha HEBYCH BO
3aBHCHOCT O BO3pacTa.

PE3Y/ITATH

Bo Hamieto ucTpaxkyBame ce MOTBPAM CUTHU(UKAHTHO
pas/MyHa 3aCTareHoCT Ha Ofi1eTHI MOP(OIOIIKHU TUIIOBH
Ha HeBYCH Kaj MCIIMTAHUIUTE Ha Pa3/IMuHa BO3PACT.

Heycu co yHrdopMHario0yiapHa CTpyKTypa 0eanouecto
TeTeKTUpPaHK Kaj MOM/IAJIUTe BO3PAcHU IPYIIM, OHOCHO
Kaj 98% (49) ucnuranuiy Ha Bo3pact of 2 go 10 roguuu,
Kaj 88%(44) ucnuranuiy Ha Bospact of 11 o 20 roaunu,
Kaj I0JIOBMHA MCIIUTAHUIM BO Bo3pacHara rpyma of 21 o

0000000000000

30 roguuu, Kaj 42%(21) ucrmuraHuii Ha Bo3pact of 31 10
40 ropunu, Kaj 30%(15) ucnuranuny Ha Bospact of 41 o
50 ropgunn, Kaj 46%(23) ucuTaHKUIM BO BO3pacHaTa rpyrma
ox 51 go 60 romunu, u Kaj 24%(12) ucmuTaHUIM TTOMETY
61 u 75 romuau. I HeBycH He Oea JMjarHOCTUIIMPAHU Kaj
HalyeHTUTe TIOCTapy off 75 TOUHN.

CraTicTHYRA CUrHU(MKAHTHA pas/dKa ce MOTBPAM BO
3ayecTeHoCcTa Ha [ HeBYCH Kaj MCIIMTAHUIM Ha Pa3/IMuHa
Bo3pacr (p<0.0001).

OB0Oj MOP(QOIONIKK THI Ha HEBYCH 3HAYajHO IMOYECTO
Oelie IMjarHOCTUIMPaH Kaj MCIIMTAHMIUTE HA BO3PACT
ofi 2 1o 10 roguHu CIIOpeieHo CO OCTAHATUTEe BO3PACHU
TPy, Kaj McnuTaHuiuTe Ha Bospact of 11 mo 20
TOIMHU CIIOpeJieHO CO OCTaHATHTe BO3PAcHW TPYIIH, Kaj
UCIIUTaHUIMTe Ha Bo3pacT of 21 1o 30 ropuHu cropeeHo
co oHue Ha Bo3pacT of 41 go 50 roguHu, U moctapu of 61
rofIMHa, Kaj MCITUTaHULIUTe Ha Bo3pacT of 31 go 40 rogunu
CIIOPEeIeHO €O MCIUTAaHUIUTe HocTapyu off 61 romuHa, Kaj
UCIIUTaHUIMTe Ha Bo3pacT of 41 1o 50 ropguHu criopefieHo
O TIOCTapH Off 75 TOIMHY, U Kaj UCTIUTAHUIIA HA BO3PacT
of 61 g0 75 rogyHI KOMIIAapUpaHy CO UCITUTAHUIY Haf, 75
rojIvIIHa Bo3pact. (Tadena 1u 2.)

Tabena 1
BO3PaCHH IPYIU
rese . 2-10 11-20 2130 3140 4150 51-60 61.75 575
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Ja 189 49(98) 44(88) 25(50) 21(42) 15(30) 23(46) 12(24) 0
He 211 1(2) 6(12) 25(50) 29(58) 35(70) 27(54) 38(76) 50(100)
p-level Pearson Chi-square X2=147.32 p=0.000000 sig

Taberna 2
Hesyc I
BO3pACHH BO3PACHM IPYIH
rpynu 11-20 21-30 31-40 41-50 51-60 61-75 >75
2-10 NS p=0.00000 p=0.00000 p=0.0000 p=0.0000 p=0.0000 p=0.00000
11-20 p=0.0000 p=0.000001 p=0.00000 p=0.000008 p=0.0000 p=0.0000
21-30 NS p=0.041 NS p=0.007 p=0.0000
31-40 NS NS p=0.0056 p=0.0000003
41-50 NS NS p=0.000027
51-60 p=0.021 p=0.0000
61-75 p=0.00022
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WcnuTanuiiure off TOBO3pacHUTE TPYNU TOUYECTO Off
TIOM/TQJIUTe WCIUTAHUIM MMaa HeByCHM cO YHH(opMHa
peTHKylapHa CTpyKTypa. P Tum Ha HeBycu Oea
IOMjarHOCTUIIMpaHu Kaj cuTe 50 HCOMTAHMIM IIOCTapH
o 75 roguuu, Kaj 92% (46) Ha Bo3pacT opm 61 mo 75
ropuny, Kaj 94% (47) Ha Bo3pact of 51 1o 60 roguuu, u
Kaj MCTO TOJNKY MCIUTaHMIM Ha BospacT of 41 mo 50
rofiuau. Bo Bo3pacHara rpyna ucnurtanuuy o 31 go 40
rofuHu P HeBycu umaa 88% (44) ucrtanuim, a 74% (37)
BO Bo3pacHara rpymna of 21 mo 30 rogunu. Camo 16% (8)
WCIIMTAHUIM O]l HajMJIajaTa Bo3pacHa rpyna umaa P
HeBYCH.

CraTHCTHUKATa aHa/IM3a KAKO CUTHI(DMKaHTHA ja IOTBPIH
pasiMKara Bo 3auecTeHocTa Ha P HeBycH Kaj HCTIMTaHUIIN
Tabena 3

Original scientific paper I

Ha pa3nnuHa Bo3pacr (p<0.0001).

Meryrpymaute cropef6M IoKa)kaa jeka P Tum Ha
HEBYCH 3HAYajHO TIOPETKO Oellle MMjarHOCTUIIMPAH Kaj
HCIMTAHUIUTe Ha Bo3pacT off 2 7o 10 ropuHu cropeieHo
CO OCTAHATHTE BO3PACHU TPYIH, Kaj UCIMTAHUIUTE Ha
Bo3pact of; 11 10 20 ropuHuM criopefieHo cO UCITUTAHUIUTE
Ha Bo3pacT Hap 31 rofuHa, Kaj MCIIUTAaHUILIATE HAa BO3PacT
ox 21 no 30 roguHu cIiopeieHo co UCTIUTaHUIUTe ITOCTapy
ofi 41 romuHa, Kaj UCIUTaHUIMTe Ha Bo3pacT off 31 mo 40
TOIMHM CIIOpefieHO €O HCIUTAHMIMTe IoCcTapu of 75
rOJMHHY, ¥ Kaj KCTIMTaHUIIY Ha Bo3pacT off 61 mo 75 roguHu
CIIpefleH0 €O WMCIUTAHWUIM Haj, 75 TOAMIIHA BO3pPAacT.
(Tabena 3w 4)

BO3PACHHU I'PYIIH
HEBYC
i n 2-10 11-20 21-30 31-40 41-50 51-60 61-75 >75
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Ia 307 8(16) 28(56) 37(74) 44(88) 47(94) 47(94) 46(92) 50(100)
He 93 42(84) 22(44) 13(26) 6(12) 3(6) 3(6) 4(8) 0
p-level Pearson Chi-square X2=15757 p=0.000000 sig
Tabena 4
HeByc P
BO3pacHU BO3pacHU I'pyIu
Tpynu 11-20 21-30 31-40 41-50 51-60 61-75 >75
2-10 p=0.00003 | p=0.0000 p=0.0000 p=0.0000 p=0.0000 p=0.0000 p=0.0000
11-20 NS p=0.00037 p=0.000011 p=0.000011 p=0.0000 p=0.0000
21-30 NS p=0.0064 p=0.0064 p=0.017 p=0.0001
Fisher
31-40 NS NS NS p=0.027
4-50 NS NS NS
51-60 NS NS
Fisher
61-75 p=0.012

HeBycu co MemaHa CTPYKTypa, IIeHTpaJHO I7100yIapHa
W 6e3 CTPYKTYpa, BO epudeprja co MArMeHTHa MpesKa,
HajuecTo Oea IeTeKTUPaHH Kaj UCTIUTAHUIIU Ha BO3PACT Off
41 o 50 romuuy, 1 of 21 o 30 romunu - 58% (29) 1 54% (27)
UCTIUTAHUI KOHCEKBEHTHO.BakoB TUM Ha HeBYCH MMaa
22% (11) ucriiTaHUIM Off HajMJIajlaTa BO3pacHa TpyIma, a
camo 6% (3) off HajcTapaTa Bo3pacHa rpyria.

3a BpegHoct Ha P<0.0001 ce moTBpAM CUrHU(UKAHTHA
pa3/inKa Mery MCIUTaHUIUTe Ha pa3/iMuHa BO3PacT, a BO
ofiHoC Ha 3auecteHocTta Ha MII Tun Ha HeBycH.

Mefyrpynaute — TecTMpama TOKajkaa JleKa  OBaa
BKYITHA CUTHU(MKAHTHOCT Ce [IO/KM Ha: 3HAuajHo

TIOPETKO JIMjaTHOCTUIIMpame Ha OBOj THI HEBYCH Kaj
HCIMTAHUIUTE Ha Bo3pacT off 2 7o 10 rofuHu cropeieHo
€O MCIMTaHUIM Ha Bo3pacT off 21 go 30 rogunxy, u o 51 1o
60 rogMHM, a 3HAUAjHO MOYECTO BO OJJHOC Ha HajcTapuTe
HCIMTAHUIM; HA 3HAUajHO MOPETKO [WjaTHOCTUIMpPAmhe
Kaj ucnMTaHunuTe Ha Bo3pacT of 11 go 20 ropuHm
CTIOpeieHo €O MCIIMTaHUIMTe Ha Bo3pacT of, 21 1o 30, 1 of
41 mo 50 roguHK; Ha 3HAYajHO [TOYECTO AUjarHOCTUIIMPAIbe
Kaj McrnuTaHuLuTe Ha Bo3pacT of 21 mo 30 romguHu,
CIIOpejieHo co UCIIMTaHUIM Ha Bo3pacT of 31 mo 40, u Kaj
MCIMTAHUIM ITOCTapH off 51 rof|Ha; Ha 3HauajHO IIOPETKO
IMjarHOCTHIpabe Kaj UCIIMTAHWIM Ha Bo3pacT of, 31
7o 40 ropuHU CropefieHO CO MCIMTAHWMIM HAa BO3PacT
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of 41 mo 50 roguHM,a 3HAYajHO IOYECTO Off HajcTapuTe
WCIIUTAHUIM; HAa 3HAYajHO TI0YECTO AUjarHOCTUIMPArbe
Kaj ucnuTaHunuTe Ha BospacT off 41 mo 50 roguHu Bo

UCIIUTAHMIIA TTOCTApH Off 75 roiuHa. (Tabena 5 u 6.)

Tabena 5.

0000000000000

OfIHOC Ha MCIUTAHUIUTe MocTapu of 51 rofpuHa; Ha
3HAYajHO T0YeCTO JIUjarHOCTUIIMpPatbe Kaj UCITUTAaHUIITe
Ha Bo3pacT of 51 10 60, 1 o 61 1o 70 roaKHY BO OIHOC Ha

BO3PACHH [Py

M . 2-10 11-20 2130 3140 4150 51-60 6175 575
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

it 111 11(22) 7(14) 27(54) 14(28) 29(58) 10(20) 10(20) 3(6)
He 289 39(78) 43(86) 23(46) 36(72) 21(42) 40(80) 40(80) 47(94)
p-level Pearson Chi-square X2=60.34 p=0.000000 sig

Taberna 6.
BO3PaCHH BO3PACHU IPYNH
rpynu 11-20 21-30 31-40 41-50 51-60 61-75 >75
2-10 NS p=0.00098 NS p=0.00024 NS NS p=0.021
11-20 p=0.000024 NS p=0.0000046 NS NS NS
21-30 p=0.008 NS p=0.00043 p=0.00043 p=0.0000002
31-40 p=0.0025 NS NS p=0.0034
41-50 p=0.000098 p=0.000098 p=0.0000
51-60 p=0.037
61-75 p=0.037

3auecTeHOCTa Ha HEBYCHM CO MellaHa CTPYKTypa CO
IIeHTpaJIHa Mpeka Ui 0e3 CTPYKTYpa, a Bo nepudepuja
r1o0ynM, CUrHU(MKAHTHO Cce  pas/MKyBalle  Kaj
UCIUTAHULINTE Ha pasaumuHa BospacT  (p<0.0001).
Jluctpubylijata Ha OBOj TUII HEBYCH BO 8-Te BO3pacHU
TPyIM TOKa)KyBa HMBHaA 3actameHocT Kaj 30% (15)
UCTIUTAHULK Ha Bo3pacT of 2 o 10 ropunu, 48% (24) Ha
Bo3pact off 11 7o 20 ucnuranuiiy, Kaj 32% (16) ucnuranuim
Ha Bospact off, 21 1o 30 roguuu, Kaj 22% (11) ucnuTaHuIM
Ha Bo3pacr of1 31 1o 40 rogunu, Kaj 46% (23) mcnuraHuIm
Ha Bo3pact off 41 mo 50 roguHuM, ¥ Kaj efleH UCTIMTAaHUK BO
Bo3pacHaTa rpyna o 61 io 75 roguuu. Kaj ucnuranuiure
Ha Bo3pacT ofl 51 1o 60 roguHM, ¥ TIOCTapy Of, 75 TOAUHH
He Oemre aujarHoctuipan MT Tim Ha HeByc.

Meryrpymaute cropenou mokakaa jgeka MT Tum Ha
HeBYCH 3HAYajHO [MouecTo Oelle [WjarHOCTUIMPAH
Kaj ucnuTaHUIMTe Ha BospacT of 2 o 10 ropunu
CIIOPEeIeHO €O MCIUTAHUIKTE TI0CTapy off 51 roiuHa; Kaj
UCIUTaHUIMTe Ha Bo3pacT off 11 go 20 ropuHu cropeieHo
Co ucrmuTaHuiuTe Ha Bo3pacT of 31 mo 40 roguHu u
nocTapu off 51 ToiiHa; Kaj UCIIUTAHULIUTE Ha BO3PAcCT Off
21 mo 30 roguHM criopefieHO CO MCIUTAHULIUTe IOCTapu
ofi 51 royiMHa; 3HauajHO TMOPETKO Kaj UCHUTAHWUIUTE Ha
Bo3pact off 31 1o 40 roguHu criopefieHo CO UCTIUTAHULIATe
Ha Bo3pacT off 41 mo 50 ropuHM, a 3HAUajHO IOYECTO
Ol MCITUTAHULIUTE TIocTapu of 51 rofuHa; ¥ 3HauajHO
TI0YeCTO Kaj MCTIMTaHUIUTe Ha Bo3pacT of 41 1o 50 roguxu
CIIOpeIeHO €O UCTIMTAHUIK ITIocTapu off 51 roiuHa. (Tabena
7ud)

Tabena 7.

BO3PaCHHU IPYIK
HEBYC
MT n | 210 11-20 21-30 31-40 41-50 51-60 61-75 >75

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Ia 90 | 15(30) 24(48) 16(32) 11(22) 23(46) 0 12) 0
He 310 | 35(70) 26(52) 34(68) 39(78) 27(54) 50(100) 49(98) 50(100)
p-level ‘ Pearson Chi-square X2=79.77 p=0.000000 sig
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Taberna 8.
BO3PaCHH BO3PACHU IPYNH
rpynu 11-20 21-30 31-40 41-50 51-60 61-75 >75
2-10 NS NS NS NS p=0.00003 p=0.00013 p=0.00003
11-20 NS p=0.006 NS p=0.0000 p=0.0000001 p=0.000000
21-30 NS NS p=0.000013 p=0.000065 p=0.000013
31-40 p=0.011 p=0.00044 p=0.002 p=0.00044
41-50 p=0.0000 p=0.0000003 p=0.0000
51-60 NS
61-75 NS

HeBycu co HecrmerubuuHa CTPYKTypa Hajuecto Oea
JeTeKTHPaHU Kaj MCIIUTaHMIM Ha Bo3pacT of 21 mo 30
rofIuHu - 52% (26), a moToa Kaj UCITMTAHUIA HA BO3PACT
61 g0 75 rogunu - 44% (22).BakoB THI Ha HeByCH He
0ea JMjarHOCTMLMPAHM BO HajM/IafaTa BO3pacHa Ipyla
UCTIUTAHULM, a TH ¥Maa 6% (3) UCTIMTaHUIM TTOCTApH Of
75 TOJIUHMU.

3a BpegHoct Ha P<0.0001 ce moTBpAM cUrHU(pUKAHTHA
pas3/iMKa Mery MCITMTaHUIUTe Ha pa3/IMyHa BO3PacT, a BO
OJTHOC Ha 3auecTeHocTa Ha H Tm Ha HeBycH.

MefyrpynHuTte TecTMpama TOKa)kaa JIeKa oBaa BKYIHA
CUTHU()MKAHTHOCT Ce JIO/DKM Ha: 3HAuajHO IIOPEeTKO
IMjarHOCTHUIMPabe Ha OBOj TUT HEBYCH Kaj MCITUTAHUIUTe

Tabena 9.

Ha Bo3pacT of 11 1o 20 roguHu criopefieHo CO UCITUTaHUITH
Ha Bo3pacT ofi 21 go 30 roguHM, a 3HAYAjHO TOYECTO BO
OJIHOC Ha HajcTapuTe MCIIMTaHUKIY, Ha 3HAYajHO [TOYECTO
JMjarHOCTHIpalbe Kaj UCIIMTaHUIUTe Ha Bo3pacT of 21
70 30 roguHY CTIOPeIeHO €O UCTIUTAHUIIMTEe Ha BO3PACT O
31 mo 60 roguuM, U MOCTapu Of 75 FOJUHU; Ha 3HA4ajHO
MIOPETKO IMjarHOCTUIIMPAbe Kaj MCIUTaHUIUTe Ha
Bo3pact of 31 1o 40 roguuu u 41 go 50 rogKHY CrIopefieHo
CO HCIIUTAHMIM Ha Bo3pacT of 61 mo 70, a 3HauajHO
TI0YeCTO O] HajcTapuTe UCIIMTaHUIIM; Ha 3HAYajHO [TOYeCTOo
IyjarHOCTULIMpabe Kaj UCIIUTaHUIMTe Ha Bo3pacT of Sl
7o 60, 1 o7 61 mo 70 ToguHM BO OfIHOC HA MCIIHATAHUIN
nocrapu ofi, 75 romuHa.(Tabena 9 1 10)

BO3PACHHU T'PYIIH

| 210 1120 2130 3140 4150 5160 6175 575
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

hif:) 101 0 13(26) 26(52) 11(22 12(24) 14(28) 22(44) 3(6)
He 299 50(100) 37(74) 24(48) 39(78) 38(76) 36(72) 28(56) 47(94)
p-level Pearson Chi-square X2=55.51 p=0.000000 sig

Tabemna 10.
BO3pacHu BO3PACHU IPYNN
rpymnu 11-20 21-30 31-40 41-50 51-60 61-75 >75
2-10 p=0.00011 p=0.0000 p=0.00044 p=0.00022 p=0.000055 p=0.0000001 NS
11-20 p=0.0077 NS NS NS NS p=0.0064
21-30 p=0.0019 p=0.0039 p=0.014 NS p=0.0000004
31-40 NS NS p=0.019 p=0.021
41-50 NS p=0.035 p=0.012
51-60 NS p=0.0034
61-75 p=0.000011

Bo Tabena 11 mpuKakaHa e 3acTameHocTa Ha 5-Te MOpP(OJIONIKY TUTIOBU HEBYCH Kaj UCTIUTAaHUIIUTE Off 8-Te BO3pacHU

TPYIIH.
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Tabena 11.
BO3PaCHM IPYIIH
THUI Ha
HEBYC n 2-10 11-20 21-30 31-40 41-50 51-60 61-75 >75
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
r 189 49(98) 44(88) 25(50) 21(42) 15(30) 23(46) 12(24) 0
307 8(16) 28(56) 37(74) 44(88) 47(94) 47(94) 46(92) 50(100)
MII 1 11(22) 7(14) 27(54) 14(28) 29(58) 10(20) 10(20) 3(6)
MT 90 15(30) 24(48) 16(32) 11(22) 23(46) 0 1(2) 0
H 101 0 13(26) 26(52) 1122 12(24) 14(28) 22(44) 3(6)
r |
% THI HA
HEBYC
r
mp
B MII
MT
mH

L BO3PACHH IPYNH

Fpa(bI/IKOH 1.3acTameHoct Ha JEPMOCKOIICKHATEe TUIIOBM Ha HEBYCH BO 3aBMCHOCT OJ] BO3pacTa

JTUCKYCHJA

Pa3nuHuTe TUIIOBU Ha METAHOL[UTHY HEBYCHU MOCTOjaT U
ce BO peJialiija co eBoyIujaTa,MopgoIorujaTa, reHeTHKa
Ta M HUBHATA aCOLMPAHOCT CO IojaBaTa Ha MelaHOMOT. Toa
T'0 MOTBPJIYBAAT JIeJ1 Of CTYIUHUTE KOj ce paboTeHH Ha OBaa
temal(,11,12 o Kou mITO Ipou3/ieryBaar 1 3aKIyUOLUTe
3a JIBeTe MaTeKu Ha Pa3Boj KOM BJIMjaaT Ha (pOPMUparbe
Ha HeBYCHUTe eHfloreHa ¥ er3oreHa./IoHTMTyMiHaHWUTE
CTYIUM HYJAT MOBUCOK CTelleH Ha JI0Ka3 Kaj 0BOj TUI Ha
UCTPa)KyBatba.

Pa3BojoT Ha JiepMOCKoIjaTa Kako MeToja oTBapa HOBa
MOpOIIOLIKa AUMeH3Hja Ha MeTTaHOLUTHUTe HEBYCH,KaKO
1 1ofobpo pasOMpame Ha HHBHaTa MOJIEKYIapHa
CTPYKTYpa M MOKHOCT 3a HOBM Kiaacupurarmuls.
HejsuHaTa peieBaHTHOCT KaKO METOJIa BO BaKOB THII Ha
HCTIelyBaba e MOTBPJEHA CO CTYAMUTE 3a ePUKaCHOCT
Ha [epMOCKONHMjaTa BO JMjarHo3a Ha IMUTMEHTHHUTE
J1e31H,CeH3UTUBHOCT U crienmduunoctl4,15 {53,541,

BasupaHo Ha pJedMHMIMja AaKBUPUPAHW MeTaHOIUTHU
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Ne3ul ce cuTe OEHWTHM JIe3WM KOM Ce jaByBaaT Ha
KO)KaTa Mo parameTo.3a pasiuKa Off KOHTeHWTAJTHUTEe
Kaj KoM PU3UKOT 3a Pa3B0j HA MEJTAHOMOT 3aBHCH Off
rojieMMHaTa ,Kaj akBUPUPAHUTE HEBYCH KIIYUHH (haKTOpH
3a acolyjalyja co MEJTAHOMOT O] I0CETALIHUTE CTYIUHU Ce
Opojot 1 BapujabuHoCcTa Bo Mopdomnorujatalt.

Co orze Ha mMpoKata MOp(O/IOIIKA XeTeporeHOCT Ha
0Baa IpyIa He M3HeHa/IyBa Toa Jieka KlacuuKanyjaTa Ha
aKBUpHpaHUTe HeBYCH e pa3nuuHalz,18

basupaHo Ha HamiaTa JUMUTUPAHOCT 3a KIMHUYKA
pudepeHLjalija IOMEry pas3auuHuTe HeByCcH.Jlypu u
XMCTOIATO/OTMjaTa Koja TpeTCTaByBa 3/1aTeH CTaH[ap/
3a JWjarHo3a ¥ KiaacuduKaiyja, BO 0BOj C/Iyyaj MMa
JIMMUTUPAHOCT,HAJIIPBUH TIOPaJM CeNeKI[MOHUOT Oujac
¥ TIOPAJIU TOa IITO HEBYCOT Ce aHA/M3Upa BO elHa TOYKa
07 BpEMeTO ,a Toa IO OHEBO3MOKYBa Cle[IeHeTo Ha
eBOMNyLIMjaTa ¥ UHBOMVI[HjaTa.

®dakToT HOeKa ,[[epMOCKOHI/IiaTa OBO3MOKYBa
BI/I3YEHI/I3HL[I/Ija Ha JIe3uM KOM He Ceé BUJIMBU CO T0JI0
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OKO,KaKo ¥ Toa JieKa BHU3YeI3UpaHuTe CTPYKYPU MMaaT
CBOU XUCTONATONOLIKM eKBMBAJEHTH, ja TPaBU MeTofja
peneBaHTHa 3a omncepBainuja Ha MopdoronikaTa
Pa3HOMKMKOCT Ha HEeBYCUTe M HUBHATA MPOMEHA CO TEKOT
Ha BpemeT019,20

BeymiHocT TyKa e r71aBHaTa yiiora ja ¥Ma JilepMOCKOIHjaTa
lla TIPeTCTaByBa MOCT IOMEI'Yy MAaKPOCKOICKUOT |
MHKPOCKOIICKMOT CBET ¥ Jla BOJIH JI0 HBHA MHTerpaliyja.
[lepmocKorickaTa [mjarHosa ce 6asMpa Ha UeTHPH
Bapujadmr:l.mopdonornja  2.murMeHTanmja  3.00ja
4.crierbuUHK TOKATM3aIIH.

Bo oBaa cTyguja ce KopucTaT KiacH(pURALUUTE IO
Mmopdooryja M NHUTMEHTaldja ¥ Cce  Kopelupaat
co OCTaHaTHTe mapaMeTpu (aHaToMCKa
peruja,Bo3pact,poToTuII).

OBaacTyyjayKakyBa HaToa 1eKanocTou CUTHU(PUKAHTHA
pas/MKa MoMery pasjIndHUTe JIePMOCKOIICKM TUIIOBHU Kaj
ofIpefieHy BO3PACTH.

Bo meTckaTa Bo3pacT moTouHo of 2-10 T ;oMUHaHTeH THII
Ha HeByc Oeliie I7100y/IapHUOT HEBYC ,KOj MPOLIEHTYATHO
Haj3acTameH Oemie BO TPBUTe 2 TPYIIM,JofieKa BO
TocjiefiHaTa Tpyra Ha 75 I BOOIIILTO e ce T0jaByBa.

3a pasnuKa off PeTUKy/IapHUOT HEBYC KOj ITPeJIOMUHAHTHO
ce jaByBa BO II0BO3pacHaTa MOoMy/alyja U Kaj rojeM Jie 1
Hajl 75 rofiuIliHa BO3PacT.

MT (MeliaH HeBYyC co I7100y/IM Ha tepudepujaTa) BCYUIHOCT
e curHu(MKaHTeH 3a TOMajaTa BO3pacT,BCYIIHOCT U
HEeroBOTO MPHUCYCTBO He e 3abeJiekaHo BO HajBO3PACHUTE
rpynu.OBoj HEBYC 1 BO JTUTepPaTypaTa BO CJIEJHUTE CTYIUH
18,19 e onuiraH Kako pacTeuku HeBYC KOj ce cpekaBa BO
TIOMJIajiaTa TI0Ty/Ialiyja,0Ba 3a0eieKyBame MoKe Jla MMa
MPaKTHYHA TPYMEHa BO MEHAIIMEHTOT Ha OBHE JIe3UH Kaj
nioBo3pacH¥u of 30 rofjuHH 71a ce OTICePBUPAAT co mocedeH
aKIIeHT,J]a ce HaIPaBU U IUTHTAJIHA IEPMOCKOIIMja OBHE
nepudepHu I7100yIM MOJKe Jla OUJIAT 3HAK 3a MEJTaHOM Kaj
BO3pacHaTa nomnymaiuja.21

CryauuTe Koj I MPOydyBaaT AepPMOCKOIICKUTE TUIIOBUTE
Ha HeBYyCHM MOMKAT Jia [ajilaT JONPUHOC BO M3pabOTKa
Ha TMOMpelU3HA [MjarHOCTUYKU aJTOPUTMU KaKo M
TIPeJIKTMBHYU MOJIeJIY 3a TOTOopelj3Ha [I1jarHo3a Bo 0fIHOC
Ha IUTMEHTHTe TYMOPH.
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ABSTRACT

Objectives: This study aims to compare the perioperative clinical, angiographic and operative characteristics and
early complications of diabetic patients with non-diabetic patients, undergoing isolated CABG at the University
Hospital for Cardiac Surgery in Skopje. Methods: During the period from October 2017 to October 2018, ninety one
consecutive patients undergoing CABG were enrolled in this prospective observational study. This population was
then divided into those with DM and those without DM. For these groups, preoperative clinical, angiographic,
intraoperative characteristics and postoperative complications were evaluated. Results: In our cohort, 48, 4%
of the patients were diabetic. Except for smoking, all other risk factor were evenly distributed between the two
groups. Patients with DM had similar SYNTAX score like non-diabetic patients (31, 7«5, 5 vs. 30, 3+7, 2, p=0,312).
Patients with DM had higher No of diseased vessels (2, 9+0, 7 vs. 2, 5+0, 6, p=0,020), less LM disease (22, 7% vs. 42,
6% p=0,036). There was no statistical difference between the two groups in terms of intubation time (p=0,137),
inotropic support (p=0,774) and vasopressor support (p=0,076). Diabetic patients had less re-sternotomies (p=0,066)
than non-diabetic patients. Postoperative AF, perioperative MI, stroke, sternal wound infection and leg wound
infection were similar in both groups. Length of hospital stay was 9 days in both groups. Conclusion: Our data do
not support the conclusions by other authors who found diabetes to be a risk factor for significantly adverse early
morbidity following CABG. In our study DM was not risk factor for perioperative complications and preoperative
characteristic of diabetic patients were not different than in no diabetic

INTRODUCTION diabetes prevalence in 2014 was 180,180 (90,020 men and
90,160 women). RNM has a national diabetes prevalence
of 11.44%, which is the third highest in Europe, behind
just Turkey and Montenegro, and a comparative (age-
adjusted) diabetes prevalence of 9.76%, or the second
highest in Europe, after Turkey (2). Clinically, coronary
atherosclerosis is worse in every measurable way in
patients with diabetes mellitus (DM) as manifested by
early and more diffuse atherosclerosis producing a
greater disease burden, more frequent left main coronary

It is now widely accepted that worldwide diabetes
prevalence is surpassing even the most pessimistic
projections from the past. For example, in 2004, it was
estimated that diabetes prevalence in 2030 would reach
334 million people, whereas the actual prevalence of 387
million people with diabetes was already reached in 2014,
and the new projection for 2035 is 592 million, almost
double what was estimated only 10 years ago (1,2). In
Republic of North Macedonia (RNM), the estimated total
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stenosis and multivessel disease, more total occlusions,
and an impaired ability to develop collateral circulation
(3,4). The net clinical effect more than doubles the risk of
coronary artery disease (CAD) in patients with DM, and
the disease is lethal: ischemic CAD causes three quarters
of DM-related deaths (5)

Coronary artery bypass grafting (CABG) is nowadays
the preferable revascularization treatment in diabetic
patients over percutaneous coronary interventions (PCI)
(6, 7). PCI and CABG uncovered the unique biology of
diabetic vascular disease and patients with DM continued
to face worse outcomes, mortality, and complications
than similar patients without DM (8, 9).

Several studies revealed different preoperative clinical
characteristics, higher morbidity and perioperative
mortality rates among patients with DM vs. non-
diabetic patients undergoing CABG (10-12). This finding
is probably related to the occurrence of perioperative
myocardial infarction, infections, respiratory failure,
renal and cerebral complications, all of which prolong
hospitalization and worse outcome in these patients.
Moreover, the presence of DM is considered to be an
independent risk factor for postoperative mortality after
CABG (10)

This study aims to compare the perioperative clinical,
angiographic and operative characteristics and early
complications of diabetic patients with non-diabetic
patients, undergoing isolated CABG at the University
Hospital for Cardiac Surgery in Skopje - RNM

METHODS
Study patients.

During the period from October 2017 to October 2018,
ninety one consecutive patients undergoing CABG were
enrolled in this prospective observational study. Patients
were included in the database if they fulfilled the following
inclusion criteria: they were consecutive patients aged 18
years or older (no restrictions on sex or nationality) and
had undergone CABG. All procedures were done on-pump
with cardiopulmonary bypass (CPB). We used Thomas
crystalloid cardioplegia. Except in 5 patients, left or
right internal thoracic artery (LITA or RITA) was used to
bypass the left anterior descending artery (LAD). None of
the patients had associated surgical procedures such as
valve replacement or aortic surgery. This population was
then divided into those with DM and those without DM.
For these groups, preoperative clinical and angiographic
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characteristics, intraoperative characteristics and
postoperative complications were evaluated. Among the
clinical complications that occurred following CABG, the
following variables were analyzed: perioperative acute
myocardial infarction (AMI), neurological complications,
pulmonary complications, renal complications, infectious
complications, cardiac arrhythmias and multiple organ
failure occurring within 30 days after the surgery. This
study was approved by the Medical Ethics Committee of
Medical School, University “St.Cyril&Methodius, Skopije,
and all patients provided informed consent.

STATISTICAL ANALYSIS

Categorical parameters were summarized as percentages
and continuous parameters as mean +SD. Continuous
variables were compared using nonparametric Mann-
Whitney test for independent samples and categorical
parameters were compared using Pearson’s chi square
test. All data analysis was performed using SPSS version
25.0 (IBM SPSS, Inc., Chicago, Illinois) and p value < 0.05
was considered significant.

RESULTS

The patients were divided into two subgroups: those with
DM (n=44/48, 4%) and those without DM (n=47/51, 6%).
The baseline demographic and clinical characteristics
of the 91 patients as a whole and divided into subgroups,
including preoperative risk factor are shown in Table 1
and were similar in both subgroups. Diabetic patients
were 3 years older than non-diabetics (p=0, 07). Except for
smoking (more prevalent in the non-diabetic group, 57,
4% vs. 38, 6%, p=0, 05) all other risk factor were evenly
distributed between the two groups. Patients with
diabetes had slightly higher percent of PVD and CVI,
and diabetic patients had slightly higher percentage of
significant carotid disease, but this results didn’t reach
statistical significance. Patients with diabetes had higher
Euro SCORE (2,5 vs. 1, 5).

Table 1. Baseline characteristics in the study population
as a whole and comparison of demografic, clinical and
echocardiograpfic characteristics of 91 patients divided
according to the presence of DM.
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Al RA or NTSVG) was even between two groups. Diabetic
Parameter tient DM No DM . had slighter 1 b . d 1
(n/%) gii lents  f44/48 4 47/51,6 p patients had slighter longer bypass time and cross clamp
T time than non-diabetics, but that didn’t reach statistical
+ . .
Age (years) 138 66,9+6,8 63,9:86 [ 0,072 significance (p=0,263 and p=0,142)

I\G/lel;der (n/%) 0769 | 35795 357745 Table 2. Angiographic and intraoperative characteristics
ale : , , . . . .
Female AB31 9205 12/255 | 091 in the study population as a whole and divided according

BMI (kg/m2) | 275+42 |280:39 | 27145 |0308 | to the presence of DM.
Euro SCORE | 2,0£1,5 2,5+1,6 1,5¢1,2 0,003 All
- Parameter atients DM No DM
NYHA (n/%) 2,2+0,5 2,3+0,6 2,1:0,5 0,213 (n/%) 81 44/484 47/51,6 p
CCS (n/%) 2,3+0,5 2,4+0,5 2,3+0,5 0,228
SYNTAX
Angin, Sble | e | om0 w506 looss | Lscore 30664 [317:55 30372 [0312
(/%) : : : : No of
Previous MI 38/41 8 19/43 2 19/40 4 0478 diseased 2,8i0,4 2,910,7 2,5i0,6 0,020
(n/%) ' ’ ’ ’ vessels
bresious Pl ang7 | 9205 8170 |oad0 | [heftmainPso550 1007 | 20/426 | 0,036
Urgent CABG LAD
/%) 29/31,9 17/38,6 12/25,5 0,132 roximal 69/75,8 34/713 35/745 0,474
Smoking (n/%) |44/484 | 17/386 27/57,4 0,056 15¢ase
X 1 vessel
{1{]}’;’)‘*”‘3“5‘0“ 88/967 | 43/977 5957|0555 || disease V11 0 121
° vesse
—— . 151165 | 5/114 10/21,3
Dyslipidemia | gsjg54 | o009 [a5/957 | 0307 | | Teasd B I 0.260
- disease ' ’ '
}if:e(g %e)rat”e 10/9,1 491 4/85 0,605 Number
of distal 2.7+0.7 2,9+0,7 2,5+0,6 0,002
COPD (n/%) | 14/156 |7/159 7/15.2 0,578 anastomosis
PVD (n/%) 20211 |7/159 10/21,3 | 0350 Number
Carotid of distal
disease 17/18,2 8/17,0 12/13,2 0,405 anastomosis
FEI‘ atient
CKD (n/%) 26/28,6 13/29,5 13/27,7 0,513 n{ % 444 245 243 0043
CVI (n/%) 12/132 | 5/114 7/14,9 0,427 2 25275 | 6/136 19/40,4 '
CABG = coronary artery bypass graft surgery; BMI = body 2 g%%% g}ggf‘ %%‘589
mass index; MI=myocardial infarction; PCI=percutaneous | 5 2/22 2/45 0
coronary intervention; AF=atrial fibrillation; COPD= | rITA/RITA
: ; : . —har (n/%) 86/94,5 41/93,1 45/95,7 0,367
chronic obstructlve pulmona.ry (‘hsease,' PVD=peripheral Only venous | 5/55 368 242 0450
vascular disease; CKD=chronic kidney disease; (n/% 6/6,7 4/9,1 2/43 0,307
_ . _ _ o RAM%)  |18/198  |8/182 1334 {0,362
Angiographic and intraoperative characteristics in the | NTSVG (n/%)
study population as a whole 'and divided ac'cording' to the (Erl:i]?l)time 1071281 [1104:296 | 10372264 | 0263
presence of DM are shown in table 2. Patients with DM :
had similar SYNTAX score like non-diabetic patients (31, {isﬁllf(mm‘icn) 61,5181 | 6444183 |587:177 |0,142

7+5, 5vs. 30, 3+7, 2, p=0,312). Patients with DM had higher
No of diseased vessels (2, 90, 7 vs. 2, 5+0, 6, p=0,020),
less LM disease (22, 7% vs. 42, 6% p=0,036), and similar
distribution of 1, 2 and 3 vessel disease (p=0,260) like
patients without DM.

Patients with DM got more distal anastomoses than non-
diabetics (2, 90, 7 vs. 2, 50, 6 p=0,002), and more diabetic
patients got three distal anastomosis (70, 5% vs. 48, 9%).
Utilization of type of the grafts (LITA, RITA, venous,

AF=atrial fibrillation; CPB=Cardio Pulmonary Bypass;
LAD=Left Anterior Descending; PCI=percutaneous
coronary intervention; LITA=left internal thoracic
artery; RITA=right internal thoracic artery; RA=radial
artery; NTSVG=no touch saphenous vein graft; SYNTAX=
SYNergy between percutaneous intervention with TAXus
drug-eluting stents and cardiac surgery;

The most important early postoperative parameters
and complications are shown in table 3. There was no
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statistical difference between the two groups in terms
of intubation time (p=0,137), inotropic support (p=0,774),
vasopressor support (p=0,076) and levels of high sensitive
troponin after surgery. In terms of complications, diabetic
patients had less re-sternotomies (p=0,066) than non-
diabetic patients. Postoperative AF, perioperative MI,
stroke, sternal wound infection and leg wound infection
were similar in both groups and didn’t reach statistical
significance. Length of hospital stay was 9 days in both
groups

Table 3. Postoperative course and early postoperative
complications

Parameter All patients | DM No DM
(n/%) 91 44/48,4 47/516 P
Intubation time
o e LI B 38/809
U2 hours | A9 2/45 77149 0137
717 5/11,4 2/43
>72 hours
Inotropic
support (n/%)
No support 50/54,9 24/54,5 26/55,3
<72 hoursafter | 33,253 17/386 16/340
CABG 8/88 36,8 5/10,6 0774
> 72 hours after ’ ’ ’
CABG
Vasopressor
support (n/%)
No support 34/373 19/45,2 13/27,7
First 72 hours 50/54,9 22/52,4 28/59,6 0.076
More than72 | 7/78 3/6,8 5/10,6 :
hours
hs-cTnT first {4145 58919, | 4668,1:00479 | 3536,3:60612 | 0,542
post op day
Postoperative
complications
(n/%)
AF
Perioperative
MI 33/36,3 17/38,6 16/34,0 0,406
Stroke 2/2,2 0 2/2,2 0,264
Revision (re- | 3/3,3 1/2,3 2/43 0,517
sternotomy) 7178 1/2,3 6/12,8 0,066
Sternal 2/22 123 12,1 0736
wound 4/44 2/4,5 2/2,2 0,512
infection 111 0 121 0,516
Leg wound 9/10,0 5/5,6 4/44 0471
infection
Hemodialysis
Reintubation
Length of
}(‘fsl’“al S@Y 191454 9,1:0,5 9.2+0,5 0,931
ays)

CABG=coronary artery bypass grafting; hs-cTnT=high
sensitive troponin T; AF=atrial fibrillation

DISCUSSION

Almost half of the patients in our cohort were diabetics.
Prevalence of diabetic patients in the largest CABG series
in the literature varies between 11, 8% in the UK in 2000,
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t040, 0% in the USA until 2009 (13, 14). Taking into account
that diabetes prevalence of 9.76% in RNM is the second
highest in Europe, after Turkey (2) it is no surprise that
our cohort had more diabetic patients than the results
in the literature. Despite our expectations that diabetic
patients will have more preoperative risk factors in our
study group, we didn’t find any significant difference
between the two groups. In their study Yamaguchi et
al. (15) compared the perioperative characteristics, in-
hospital outcomes and long-term outcomes between
diabetic (n = 1110) and non-diabetic patients (n = 1508).
They found that obesity, hypertension, dyslipidemia,
peripheral artery disease and chronic kidney disease
were significantly more prevalent in diabetic patients
than in non-diabetic patients.

Mean SYNTAX score was insignificantly different between
the two groups (31, 7 vs. 30, 3 p=0,312), and although this
result seems unusual because of the diffuse nature of
the atherosclerosis in diabetic patients, this finding was
confirmed in other studies (16, 17). Triple-vessel disease
was more prevalent in the diabetes group than in the non-
diabetes group. As a consequence, the number of distal
anastomoses was significantly higher in the diabetes
group. Higher number of distal anastomoses in diabetic
vs non-diabetic patients was confirmed in other studies
(18, 19) and the reason for that is the need for complete
revascularization in more diffusely diseased coronary
arteries.

Although many previous studies have documented a
higher incidence of postoperative adverse events (20)
and poorer long term survival in diabetic patients than
in non-diabetic patients, CABG has been regarded as the
preferred revascularization strategy for diabetic patients
with multivessel coronary artery disease, owing to a
demonstrable survival advantage and reduced need for
repeat revascularization (21). In this series, the incidence
of morbidity events analyzed were similar in the two
groups by univariate analysis, with only re-sternotomy
showing higher incidence in non-diabetic patients. This
finding is also in accordance with those of some recent
studies (22). In contrast with the previously published
studies of Rajakaruna, Kubal and their co-workers (23,
24), we could not identify diabetes as an independent
predictor of acute renal failure or prolonged length of
stay. Additionally, diabetes was also not associated with
the rate of postoperative myocardial infarction, with
increased requirement for inotropic or mechanical
support and the occurrence of atrial arrhythmia. The
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independent influence of diabetes in the development of
a cerebrovascular accident has been described by some
authors (23, 25). We didn’t show higher incidence of
cerebrovascular accidents by univariate analysis in our
diabetic patients. This finding is also in accordance with
those of some recent studies (24, 26).

LIMITATIONS

The limitation of this study is that it was an observational
analysis, although the data were collected prospectively.
At the time of data collection, this analysis had not been
planned. It is possible that the differences or similarities
observed between the groups were a result of unforeseen
confounders. Also, this study was based on a small cohort
of patients from a single institution, which limits its
power. Hence, our data do not support the conclusions by
other authors who found diabetes to be a risk factor for
significantly adverse early outcome following CABG.

CONCLUSION

In conclusion, in our experience diabetic patients could
be surgically revascularized with low morbidity rates,
comparable to those of non-diabetic patients. Our data
do not support the conclusions by other authors who
found diabetes to be a risk factor for significantly adverse
morbidity following CABG. In our study DM was not risk
factor for perioperative complications and preoperative
characteristic of diabetic patients were not different than
in no diabetic

REFERENCES

1. WildS, Roglic G, Green A, et al. Global prevalence of dia-
betes: estimates for the year 2000 and projections for
2030. Diabetes Care 2004;27:1047e53.

2. International Diabetes Federation. IDF Diabetes Atlas.
6th ed. Brussels, Belgium: International Diabetes Fed-
eration. Available at: http://www.idf. org/diabetesatlas;
2013. Accessed October 26, 2015.

3. Silva]JA, Escobar A, Collins TJ, Ramee SR, White CJ. Un-
stable angina: a comparison of angioscopic findings be-
tween diabetic and non-diabetic patients. Circulation.
1995;92(7):1731-1736.

4. Rask-Madsen C, King GL. Mechanisms of disease: en-
dothelial dysfunction in insulin resistance and diabe-
tes. Nat Clin Pract Endocrinol Metab. 2007;3(1):46-56.

5. Luscher TF, Creager MA, Beckman JA, Cosentino F. Dia-

10.

11.

12.

13.

14.

15.

16.

Original scientific paper I

betes and vascular disease: pathophysiology, clinical
consequences, and medical therapy: Part II. Circulation.
2003;108(13):1655-1661.

Deb S, Wijeysundera HC, Ko DT et al.. Coronary artery
bypass graft surgery vs percutaneous interventions in
coronary revascularization: a systematic review. JAMA.
2013;310(19):2086-2095.

Farkouh ME, Domanski M, Sleeper LA, et al; FREEDOM
Trial Investigators. Strategies for multivessel revas-

cularization in patients with diabetes. N Engl ] Med.
2012;367(25):2375-2384.

BARI Investigators. The final 10-year follow-up results
from the BARI randomized trial. ] Am Coll Cardiol.
2007;49(15):1600-1606.

Kip KE, Faxon DP, Detre KM, et al. Coronary angioplas-
ty in diabetic patients. The National Heart, Lung, and
Blood Institute Percutaneous Transluminal Coronary
Angioplasty Registry. Circulation. 1996;94(8):1818-1825.

Kappetein AP, Head S], Morice MC, et al. Treatment
of complex coronary artery disease in patients with
diabetes: 5-year results comparing outcomes of bypass
surgery and percutaneous coronary intervention in the
SYNTAX trial. Eur J Cardiothorac Surg. 2013;43(5):1006-
1013.

O’Keefe JH Jr, Milles JM, Harris WH, Moe RM, McCallis-
ter BD. Improving the adverse cardiovascular prognosis
of type 2 diabetes. Mayo Clin Proc. 1999;74(2):171-180.

Kannel WB. Lipids, diabetes, and coronary heart dis-
ease: insights from the Framingham Study. Am Heart J.
1985;110(5):1100-1107.

Nashef SA, Roques F, Michel P, et al. Coronary surgery
in Europe: comparison of the national subsets of the
European system for cardiac operative risk evaluation
database. Eur ] Cardiothorac Surg. 2000;17(4):396-399.

ElBardissi AW, Aranki SF, Sheng S, et al. Trends in iso-
lated coronary artery bypass grafting: an analysis of
the Society of Thoracic Surgeons adult cardiac surgery
database. ] Thorac Cardiovasc Surg. 2012;143(2):273-281.

Yamaguchi A, Kimura N, Itoh S, et al. Efficacy of multiple
arterial coronary bypass grafting in patients with dia-
betes mellitus. Eur J Cardiothorac Surg. 2016;50(3):520-
527.

Head SJ, Milojevic M, Daemen J, et al. Mortality after
coronary artery bypass grafting versus percutane-
ous coronary intervention with stenting for coronary
artery disease: a pooled analysis of individual patient
data [published correction appears in Lancet. 2018 Aug

43 | Medical Journal - MEDICUS

AN



0000000000000

I Original scientific paper

11;392(10146):476]. Lancet. 2018;391(10124):939-948.

17.  Loutfi M, Sadaka MA, Sobhy M. Outcomes of DES in Dia-
betic and Nondiabetic Patients with Complex Coronary
Artery Disease after Risk Stratification by the SYNTAX
Score. Clin Med Insights Cardiol. 2016;10:103-110.

18. Queiroz Santos KA, Berto B, Sousa AG, Alves da Costa
FA. Prognosis and Complications of Diabetic Patients

Undergoing Isolated Coronary Artery Bypass Surgery.
Braz ] Cardiovasc Surg. 2016 Jan-Feb; 31(1): 7-14

19. Herlitz J, Wognsen GB, Emanuelsson H, et al. Mortality
and morbidity in diabetic and nondiabetic patients dur-
ing a 2-year period after coronary artery bypass graft-
ing. Diabetes Care. 1996;19(7):698-703.

20. Halkos ME, Puskas JD, Lattouf OM et al. Elevated pre-
operative hemoglobin Alc level is predictive of adverse
events after coronary artery bypass surgery. ] Thorac
Cardiovasc Surg 2008;136:31-40.

21. Farkouh ME, Domanski M, Sleeper LA et al. Strategies
for multivessel revascularization in patients with diabe-
tes. N Engl ] Med 2012;367:2375-84.

22. Pedro E. Antunes, J. Ferrao de Oliveira, Manuel J. An-
tunes, Coronary surgery in patients with diabetes mel-
litus: a risk-adjusted study on early outcome, European
Journal of Cardio-Thoracic Surgery, August 2008,370-
375

23. Rajakaruna C, Rogers CA, Suranimala C, Angelini GD,
Ascione R. The effect of diabetes mellitus on patients
undergoing coronary surgery: a risk-adjusted analysis. ]
Thorac Cardiovasc Surg. 2006;132(4):802-810.

24. Kubal C, Srinivasan AK, Grayson AD, Fabri BM, Chalm-
ers JAC. Effect of risk-adjusted diabetes on mortality

and morbidity after coronary artery bypass surgery.
Ann Thorac Surg 2005;79:1570-6.

25. SzaboZ, Hakanson E, Svedjeholm R. Early postoperative
outcome and medium-term survival in 540 diabetic and
2239 non-diabetic patients undergoing coronary artery
bypass grafting. Ann Thorac Surg 2002;74:712-9.

26. Filsoufi F, Rahmanian PB, Castillo JG et al. Diabetes is
not a risk factor for hospital mortality following con-

temporary coronary artery bypass grafting. Interact
Cardiovasc Thorac Surg 2007;6:753-8.

Revisté mjekésore - MEDICUS | 44

IS ISP



L Original scientific paper J

DIAGNOSTIKIMI PRENATAL I KEQFORMIMEVE TF. LINDURA TE
ZEMRES NE KOSOVE - PERVOJE E SHKURTE NE KOSOVE

Rinor Bejigi', Ramush Bejiqi**, Ragip Retkoceri®, Arlinda Maloku’, Aferdita Mustafa’, Nevzat Elezi*

'Poliklinika “Echo Scan”, Prishtine, Republika e Kosovés

?Fakulteti i Mjekésisé, Universiteti i Gjakoves, Gjakové, Republika e Kosovés
5Shérbimi i Kardiologjisé, Klinika e Pediatrisé, QKUK, Prishtiné, Republika e Kosovés
“Fakulteti i Mjekésisé, Universiteti i Tetovés, Tetové, Magedonia Veriore

Autori Korrespondent:
Ramush Bejiqi, Universiteti i Gjakoves, Fakulteti i Mjekésisé, Gjakové, Republika e Kosovés
e-mail: ramush.bejigi@outlook.com, Tel +383 44 120 129

Medicus 2020, Vol. 25 (1): 45-50

HYRJE

Kegformimet e lindura té zemrés (KLZ) jané, pas kegformimeve té sistemit té traktit urinar, kegformimet mé té
shpeshta té trashéguara dhe, sipas statistikave té ndryshme, prekin 7 deri 10 fémijé né 1000 lindje gjallé, ndérsa
prevalenca éshté edhe mé e larté nése do té pérfshijné KLZ-té tek abortet. Njékohésisht, KLZ-té jané shkaku
parésor i vdekshmérisé sé fémijéve né moshén neonatale dhe moshen e hershme latante.

Qéllimi i punimit: Eshté hulumtimi i sensitivitetit, specificitetit, vlerave prediktive pozitive dhe negative
té ekokardiografisé fetale (FE) né diagnostikimin prenatal té kegformimeve té lindura té zemrés; me ané té
rezultateve personale té japim pérfundimet dhe géndrimet tona né vlerésimin e mundésivé té ekokardiografisé
fetale né zbulimin e llojit té crregullimit té ritmt té zemrés, vlerésimin e suksesit té terapisé dhe parashikimin e
pérfundimit té shtatzénisé me kegformime té lindura té zemrés (KLZ) osé crregullime té ritmit.

Qéllimi i punimit éshté edhe té prezantohen rezultatet e diagnositkimit prenatal té KLZ né Kosové, patologjité mé
sé shpeshti té diagnostikuara si dhe ecuriné e fetuseve kardiopat.

Metodologjia Né ményré retrospektive jané prezantuar rezultatet e diagnostikimit prenatal ne Kosové, mosha e
shtatzénave né momentin e ekzaminimit, lloji i keqformimit té zemrés, ecuria e shtatzénisé si dhe menyra dhe
vendi i lindjes.

Rezultatet Né periudhén kohore Janar 2017 - Dhjetor 201, jané ekzaminuar 205 fetuse nga 187 shtatzéni (14
shtatzéni gemelare, dy trinjake). Pjesa mé e madhe e kzaminimeve éshté realizuar né Kliniken e Pediatrisé dhe
Poliklinikén “ECHO -SCAN” né Prishtiné. Njé pjesé e vogél e ekzaminimeve éshté kryer né Qendrén Kryesore té
Mjekésisé Familjare né Prishtiné. Gjithsej jané realizuar 342 ekokardiografi fetale. Cdo fetus éshté ekzaminuar
1 -4 heré (mesatarisht 1.6+ 0.6 heré). Ekzaminimi i paré éshté kryer né mes té javés 14-té dhe 38-té té shtatzénisé
(mesatarisht né javét 25.9 + 9.2). Sensitiviteti i EEF né grupin e fetuseve té studjuar ka gené 91.67 % kurse specifiteti
ka gené 96.43 %. Vlera parashikuese pozitive ka gené 84.62 % kurse vlera negative ka gené 98.18 %. Rezultatet e
ketij studimi jané né korelim té ngushté me té dhénat nga literatura e cituar.

Konkludim Ekokardiografia fetale éshté metodé e sigurt, jo e rrezikshme dhe mjaft informative, me vleré té
pacmueshme né vlerésimin dhe diagnostikimin e sémundjeve té lindura té zemrés.

Fjalét kyge ekokardiografia fetale, diagnostikimi prenatal, keqformimet e lindura té zemrés,
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Studimet e fundit tregojné sé diagnostikimi antenatal
i KLZve ka ndikim té réndésishém né uljen e
sémundshmeérisé dhe vdekshmérisé nga kegformimet
e komplikuara té zemrés. Ky diagnostikim mundéson
trajtimin antenatal té disa KLZ-ve, planifikimin e lindjes,
fillimin e trajtimit té té porsalindurit nga momenti i
lindjes ose planifikimin e ndérhyrjeve kardio-kirurgjikale
(ndérhyrjet paliative ose pérfundimtare) menjéheré pas
lindjes [1,2,3].

Ekokardiografia fetale nénkupton vlerésimin e zemrés
pérmes aplikimit té ultratingujve. Né implementimin
dhe konfirmimin e menjéhershém té késaj metode né
kardiologji dhe vecanérisht né kardiologjiné pediatrike
dhe prenatale kané kontribuar disa faktoré si: metoda
éshté joinvazive dhe nuk shkakton dhimbje, mungesa
e efekteve anésore biologjike, mundésia e pérséritjes,
mundésia e pércjelljes dhe vlerésimit té efektit té terapisé,
manipulimi relativisht i lehté me njé aparaturé me té
cilén mund té ekzaminojmé pacientin edhe né njésiné e
kujdesit intensiv dhe sé fundi, mundésia e disponimit té
kétij modaliteti diagnostik edhe nga gendra té mjekésore
té vogla [4,5].

Ky screening pérfshiné prezantimin e sé paku dy prerjeve
té zemrés sé fetusit: prerjen katérhapésinore (four
chamber view) dhe prerjen né nivel té tre enéve té gjakut
(three vessel view) té cilat mundésojné diagnostikimin
e shumicés sé KLZ-ve si né aspektin e keqformimeve té
hapésirave té zemrés ashtu edhe até té keqformimeve té
enéve té médha té gjakut - keqformimet konotrunkale [6].
(Figura 1).

Figura 1. Pérmbledhja e té gjitha prerjeve standarde
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Ekzaminimi ekokardiografik fetal béhet né institucionet
larté té specializuara dhe kérkon nga ekzaminuesi njohuri
télarté profesionale dhe njohurité posacme té morfologjisé
dhe patofiziologjisé sé sistemit kardiovaskular té fetusit.
Pérkété arsye, éshté e nevojshme té vendosen indikacionet
e garta pér ekzaminimin ekokardiografik fetal (EEF) dhe
té béhet seleksionimi i fetuseve né shtatzénité me risk té
larté [8].

Faktorét e rriskut mund té ndahen né dy grupe:

Né grupin e paré bhéjné pjesé shtatzénat me té
ashtuquajturit “faktoré anamnestiké” té riskut, prania e
té ciléve né ményré té shumfishté rrit probabilitetin e KLZ-
ve. Né grupin e dyté radhiten ndryshimet patologjike né
shtatzéniné ekzistuese tek té cilat ekziston probabiliteti
mé i madh pér konstatimin e keqformimeve té zemrés
dhe pér kété arsye quhen “faktoré aktualé té riskut”[9,10].

Incidenca e KLZ te disa kromozomopati ose sindrome, qé
trashégohen sipas ligjit té Mendelejevit, éshté e ndryshme
dhe kap vlerén 14 % te sindromi Ellis Van Creveld deri né
mbi 90% te trizomia 13-té dhe 18-té [11].

Sémundjet e shtatzénés mund ta démtojné SKV té
neonatit me mekanizma qé veprojné né ményré direkte
apo indirekte. Sémundjet e nénés né ményré indirekte
mund té démtojné SKV té fetusit duke e kompromentuar
garkullimin utero-placentar. Ndér shumé faktoré
patologjiké pér nga réndésia dhe shpeshtésia dallojmé dy
faktoré: diabeti mellit i nénés dhe kolagjenozat [12,13].

REZULTATET

Né periudhén kohore Janar 2017 - Dhjetor 2019, jané
ekzaminuar 205 fetuse nga 187 shtatzéni (14 shtatzéni
gemelare, dy trinjake). Pjesa mé e madhe e ekzaminimeve
éshté realizuar né Kliniken e Pediatrisé dhe Poliklinikén
“ECHO -SCAN” né Prishtiné. Njé pjesé e vogél e
ekzaminimeve éshté kryer né Qendrén Kryesore té
Mjekésisé Familjare né Prishtiné. Gjithsej jané realizuar
342 ekokardiografi fetale. Cdo fetus éshté ekzaminuar
1- 4 heré (mesatarisht 1.6+ 0.6 heré). Ekzaminimi i paré
éshté kryer né mes té javés 14-té dhe 38-té té shtatzénisé
(mesatarisht né javét 25.9 + 9.2).

Té gjitha ekzaminimet fetale ekokardiogafike jané
punuar né ekip, pjesé e té cilit ishin: pediatri kardiolog
dhe obstetri. Ekzaminimet jané béré me aparaturén e
firmés Acuson ASPEN Advanced, Acuson Sequoia 256,
Siemens 300 dhe HP 300 HDL. Jané shfrytézuar sondat
multifrekuenciale me Doppler dhe Color Doppler, me
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frekuenca prej 7.5, 5, dhe 3.5 Mhz.Té gjitha ekzaminimet
jané regjistruar né DICOM, hard disk ose video shirita
SVHS me qéllim rivlerésimin e rasteve té paqarta né njé
kohé té dyteé.

Gjaté punés jané aplikuar té gjitha metodat
ekografike: Metoda dydimensionale, metoda M-mode
(monodimensionale), metoda Doppler dhe Color Doppler.

Gjetjet fetale ekokardiografike jané krahasuar dhe
vértetuar me gjetjet postnatale ekokardiografike. Analizat
anatomopatologjike dhe ato histopatologjike jané punuar
sipas standardeve ndérkombétare (CESDI).

PERPUNIMI STATISTIKOR

Vlerésimi i metodés sé ekokardiografisé fetale né
diagnostikimin prenatal té sémundjeve té zemrés éshté
héré pérmes katér parametrave statistikoré: sensitivitetit,
specifitetit si dhe vlerave pozitive dhe atyre negative té
parashikimit (vlerave parashikuese).

Sensitivitetiimetodés pérkufizohet siprobabilitet qé gjetja
té jeté pozitive né qofté se e ekzaminuara ka keqformim,
né keété rast si aftési e metodés sé ekokardiografisé fetale
ta njohé zemrén e démtuar.

Specifiteti paraget probabilitetin se gjetja do té jeté
negative nése i ekzaminuari nuk ka keqformim té zemrés,
gjegjésisht aftésiné e metodés pér ta njohur zemrén e
shéndoshé.

Vlera parashikuese pozitive paraget probabilitetin se
pacienti ka sémundje né bazé té testit pozitiv.

Vlera parashikuese negative éshté probabiliteti se
pacienti nuk ka sémundje né bazé té testit negativ.

Pérpunimiité dhénave éshté béré me paketén statistikore
InStat 3. Té dhénat e pérftuara jané prezantuar pérmes
tabelave dhe grafikéve. Prej parametrave statistikoré
jané llogaritur indeksi i strukturés, mesatarja aritmetike
dhe devijimi standard. Gjithashtu éshté llogaritur edhe
sensitiviteti, specificiteti, vlera prediktive pozitive dhe
vlera prediktive negative. Testimi i té dhénave kualitative
éshté béré me X2-test. Verifikimi i testeve éshté béré
me shkallén e besueshmérisé 99.7 % (P < 0.01) dhe me
besueshméri prej 95 % (P < 0.05).

POPULLATA E EKZAMINUAR DHE DISKUTIMI

Né ekzaminim jané pérfshiré 205 fetuse nga 187 shtatzani,
(14 shtatzéni kané qéné binjake, dy trinjake). Gjithsej jané
béré 342 ekzaminime té ekokardiografisé fetale. Té gjitha
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ekzaminimet jané béré né ményré ekipore nga ana e
pediatrit kardiolog dhe obstetrit-perinatolog. Cdo fetus
éshté ekzaminuar 1- 4 heré (mesatarisht 1.6 + 0.6 heré).
Ekzaminimi i paré éshté béré midis javéve 14-té dhe 38-té
té shtatzénisé (mesatarisht né 25.9 + 9.2 JG).

Gjaté studimit kemi vérejtur se ekzistojné disa dallime
té réndésishme né moshén e shtatzénisé kur éshté
kryer pér heré té paré ekzaminimi ekokardiografik
fetal, indikacionet pér kryerjen e kétij ekzaminimi dhe
patologjité e konstatuara. Pér kété arsye, disa parametra
té réndésishém i kemi paragitur njéheré sé bashku dhe
pastaj kemi béré krahasimin e gjetjeve midis dy grupeve,
pér té evidentuar ndryshimet qé kané réndési né studim.

Shtatzénat i kemi ndaré né intervale 5-javore varésisht
moshés sé shtatzénisé kur kané kryer ekzaminimin
ekokardiografik fetal, duke filluar prej javés sé 15-té
gestacionale deri né javén e 38-té gestacionale. Mosha
e grave shtatzéna té ekzaminuara varion midis 16 - 47
vjec (mesatarisht 28+-5.2 vjec). Shpérndarja e fetuseve
té ekzaminuar sipas moshés éshté treguar né Grafikun
1.

<20

20-24 25-29 30-34 >35

Grafiku 1. Numri i ekzaminimeve (EEF) sipas moshés sé
shtatzénisé

Shpérndarja sipas moshés éshté treguar né Grafikun
2. kurse shpérndarja e grupeve té ekzaminuara sipas
faktoréve té riskut éshté treguar né Grafikun 3.
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Grafiku 2. Shpérndarja e EEF sipas moshés grave
shtatzéna té ekzaminuara.
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Grafiku 3. Indikacionet pér ekokardiografi fetale
Ndarja e shtatzénave té ekzaminuara sipas indikacioneve

Indikacionet pér ekzaminimin ekokardiografik fetal né 187
graté shtatzéna jané treguar né tabelén 5. Né pérgjithési,
numri mé i madh i shtatzénave té rekomanduara pér
ekzaminimin ekokardiografik fetal i korrespondon
anamnezés familjare pér KLZ.

Gjaté shtatzénisé fetuset jané ekzaminuar 1 deri 4 heré,
mesatarisht 1.6 (SD + 0.6 heré)dhe jané realizuar gjithsej
685ekzaminime prej té cilave 30 ose 4.4% para javés sé
20 té shtatzénisé, 328 ose 47.9% prej 20-24 javé, 168 ose
24.5% prej 25-29 javé, 104 ose 15.2% prej 30-34 javé dhe
55 ose 8.0% prej 35 e mé shumé javé. Mesatarja e moshés
gestacionale kur jané ekzaminuar shtatzénat éshté 25.9
javé (DS = 9.2 javé shtatzénie).

Sipas moshés sé shtatzénave, numri mé i madh i rasteve
kané gené i moshés 25-29 vj (27.7%), pastaj i moshés 40+
(22.9%) dhe 35-39 vj (20.7%), kurse numri mé i vogél i
rasteve ka gené i moshés <20 vj (4.8%). Ndryshimi né
shpérndarjen e shtatzénave sipas grupmoshave dhe
gendrave ka gené statistikisht i réndésishém (p<0.001).

Gjaté screeningut ekokardiografik pér diagnostikimin e
KLZ kemi konstatuar gjetje jonormale né 21.3% té rasteve.
Shpeshtésia e gjetjeve abnormale gjaté screeningut ka
gené e ngjashme sipas gendrave diagnostikuese (p=0.465)
dhe né korelim me gjetjet e gendarve tjera. Mosha
mesatare e shtatzénave te fetuset me KLZ ka gené 31.4+/-
6.1 vjec.
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INDIKIMET PER EF NUMRI %
Anamneza familiare pér KLZ: 289 41
Tek fémija i méparshém 234 34.1
Tek njéri prind 43 6.3
Te kushérirét e shtatzénés 12 17
Faktorét amtaré té riskut 85 | 124
Diabet mellitus 66 9.6
Kolagjenozat (SLE, Sn. Sjogren) 8 1.2
Abortet habituale 9 13
Mosha amtare mbi 35 vjet 2 0.3
Faktorét e jashtém té riskut 112 16.3
Infeksionet né tremujorin e paré 79 11.5
Marrja e barnave 26 3.8
Ekspozimi ndaj rrezatimit 7 1.0
Shtatzénia aktuale patologjike 193 28.0
Hidropsi fetal 6 09
Polihidroamnion 44 6.4
Oligoamnion 2 0.3
IUGR 18 2.6
Kegformimet ekstrakardiale té frytit | 18 26
Aberacionet kromozomale 3 0.4
Infeksionet e frytit 7 1.0
Alfa fetoproteina e ulur 3 0.4
Gjestacionet multiple 5 0.7
Rekomanduar nga gjinekologu pér:

- Crregullimeve té ritmit té frytit 33 4.8
- Dyshimit né KLZ (prerja 54 79
katérhapésinore patologjike)

Screening-u rutinor 8 1.2

Tabela 1. Shpérndarja e grave shtatzéna té ekzaminuara
sipas indikacioneve

Indikacioni mé i shpeshté pér kryerjen e EF né numrin
e pérgjithshém té rasteve ka gené me rekomandim té
gjinekologut (77.1%), dhe ate pér shkak té dyshimit pér KLZ
(66%), crregullimit té ritmit té zemrés sé frytit (11.2%) dhe
screeningut rutinor (9.6%).

Siindikim i dyté kané gené shtatzanité aktuale patologjike
(71.3%), nga té cilat mé sé shpeshti kané gené IUGR (14.9%)
dhe polihidroamnioni (12.2%). Faktorét maternalé té
rriskut kané paragitur grupin e treté té indikimeve pér
EF sipas shpeshtésisé (41.5%), prej té cilave mosha e
shtatzénave mbi 35 vjec ka gené indikacioni mé i shpeshté
pér ekzaminim (24.5%) dhe DM (9.6%). Anamneza familjare
pozitive pér KLZ ka qené grupi i katért i indikimeve pér
EF sipas shpeshtésisé (31.4%), kurse faktorét e jashtém té
rriskut kané gené indikacioni mé i rrallé pér EF (18.1%).

Te grupi i fetuseve me KLZ indikacioni mé i shpeshté pér
EF ka gené dyshimi né KLZ (52.5%), faktorét maternalé té
rriskut (22.5%) dhe anamneza familjare pozitive (12.5%),
kurse indikacioni mé i rrallé ka gené shtatzania aktuale
patologjike (5.0%).

Sipas gendrave indikacioni pér EF ka gené shumé i
ndryshém. Né gendrén e Xhenovés né gjysmén e rasteve
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si indikacioni pér EF kané gené faktorét maternalé té
rriskut, kurse né 41.7% dyshimet pér KLZ. (Grafiku 4).
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Grafiku 4. Indikimet pér EF sipas grupeve té indikimeve

Indikacioni mé i shpeshté pér EF ka gené dyshimi pér
KLZ (571%) dhe anamneza familjare pozitive (14.3%). Nga
tri raste (10.7%) si indikim kané pasur faktorét amtaré,
pérkatésisht crregullimet e ritmit té zemrés sé frytit.

Ekokardiografia fetale, si metodé pér diagnostikimin
e hershém té KLZ te fetusit, éshté treguar metodé
me efikasitet té larté diagnostikues, pérkatésisht
me sensitivitet 90% dhe specificitet 973%, me vleré
parashikuese  pozitive 90%, pérkatésisht vleré
parashikuese negative 97.3%. (Grafiku 5).
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Grafiku 5. ROC lakorja e EEF pér diagnostikimin e KLZ né
Prishtiné
Area under the Curve = 0.914

Né kété aspekt, sé pari duhet té kemi parasysh se
diagnostikimi antenatal i KLZ dhe pérvojat né kété fushé
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jané ende té reja dhe shumé pérgjigje mbeten té hapura
dhe jané burim diskutimesh té gjéra. Qéndrimet lidhur
me shtatzénité e diagnostikuara me KLZ né fillim kané
gené té ngjashme me géndrimet ndaj shtatzénive me
kegformime té organeve apo sistemeve té tjera dhe kéto
géndrime mund té quhen géndrime negative eugjenike
[15,16].

Mirépo, géllimi i diagnostikimit antenatal né pérgjithési
dhe specifikisht ai i diagnostikmit antenatal té KLZ nuk
éshté seleksionimi negativ i fémijéve me keqformime por
ka pér synim gé né ményré shkencore dhe objektive té
vlerésohet prognoza individuale e ¢do shtatzénie si dhe
opsioni pér ti mundésuar cdo fémije me KLZ mbijetesén
dhe lindjen me pasoja sa mé té vogla [17,18].

Por, njé tendencé e tillé na vendos para njé pyetje
thelbésore: sa e besueshme éshté ekokardiografia fetale
né diagnostikimin antenatal té KLZ?

Pérgjigjién né kété pyetje do ta kérkojmé nga disa tregues
objektiv té fituar nga pérvoja botérore né kété fushé si
dhe nga pérvoja dhe rezultatet tona té prezantuara né
kété punim.

Pérvojat e deritanishme né boté por edhe te ne jané
tregues i besueshém dhe té majftueshme pé té treguar se
diagnostikimi antenatal i sémundjeve té lindura té zemrés
éshté njé realitet dhe pérvojé e miré. Por, pérkundér
pérvojés sé mjaftueshme né bhoté dhe te ne si dhe
pérparimeve té cilat jané béré né zhvillimin e teknologjisé
ekografike (aplikimi i Doppler-it, ekokardiografisé 3D
dhe 4D) sérish duhet té jemi mjaft té kujdesshém dhe té
vetédijshém pér mundésiné e gabimeve dhe rezultateve
fals pozitive apo fals negative. Nga pérvoja e pérgjithshme
dihet se njé metodé diagnostike mund té vlerésohet
né aspektin shkencor vetém né bazé té rezultateve dhe
parametrave statistikoré, konkretisht pérmes krahasimit
térezultateveantenatale megjetjet postnatale (rezultateve
anatomo-patologjike, ekokardiografike, intraoperative,
etj) pér té cilat do té diskutojmé né vazhdim.

Vlera e larté parashikuese negative (te shumica e autoréve
kjo vleré varion midis 98 deri 99 %) si dhe vlera e larté e
specificitetit té késaj metode (rreth 99 %) jané tregues i
miré se ekokardiografia fetale mundéson pérjashtimin e
pranisé sé KLZ.

Vlera realtivisht e larté parashikuese pozitive (prej 81 deri
98 %) si dhe vlera e larté e sensitivitetit té ekokardiografisé
fetale (midis 70 dhe 93 %) tregon se né shumicén e rasteve
KLZ mund té diagnostikohen né moshén antenatale.

49 | Medical Journal - MEDICUS

AN



I Original scientific paper

PERFUNDIME DHE KONKLUZIONE

Duke béré njé pérmbledhje té rezultateve tona né kété
fushé dhe né kushtet dhe mundésité aktuale né Kosové,
ku shérbimi i ekokardiografisé fetale éshté né zhvillim
e sipér kurse shérbimi i kardiokirurgjisé pediatrike nuk
ekziston, mund té konkludojmé se pérgjigjia né pyetjen
kryesore té sipérpérmendur mund té shtjellohet né disa
pika:

Ekokardiografia fetale éshté njé metodé e realizueshme
diagnostike gé synon diagnostikimin antenatal té KLZ

Kjo metodé mundéson diagnostikimin e shumicés sé
KLZ dhe crregullimeve té ritmit té zemrés né periudhén
antenatale

Nuk éshté aspak mé i réndésishém fakti se ekokardiografia
fetale mundéson eliminimin e dyshimit né KLZ

Mundésia e diagnostikimit fals pozitiv dhe fals negativ
kérkon kujdes dhe pérvojé né konkludimin dhe
konfirmimin e llojit dhe natyrés sé KLZ;

Né shumicén e rasteve té diagnostikimit fals negativ
béhet fjalé pér KLZ me prognozé té miré postnatale, qofté
pas intervenimit kardiokirurgjik/kardiologjik, qofté me
mbylljen spontane.
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ABSTRACT

Acute respiratory infections are one of the most common reasons for visiting family doctors. An increased
prescribing of antibiotics is a global health problem. Implementation of guidelines in practice could reduce
antibiotic prescribing.

Objectives: to determine the impact of one day targeted education of family doctors on adherence to guidelines for
acute respiratory infections and antibiotic prescribing.

Methods: The study is a part of the National Project for antibiotic prescribing for acute respiratory infections.
The survey was done as an analytical case control study implemented in November 2016 at the Primary Health
Care in Republic of North Macedonia. In the research group participation took 95 doctors divided in two groups.
Investigated group of 49 doctors received previous one day education for acute respiratory infections according to
the national guidelines. The control group included 46 doctors, without education. A research questionnaire was
fulfilled. The results obtained are analyzed by using standardized analytical methods.

Results: An analysis of a sample of 8259 patients found that the antibiotic prescribing rate in the investigated
group was 60.5% and 59.7% in the control group.We found no significant differences between the groups (p =
0.4644). The most prescribed AB in the both group was Amoxicillin + clavulonic acid.

Conclusion: We concluded that the short targeted education of family doctors did not have a significant influence
on increasing adherence to guidelines.

Keywords: antibiotics, respiratory infections, education, guidelines

INTRODUCTION are the appearance of increased bacterial resistance,
complications, prolonged hospitalization, adverse
side effects, medication, overprotection of doctors,
stimulation of misconceptions and prejudices in patients,
motivation of patients for multiple visits to the doctor
and unnecessary discharge of health insurance funds.
(6,7) Eighty percent (80%) of the prescribed antibiotics

are prescribed at primary care level. The reasons for this

Acute respiratory infections (ARIs) are one of the most
common reasons for visiting family doctors.(1) The
increased and unnecessary prescription of antibiotics for
ARISs leads to significant health consequences of entire
population.(2) The process of antibiotic prescribing
is a very complex, with a lot of predictive factors
and involving doctors, patients and health policy.(3)

Crucial for prescribing is the proper communication
and consultation skills of the doctors.(4) Continuous
medical education (CME), knowledge and practicing
Evidence Based Medicine guidelines, could contribute
to the rational antibiotic prescribing.(5) Consequences
of unnecessary prescription of antibiotics for ARIs

excessive prescribing of antibiotics are numerous. (3, 8)

The data show that in the treatment of ARIs there is an
excessive use of antibiotics, which are not in accordance
with the diagnosis and national guidelines. (7) There is
increased tendency for the use of macrolide antibiotics.
(9) For the need to reduce the use of antibiotics a number
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of international research and educational activities have
been carried out using various educational strategies
and measurement of the results. (1,9,10) Emphasizing
the need for more rigorous compliance with the
guidelines and unification of doctors in the treatment
of ARIs will reduce the prescription rate of antibiotics.
(5,11) Greatest success in reducing the prescription of
antibiotics has been achieved by the Nordic countries.
(9) The World Health Organization has as a priority the
rational prescribing of antibiotics in order to influence
on bacterial resistance.(12) Family doctors have a key
role in the increased prescription of antibiotics. (3,10)
The integrated packages of interventions implemented
have proved to be the most effective in reducing the
prescription of antibiotics.(14,15) Antibiotic prescribing is
still considered to be a room for improvement.(13) Despite
the implementation of a number of different educational
interventions, it has been established that the effect is
different and insufficient.

METHODS
Design of the study

The study was a part of the National Project for antibiotic
prescribing for ARIs. The survey was conducted by Center
of family medicine as an analytical case control study that
was implemented in November 2016 in seven regions of
Republic of North Macedonia. A total of 95 family doctors
(examined and control group) were included in the
research. The selection was carried out in seven regions
of the country by a simple random selection method
in accordance with previously defined inclusion and
exclusion criteria. Each of the doctors had an obligation
to fulfill out a research questionnaire for all patients with
ARIs who visited their primary care clinics in November.
The total number of patients with ARIs covered by the
study was 8259 patients.

Inclusion criteria: work in primary health care, to
ordinate in one of the seven selected regions, minimum
of 3 years of work experience, concluded contract with
Health Insurance Fund, irrespective of gender, age,
religion, social status and other socio-demographic
characteristics, readiness and willingness to participate
in the study.

Exclusion criteria: work in secondary or tertiary health
care, organizing outside the seven selected regions,
under 3 vears of work experience, no contract has been
concluded with Health insurance fund, absence of
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readiness and willingness to participate in the study.
Characteristics of the sample

Examined group - This group included a total of 49
family physicians that had been trained in the seven
selected regions for the research. In October 2016, for
these doctors was conducted one-day education on the
diagnosis and treatment of ARIs, with a special emphasis
on the need for proper prescribing and prescribing
antibiotics in accordance with national guidelines. The
education was conducted in the form of educational
lectures for the most common ARISs, diagnostic criteria
and treatment in accordance with national guidelines.
Work was carried out in small groups with scenarios and
clinical skills: training proper use and interpretation of
Rapid Antigen Strep Test (RAST), Rapid C-reactive protein
tests (CRP).

Control group - this group includes a total of 46 doctors.
Doctors from this group were not received additional
targeted education. Each of the doctors in the two groups,
during November 2016, had an obligation to fullfill out a
research questionnaire for all of the patients with ARIs
who visited his office in November 2016.

Research questionnaire
Two questionnaires were used in the research study

1. First questionnaire - Each doctor, before completing
this questionnaire, received a form for information
and a consent form for participation in the research.
This questionnaire refers to the socio-demographic
characteristics of the doctor as well as the specifics of his/
her practice. Each doctor participating in the research
had provided its own identification number to ensure the
anonymity of the doctors participating in the study.

2. Second questionnaire - This questionnaire is a newly
designed questionnaire for the needs of the project and is
composed of several parts.The questionnaire fullfills the
doctors with a prior consent from the patients.

STATISTICAL ANALISYS

The data obtained from the research were processed in
appropriate statistical programs (Statistics for Windows
7.0 and SPSS version 14. A significance level of p <0.05 was
used to determine statistical significance.

RESULTS AND DISCUSSION
In the whole sample of 95 family doctors, 49(51.58%) were
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included in examined group, while 46(48.42%) in control
group. Statistically we did not find statistical significancy
between both groups of doctors, p>0.05 (Difference test:
Difference 3.16% [(-10.86-17.01) CI 95%]; Chi-square = 0.189;
df=1p=0.664).

The total number of 95 doctors was analyzed according
their specialization: 52(54.74%) were family specialist or
pediatricians, while 43(45.26%) were general practitioners
(non-specialists). The total number of patients with
ARIs, treated by doctors-specialists (family specialist
and pediatrician) is 4684(56.71%), while the number of
patients treated by general practitioners is 3575(43.29%).
The percentage of the patients with ARIs treated by
specialists and those treated by non-specialists in the
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entire sample is statistically significant for p <0.05
(Difference test: Difference 13.42% [(11.91-14.93) CI 95%];
Chi-square =297.46; df=1p=0.0001) in favor of significantly
greater number of patients treated by doctors-specialists
which indicate that the long-term education of doctors
significantly affects the quality of work and increased
number of patients.

Socio-demographic characteristics of the patients in the
sample

The survey covered a sample of 8259 patients with
ARIs. This part of the survey shows the sample analysis
according to certain demographic characteristics in both
groups. The analysis of the those parameters was made
in relation to the treatment of a doctors in both groups.

Table1 Analysis of socio-demographic characteristics of the sample

Examination group Control group Zgﬁﬁﬁ’;ﬂﬁd/ Statistics P<0.05
m=2119/f=2269 m=1808/f=1924 3732/4388 Pearson Chi-square=0,1942 .
Gender 53.96%/ 54.11% 46.04%/45/89% 54.04%/45/96% | df=1 P=0.8892
224227y, Mann-Whitney U Test: p=0,0025*
Age 21,3+22,3v.50%>11y. 23,2232 7.50%>12y. Sy 7--3,027 Pearson Chi-
o> 1Y square=26,233; df=5 p-0,00008*
Kinder garden Yes 651(37.39%) Yes 1090(62.61%) 1306 (40.53)% Pearson Chi-square=15,508, ~0.00008*
visit No 655(44.23%) No 826(55.77%) 1916 (59.47%) df=1 P
Without Without 58 (2.74%)
. 169 (6.21%) Basic 426 (20.11%) . B
Education of the | pagic 625 (22.54%) Median 1177 (55.57%) %2202/3% | Foarson Chisquare=39385, | g 0901+
Median 1388 (51.03%) High 457 (21.58%) it ’
High 457 (21.58%)
o 113(3.45%)
Students 65 (3.89%) Studentsd8 (3%) = 1590 (48.59%)
Employed839 (50.24%) Employed751 (46.88%) Pearson Chi-square=9,1436
Working status y 0 Unemployed 449(28.03%) 0 - e p=0,0274*
Unemployed 457 (27.37%) Retired 354 (22.10%) 906 (27.69%) df=3
Retired=309 (18.50%) SR
663 (20.26%)
Monday 1241(27.93%) Monday 1077 (28.41%)
Tuesday 835(18.79%) Tuesday 695 (18.33%) o
Davs of the week Wednesday 841 (18.93%) Wednesday 619 (16.33%) &%48 25/3;'96%’)/ 3701 Pearson Chi-square=25,675, ~0.0001*
v Thursday 714 (16.07%) Thursday 608 (16.04%) i df=5 p=5
Friday 752 (16.93%) Friday 696 (18.36%)
Saturday 60 (1.35) Saturday 96 (2.53%
Kind of visit First visit 3781 (85.27%) First visit 3163 (84.26%) 4434(54.15% Pearson Chi-square=1,6289, 02018
Control 653 (14.73%) Control 591 (15.74%) /3754(45.85%) df=1 p=u
Asthma 128(2.87%) Asthma 72(1.899)
COPD 164(3.68%) COPD 152(4%) Difference test: Difference
s Diabetes 136(3.05%) Diabetes 111(2.92%) o 6,71% [(2,86-10,53) C1 95%]; Chi- | "
Comorbidities Heart failure 96(2.15%) Heart failu 118(3.11%) 1252/15.2% square=11,651; df=1 (between p=0,0006
Cirrhosis 5(0.11%) Cirrhosis 2(0.05%) COPD/diabetes)
Others 255(6.61%) Others 251 (5.72)
. . i n7502/3.87 days Std. Deviation: 2.63/3.36
Days with n 3902/3.61 days min. n 3600/4.15 days min.1; min.Lmax.31 Mann-Whitney U Test: p=0,00001*
symptoms 1;max.31 max.31 7-6.114:
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Analysis of the sample according to gender and treatment
of doctors from examined and control group indicate
no statistically significant association between the sex
and the groups of patients. In the whole sample there
is predominance of the female patients. This could
stimulate thinking that females have a traditionally
increased responsibility for the personal and family’s
health. A meta-analysis and systematic review was
made where the difference between the sex and the use
of antibiotics was determined, in addition to the female
gender predominance. In a sample of 4.57 million patients,
67% of women received antibiotics more than men, and
excluding those antibiotics used for urinary infections,
for ARIs accounts 43%. No explanation can be given for
this difference between the sexes. It is assumed, there is a
difference in the habits and behavior of women for more
frequent visits to the family doctor than men and even
80% of healthy women more often visited a doctor than
men.(16,18)

The difference test between the two groups according
to the average age of the patients shows a significantly
higher number of patients from younger age groups in
the examined group and existence of an elderly category
of subjects in the control group.

The results show that the most prevalent age group in
the whole sample is the group of 0-3 years. It points to
the fact that infants and young children are the most
affected group with ARIs. Children are the most frequent
visitors to family doctors and pediatricians and use most
antibiotics for ARIs. The established significant statistical
difference between the groups in the number of patients
from the younger age groups, in addition to the examined
group, could be the one of the reasons for increased use
of antibiotics. (17)

Pre-school children, were analyzed regarding the visit
to kinder garden. There is a statistically significant
association between the group (examination / control)
of which the patient belongs and a visit to kinder garden
in addition to significantly more children attending a
kinder garden in the control group. Some studies shows
different percentage of antibiotic prescribing in children
who visit kinder garden. (2)

All children’s patients (0-18 years old) were analyzed in
terms of educational level of the mothers. A significant
association was established between the mother’s
education of a child patient and the patient’s group in
addition to a significantly higher number of mothers
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without education in the examined group. (18)

Patients older than 18 years are analyzed in terms of their
working status. A significant association was established
between the working status and the patient’s group
in addition to an increased number of patients with
working status in the examined group.This could have an
impact on the antibiotic prescribing rate in the examined
group. This phenomenon is explained by the fact that the
working population for maintaining work efficiency and
avoiding absences from work, more often visit the doctor
because of the ARIs and use antibiotics greater than the
rest of the population.

The results of the analysis of the entire sample of
patients and the days of the week they visited the doctor
show the highest number of visits on Monday, followed by
Tuesday and Friday. Monday is the day after the weekend
and patients due to symptoms of illness they felt at the
weekend are visiting a doctor. Friday is the day before the
weekend which is also critical for patients. Compared to
the results obtained from research in Germany, a higher
AB prescribing rate was found on Friday by 23.3% higher
than other days of the week, although there is a periotic
fluctuation in other days of the week. This shows that it is
necessary to determine the factors for this phenomenon
in order to developing an appropriate strategy to reduce
the prescription. (20)

Regarding the percentage distribution of the indicated
comorbidities in the sample, it is predominantly COPD
and diabetes, followed by heart disease and asthma.
The emergence of this significant statistical difference
in relation to other comorbidities is expected and
corresponds to data in other European countries, due
to the increased percentage of cigarette smoking, air
pollution and poor life habits.(20)

In the examined and control group dominant symptoms
are consequently the sense of disease in 1745 (58.4%) vs
1244 (41.62%) cases and cough in 2435 (54.6%) vs 2389
(62.9%) cases and a runny nose in 1955 (43.84%) vs 1618
(42.6%) cases. The results according the days with the
symptoms show shorter duration of the symptoms in the
examined group.

The majority of patients in the sample had a temperature
of <380C C which means that the most of the patients had
an easy form of fever but because of the easy accessibility
to the family doctors, fear of complications, insufficient
education and the desire for early antibiotic treatment,
patients or parents visit the doctor to early for antibiotic
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treatment. Patients have a meaning that early initiation
of antibiotic therapy will prevent complications, although
most ARIs have viral etiology and the administration
of antibiotic does not change the course of the disease.
This implicates need of new research connected with
patient’s unsatisfied needs and education for ARIs. The
greatest benefit would be achieved by implementation
of system for appointment visits to family doctors. On
the other hand it is necessary to make more rigorous
interventions for doctors at all levels of health care to

Profesional paper I

increase adherence to guidelines and changes in health
policy. (21)

Physical examination findings of tonsils were made by
dividing the findings into five groups. Within the entire
sample, hyperemic tonsils were found in 4048 (56.77%)
of the patients, swollen tonsils in 1556 (22.7%), pus of
tonsils in 370 (5.4%), previous tonsillectomy in 93 (1.4 %)
and normal finding in 3224 (44.3%) patients. According to
these findings only 5.4% of the patients should be treated.

Table2 Analysis of the examined and control group according realization of RAST

Examination group | Control group Ig;%lé‘i’gg&%?d/ Statistics P<0.05

Entire simple
A o | No6026 (84.83%) Yes :

No 3090 (86.99%) No 2936 (82.66%) o Pearson Chi- _ %
RAST Yes 462 (13.01%) Yes 616 (17.34%) %‘1)3?1((110501})/) square=25936; df=1 | P=0,000001
Simple with
antihiotics

No 1562 (84.52%) No 1656 (83.05%) Total No 3218 (83.76‘?) Pearson Chi-square: p=02156

Yes 286 (15.48%) Yes338(16.95%) | TotalYes 624(16.24%) | 1,533, df-1

The results from the Table 2 show significant association
between the made RAST and the patient’s group with
a significantly lower number of RAST in the examined
group. In a whole sample of patients with a prescribed
antibiotic, no significant association was found between
the number of RAST and the treatment of a doctor with /
without education. The doctors in both groups do not use
enough RAST, and if they use it, there is no significant
influence in the decision-making process for antibiotic
prescribing and have a low adherence to the national
guidelines. This partly could be justified because the
health insurance fund does not cover financial expenses

Spearman Rank Order Corellation: R=0,405, p<0,05
- HCIATYBAHA TPyNa -

upen

nponuwWax aHTMGMoTuK: Hel Aa

for the realization of the RAST.

Analysis of CRP testing for low ARIs shows significantly
lower number of CRP analyzes in the examined group.
The analysis of the interrelation between the levels
of the CRP values and the prescribing of antibiotics
indicated the existence of a significant linear positive
correlation in the examined group, while in the control
group established a significant linear positive moderate
correlation. A significant difference was found between
the two correlations and a more significant correlation
was found in the examined group.

Spearman Rank Order Corellation: R=0,3429; p<0,05
- KOHTPOJIHA Tpyna -

upn

npomMmAN aHTHENOTHK: He/ 1a

v
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The analysis of the interrelation between the levels of the
CRP values and the prescribing of antibiotics between the
groups

This could indicate that doctors are aware of the
diagnostic value of the rapid CRP test and it,s significance
in antibiotic prescribing decision for lower ARIs.(24) The
use of the CRP test in the primary care is still limited,
because the fast CRP test is expensive and is not paid by
insurance health fund.

The most common ICD10 diagnosis was J00-cold (rhinitis,
pharyngitis)in 1887 (25.4%) followed by J03-acute tonsillitis
represented by 1455 (19.6%), J02-acute pharyngitis in 1178
(15.8%) and J20 -acute bronchitis in 1134 (15.3%). The
least common diagnosis in the sample is J05-croup and
epiglottitis represented with 5 (0.1%) followed by H60-
otitis external 25 (0.3%) and J11-influenza in 38 (0.5%). This
shows that 60.8% of patients had mild upper respiratory
infections, and the most patients don't require antibiotic
therapy, and this indicates absence of adherence to the
guidelines.

Fig.2 Analysis of the sample by groups and prescribed
antibiotics

70% 1

60,48% 60,10%

59,67%
60% -

50% -

40% -

30% -

20% -

10% -

0% -

ucnutyBaHa KOHTpOnHa BKYMNHO

WHe Mg

In the whole sample, an antibiotics were prescribed in
a total of 4831 (60.1%) of patients. In the examined and
control group, antibiotics were prescribed consequently
in 2595 (60.5%) v.s 2236 (59.7%) patients. For p> 0.05,
there is no significant association between prescribing
antibiotics and the patient’ group (p = 0.4644).

Patients in the examined and control group in whom the
antibiotics were prescribed were analyzed for the type of
antibiotic.
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Fig3 Analysis of the simple according the groups and type
of prescribed antibiotic

30% 28,8% 28,8% 28,8%

® Amoxicillin L] icilli clavulonic acid
¥ quinolones dinypokuHOnoH

A third generation cephalosporins

Hparental application apyr

The most common used antibiotic in the whole sample
is Amoxicillin + clavulonic acid, followed by Amoxicillin.
The least used group of antibiotics in the examined
group was fluoroquinolones. For p <0.05, the significant
percentage difference between the examined and control
group was determined for: a) Amoxicillin (Difference test:
Difference 2.67% [(0.37-4.95) CI 95%); Chi-square = 5.18;
df =1 p = 0.0229) in addition to a significantly greater
prescription in examined group; and b) a third generation
of cephalosporins (Difference test: Difference 1.89% [(0.85-
2.98) CI 95%]; Chi-square = 12.776; df = 1, p = 0.0004) in
addition to significantly greater prescribing in control
group. The increased use of amoxicillin demonstrates
greater adherence to the guidelines by the examined
group. These results also indicate lack of adherence to
the guidelines in control group.

There was no significant difference between the two
groups in terms of prescribing: Amoxicillin + clavulonic
acid (p = 0.9635), cephalosporins first and second
generation (p = 0.202), Penicilin V (p = 0.571), macrolides
(p = 0.327) , quinolones fluoroquinolone p = (0.296),
parenteral application (p = 0.843) and other (p = 0.168).
The low percentage of prescribing Penicillin V (5.1%) for
sore throats indicates the lack of adherence to national
guidelines in both groups, in contrast to studies in
European countries where this percentage is significantly
higher.(25)

The average duration of therapy with antibiotics in the
whole sample was 6.4 + 1.9 days, 50% of patients with
duration of therapy longer than 7 days. For p <0.05,
there is a significant difference in the mean duration of
antibiotic therapy between the two groups, in addition
to a significantly longer duration (p = 0.00001) of
antibiotic treatment in a control group that also does not
correspond with the recommendations of the guidelines.
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(26) For p <0.05, there is a significant difference in the
average duration of antibiotic therapy between the two
groups (Mann-Whitney U Test: Z = -6.867; p = 0.00001)
in favor of a significantly longer duration in the control
group.

The majority of patients received antibiotic therapy
orally. Although the percentage of parenteral application
in primary health care is very low but there is a need for
further decreasing.(27)

CONCLUSION

We concluded the short-term targeted education of
family doctors did not lead to a significant reduction of
antibiotic prescribing for ARIs in practice, did not lead to
significant changes in the performance of family doctors
in choosing proper antibiotic for different ARIs. The use
of RAST and the CRP test in Primary Care are limited.
RAST is not in association with the number of prescribed
antibiotics for upper ARIs. The most commonly used
antibiotic in both groups is amoxicillin + clavulonic acid.
Prescription of Penicillin for upper ARIs is extremely
low. The examined group prescribes a higher percentage
of amoxicillin and control group use significantly third
generation of cephalosporins. Regarding the treatment
with antibiotics for ARIs in both groups, we found a low
adherence to the national guidelines. A lot of factors can
influence on decision making of doctors. This suggests
that maybe more complex, longer-lasting and combined
educational strategies for family doctors, implementing
patient education programs, and health policy changes
would significantly change the antibiotic prescribing
habits of family doctors for ARIs.

Acknowledgements: Great gratitude to all the doctors
and patients who participated in the realization of this
project.
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KIMHUYKU KAPAKTEPUCTHRU 1 XHCTOMOP®O/IOUIKYN O/THKU
HA AHTHOTEHE3ATA KAJ PEITUTUBAHTHUTE IITEPUTHYMU

Becna MapkoBcka Yenesa!, Jlunjana CriaceBcka?

J3Y'Y. Knunuka 3a ouHu 00ecTy,
MHCTuTyT 3a maTonoruja, Yausepsutet “CB. Kupun u Metoauj” Cxomje

Medicus 2020, Vol. 25 (1): 59-64
ABCTPAKT

PeriupunBanTen nrepuruyMm e dopmaiidja Ha GuOpoBacKy/iapHO Kpuillle, Koe ce jaByBa Ha MeCTOTO Ha ITPEeTXOJIHO
M3BpILIEHATa eKIM31ja Ha ITePUrnyM, YMja r7iaBa ro oMUHyBa JIMMOYCOT Ha POrOBUIIATA.

L[en: uciaenyBame Ha KIMHWUYKKUTE KapaKTePUCTUKU U XI/ICTOMOpCbOHOLHKI/ITe OJJIMKM Ha aHrmoreHesaTa Kaj
pelnanBaHTHUTE IITEPUTUYMMU.

Marepjan v MeTo: uc/ieiyBaHu ce 30 pelUAMBAHTHY ITTEPUTUYMU KOU Ce jaBUJIe 10 eKIM3Kja Ha TpUMapeH MITePUrnyM
CO TIPOCTa eKIM3Uja Ha MTePUruyM WIM CO eKIIM3Uja U CJI000IHa OrojieHa CKiepa WX co MoauduumrpaHa c1oboaHa
KOHjYHKTHBaJIHa aBTOTPAHCIUIAHTALIMjA Ha KOH]JYHKTHBA CO IpadT of1 TopHaTa Oy/1bapHa KOHjVHKTHBA

PeliuiMBaHTHU NTEPUTUYMUM Ce XUPYPUIKKM OTCTPAHETH CO MeTofaTa Ha eKIM3MWja Ha MTepuruym co ciobopHa
aBTOTPAHCIUIAHTAIIU]A HA KOHJYHKTHBA CO rpadT o1l 7I0/HO TeMriopanHara OysibapHa KOHjyHKTUBA.

[TaruenTute 6ea UCTIMTYBaHU MpefiorepatiBHO co Haag-Streit 900 mmanT jaMba 1 TOCT OMepaTUBHO IO MPBUOT,
TPETUOT, NIECTUOT, AEeBETTUOT, ABAHAECETTUOT MECEIIH, Ce J10 36-TUOT Mecel] BO 3aBUCHOCT OJ] BDEMETO Ha U3BeJleHaTa
XUPYPIUIKA eKIU3uja. PeliuinBaHTHUTE TITEpUTnyM Oea foKymeHTupanu u ¢potorpadupanu co Red Cam.

XI/IprLHKI/I OTCTpaHeTuTe peunrvBaHTHM IITEPUTMYMM Ce XMWCTOIIaTOJIOIIKM KcjiedyBaHM BO OJHOC Ha HMBHaTa
aHrmoredHeas’a M KJIMHWYKMK KapaKTepUCTUKHK, I'oJieMrHa, nporpecmja , peunarBy, CDYKCOBI/I JaMKN 1 ]_UTOKepOBa

JIMHUjA.

Pesynraru: [TocTornepaTUBHY pelUAUBY ce jaBuja Kaj 3 nanueHTu (10%). [JorKrHaTa Ha TTIOBTOPEHUOT PeLINBaHTEH
NTEPUINYMU M3HEcyBalle IoBeke of 3 MM (3,89 +-1,02 SD ) u ucrara ja HaJMUHYBallle 30HATa Ha IIPETXOLHO
EeKCLIUAUPAHUOT pely/IMBaHTeH nrepruruyM. CpefiHO BpeMe Ha PaCTerhe Ha peliuIMBAHTHUTE MITEPUTMYMU U3HECYBallle
6,5 Meceru. bp3o pacTeukn peluUIMBAHTHU MTEPUTHUYMU, TTodecTo Oea 3abesieskaHM Kaj TOMIAAM MaKU W Kaj
paboTHUIM KoM paboTaT Ha OTBOPEHO, He3amTuTenn o YB 3paueme u mpanmna. MyKcoBU faMKu Oea 3abenekaHu
Kaj 73% ofl peliuIMBaHTHUTe IITepuruyMu, a [llTokepoBa nmuHuja Kaj 60% . HexxHata KarnuiapHa Mpeyka Ha MyJITATTHU
KPBHU CaJloBU CO JIMCKPETHO M3paszeHa ubpuHOMIIHA TTPOMEHA BO efleMaTo3HaTa cTpoma ce 3abesieyka Kaj OaBHO
paCTeuKUTe CTAlMOHUPAHU PELUIIMBAHTHU MITEePUTMYMHU, JI0JIeKa KOMIUIEKCHO OOraTo pasrpaHyBame Ha pa3BUEHUTE
Karujapy Co TOorojieM JIyMeH e 3HaK Ha MPOrpecrMBHU PELUIMBAHTHU TITEPUTYMU

3aKJIyUyoK: PeluiMBaHTHUTE MITEPUTMYMU ce OP30 PaCcTeUKU IMTepUruymMmu, co O0raTo pasrpaHeTa Mpeka Ha KPBHU
CaJIoBM CO TOJIeM JIyMeH KOM AOIPUHeCyBaaT 3a OpP30 JOCTUTHYBAe Ha FoJieMUHATa Ha MPETXOHO eKCIUAUPaHUOT
MITEPUTUYM Kaj TOMIaI AKTUBHY MalfueHTy TTOPay IITO MTOBTOPHO Ce HapyllyBa BUAHATA OCTPHHA U ITPeN3BHUKyBaaT
€CTeTCKU TPOMEHMU.

Knyunn 300poBUM: pelyIrWBaHTEH MNTEPUTUYM, MNTEPUTHUYM, KINHUUKA CAWKA Ha MTEPUTUYM, aHTHOreHe3a Ha
MITePUTUYM,JIEKYBarbe Ha [TePUrunyMm
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BOBE]]

PerpjiuBaHTeH  mTepuruyM e opmaija  Ha
(bubpoBacKyIapHO TKUBO BO BUJ] Ha KPHJILIE, KOE Ce jaByBa
Ha MEeCTOTO Ha IPEeTXO[HO W3BpIIeHAaTa eKIu3uja Ha
ITEPUTMYM, Ukj BPB WJIM I7IaBa r'o IIOMKMHYBa IMMOYCOT Ha
poroButiata. [laToreHe3ata Ha rojaBaTa Ha IITePUTHYMOT
, HETOBOTO HarpejlyBalhe WIM CTarHUpame WIM MaK
TMOCTOIIEPATUBHO TMOBTOPYBAe Ce VIITe IOTIIONHO He
ce pasotkpuenu (1,2). YecroTata Ha pelyUAuBUTE KOU
ce jaByBaaT IO OTCTPAHYBalbeTO Ha MPUMAPHUTE W
pelLyIMBaHTHUTE ITEPUTHYMHU € Pas3/inyHa Kaj pasindyHu
MeMIIMHCKY McTefyBaba (3,4,5) W mpen ce 3aBucart
o OpojHM (haKTOpM KaKo INTO € BUJIOT Ha M3BeJieHaTa
XUpyplika Metoma (3,4,6,7) Bo3pacTa Ha MalUeHTHUTe,
npocdecujata, usnokeHocra Ha YB 3paueme (1,2,8),
KBIMTETOT M KBAHTMTETOT Ha COM3HUOT pum (9),
K/IMHAUKKUTEe KapaKTePUCTHKM Ha TITePUTHYMOT HeropaTa
roJieMiHa ¥ TIPOrpecUBHOCT, (haKTOPH Ha aHTHMOreHe3aTa
(10), ymorara Ha nuMOanHuTe cTeM Kiuetku (1),
MMYHOJIONIKATa COCTOj0a Ha IMPEeJHUOT CETMEHT Ha OKOTO
¥ ipyru (aktopu u Teopuu (12).

Ilen Ha wucnegyBameTo  Oea  KIMHUUKUTE U
XHCTOMOP(OJIOMIKY KapaKTepPUCTHKA Ha aHTHOreHe3aTa
Kaj peluBaHTHUTE ITePUTHYMH.

Marepjan u MeTo: uciaenyBanu ce 30 pelugMBaHTHA
NTEPUTAYMU KOM Ce jaBWjie MO XMUPYpPIIKa eKIu3uja
Ha TIpUMapeH MTEePUTMyM CO eJHOCTaBHA eKIM3Mja Ha
NTepPUTAYM WK CO eKI[U3Hja ¥ CI000/THA OrojieHa CKiepa
uM co MoauduIpana c000/IHa aBTOTPaHCIIIaHTaL1ja
Ha KOHjyHKTMBa co TpadT of TopHaTa OynbapHa
KOHjYHKTHBA. Pellu/IUBAHTHUTE ITEPUTHYMU CE XMPYPIIKU
OTCTPAHeTH CO MeToJlaTa Ha eKI[M3Wja Ha NTEPUTAYM CO
c/100071Ha KOHjVHKTMBa/HA aBTOTPAHCIUIAHTAIja CO
rpadT of JoNHaTa Oy10apHa KOHjVHKTHBA.

[TarueHTuTe Ce MCUTYBaHU Tpef] onepaTuBHO co Haag-
Streit 900 mmanT 7amM0a U MOCT OIMEPATUBHO IO MPBUOT,
TPETUOT, WIEeCTUOT, JIEBETUOT U [JBAHAECETUOT Mecell, a
M0TOa CeKoj b-Tu Mecell ce 10 36-0T Mecel] BO 3aBUCHOCT
07l BpeMeTO Ha XUpYpILIKaTa eKlu3uja Ha TITepUrnyMuUTe.
PelliJIUBaHTHUTE TITEPUTUYM Ce€ [OKYMEHTUPaHU U
dotorpacupanu co Red Cam.

WcnemyBaHute  peluMBaHTHM  NTEpPUTUYMH  Oea
Knacuduippanu cropes neduHuipjaTa Ha Sebon M
Hirst (13): cdopmarmja on ¢ubpoBackymapHo TKHUBO BO
BUJI Ha KPUJIIE, KOE Ce jaByBa Ha MECTOTO Ha MPETXO[HO
M3BpIIeHaTa eKIM3K1ja Ha ITePUriyM, Yij BPB WM I71aBa
ro IIOMHMHYBa JIMMOYCOT U Ce MPOIIMPYBa Ha KOpHeara, 3a
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pa3/MKa off IPoCTaTa BacKy/lapu3aldja Ha CTpoMara Ha
POTOBUI[ATA.

TKuBHMTE TpPUMEPOIM , [JOOMEHM MO XMPYpIIKaTa
eku3Hja, bea purcupanu Bo 10% HeyTpaseH, mydepupaH
(hopmastyH 1 Bo ipBHTe 24 110 72 4aca Oea TpaHCIIOPTHPAHU
Ha HHcrutyToT 32 maronoruja npu  MegMIIMHCKUOT
daxynrer YKVM Bo CKorije 3a HOHATaMOIIIHO UCITUTYBakba.
3a XHMCTOMATONONIKA AaHaju3a TKUBHUTE MPUMEPOIU
0ea PyTMHCKM 00pabOTeHH, BKalaneHu Bo mapaduH, a 5
MHUKPOHCKHUTe TTpecel 6ea 0oeHu co cTaHapaHoTo Hema
toxylin-Eosin 6oeme. 3a MMYHOXHCTOXeMICKO UCITUTYBakbe
TKUBHMTE Tpeceln Oea roctaBeHy Ha Poly-L-Lysine-cku
CTaK/la Kou obe30efyBaar 3rojieMeHa ajIxepeHTHOCT Ha
TKMBara u Oemre kopucteHa Avidin Biotin (ABC I LSAB)
TeXHUKA. 3a BU3ye/M3allija Ha aHrMoreHe3ara KOpUCTeHo
e anturenoro CD34 (DAKO 2:98).

Xucromopdononki ucnenyBann ce u 10 mpumeporu
Ha 37paBa OynbapHa KOHjVHKTMBA Kaj INalieHTH 0e3
TITePUrHYMKaKOKOHTPOTHATPYIa3aXHUCTOMOP(OIONIKUTE
HC/Ief[yBamba Ha PeljuIiBaHTHUTE ITePUTHYMU

PE3YJITATH

Bo HameTto ucnienyBame, pelu[UBaHTHUTE MTEPUTHYMU
Hajuecto Oea CO JO/UKMHA Off 3 MM M moBeke (3,89
+1,02 SD ) ¥ ja HagMMHYBaa 30HaTa Ha MPETXOIHO
eKCI[UIMPAHUOT peluuBaTeH mrepuruyMm. Kaj rpymata
on 30 peLMMBAaHTHY MTEPUTHYMH Kajie Oelle M3BeleHa
XUpPYpIIKAaTa MeTOfla Ha eKI[M3Wja Ha MTepuruym co
cnoboffHa aBTOTpaHCIUIaHTAllMja Ha KOHjVHKTHBA CO
rpadTt of fonHO TemmopanHa OynOapHa KOHjVHKTHBA,
TIIOCTONEPAaTUBHO ce Jo0Wja 3 CUMITOMATCKH Op30
pacteuku peruauBu (10%).

CpemHo Bpeme Ha cjefilethe Ha TIOCTOTIEPATHMBHUTE
perauBU Bo mpocek e 19,80 mecewu co SD 5,64. BpemeTto
Ha pelUMBHpame BO IpylaTa Ha TOBTOPHO jaBeHUTE
peLUBaHTHN MTepuruymu usHacysa 6,0+-3,0 mecemu.
OfHOCHO peLuauBUTE ce 3a0ee;KaHd Ha KOHTPOTHHUTE
nperyienu Bo 3, 6 1 9 mecer. [lojaBaTa Ha pelUMBUTE
Oellie movecTa Kaj MalIKMOT MOJI.

[Ipu npefjoniepaTMBHUTE U MOCTONIEPATUBHYU UCTIETyBatbha
3abesiekaHy ce KapaTepUCTUYHUTE 3HAIlM Ha [Porpecuja
Ha pelyIMBaHTHUOT NTEPUruyM, Kako mto ce Fuchs-
oBu mamku u IllTokepoBarta manuja (ci.1). IIpen Goraro
BacKy/lapu3upaHara JyIUTMKaTypa €O HPOMMHEHTHa
MececTa T7IaBa, ce 3a0efe)KyBaaT CHUTHM, OeJy37aBu
3aMaTyBatba BO HMBO Ha Bowman-oBa MemOpaHa, Fuchs-
oBu JaMku. DykcoBuTe HAaMKu Oea HpuUCATHU Kaj 22
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nanyeHTy Wi 73,3 %. lllTokepoBa MHKja Gele mpucaTHa
Kaj 18 mareHTy co peluiMBaHTeH nTepuruym uim 60 %.

Cmuka 1. [IporpecriBeH peljujiuBaHTeH NTEPUTAYM Ulj BPB
ja mpermokpuBa mynuiapHaTa 3oHa. Ha paboT Ha amekcor
jacHo Ha3HaueHa Stoker-oBa muHuja u Fuchs-oBu mamku.

XucToMophoIonIKy, NTePUrHyMUTE KoM Oea
aHa/MM3MpaHW, Ce ONHUIIaHK M [JeMHUPAHH KaKo
¢dbubpoBacKkynapHa mponudeparyja MperoKprueHa Co
KOHjVHKTHUBAJIEH ETIUTE].

AHanmM3MpaHW Cce TaHreHI[HOHATHU npecery Ha
PelMIMBAHTHY NTEPUTMYMU CO aKCHjaJiHa JO/DKMHA
TorojieMa of] 3 MM ce Jio 6 MM.

Kaj pasnuuHu mpecely Ha UcjelyBaHUTe PeluUBaHTHU
HTEPUTAYMH, OPOjOT, TOJleMMHATa ¥ BUIOT Ha KPBHUTE
cajioBH ce pas3nMKyBa. Bo Onu3uHa Ha OasamHaTa
MeMOpaHa Ha elmuTesIoT Ce JIOLUPaH! OPOjHU Karuiapu
CO IITO Cce OBO3MOKYBa AKTMBHO ITpEHECYBame W
J0CTaBYBabe Ha MOTPeOHKUTE CYOCTAHIINY BO €TIUTETHUTE
KIeTKM CO L/l Ja ce S3rojeMd HHMBHATa MHUTOTCKa
aKTUBHOCT (c71.3, cm.4). 3romeMeHHOT Opoj Ha KpPBHU
CajIoBH TO 3rojieMyBa KPBHMOT JIOTOK M IO aKTHBMpa
MpOoLIeCOT Ha MYATHIUTUIMpatbe. OfipefieHl KPBHHU CaJ[0BU
nMaaT TeHJieHIIMja 3a TpoMOO3Mpame, WIM BeKe ce
TPOMOO3MPaHH , U TTaK MMAaT TeHOK SHJI, a BO Of[peieHH
30HM MOKe Jla ce 3a0eie;kM M KpBHa eKcTpaBasalluja.
OcBeH KapaKTepUCTUUHUTE Kaluiapy , ce cpekaBaaT U
TaKBH CO IIOr0/IEM JIYMeH M OPOjHI aHACTOMO3H CO U3ITIe]]
Ha HOBOCTBOPEHH KPBHU CaJIOBU.

Bpojort, TyMeHOT MBUIOTHAKPBHUTE CaJIOBU Ce COU3Pa3eHa
BAapUjaOMTHOCT Kaj PelUIMBaHTHUTE MTEPUTHYMHUHM, a U
Kaj pa3/IMuHK Mpecely Ha efleH ucT nrepuruyM (cn.d) Kaj
CHTe UC/Ie[[yBaHU ITePUTHYME OPOjOT Ha KPBHU CAJIOBH €
TIOTOJ/IeM OTKOJIKY Kaj KOHTPOJTHATa 3/IpaBa KOHjYHKTHUBA.
HeskHaTa KanuapHa Mpeska Ha MY/ITUTTHA KPBHY CaJIOBH
CO [MCKpeTHO u3pa3eHa (DMOPMHOWIHA TMpPOMEHa BO
eJleMaTo3HaTa CTPoMa ce 3a0e/ieKyBa Kaj CTal[iOHAPHUTE
PeLMIMBAaHTHY  NTEPUTUYMH, JIOfleKa  KOMIIIEKCHO

Profesional paper I

OoraTo pasrpaHyBame Ha pa3BMEHHTE Kalilapd CO
TIOTO/IEM JIYMEH € 3HaK Ha POrPecUBHUTE PeL[U[MBaHTHH
ITePUryMH (C/1.3).

_1_00 unT

Crmuka 2. borato pasrpaHetd npomudepupaHd KpBHU
CajIoBH CO IMMPOK  JIYMEH W aKTUBUPAHW EHJIOTeTHU
KJIeTKH Kaj pekypeHTeH nrepuruym. (CD 34 x 20)

Lo S gton
sy 2 v

Cnuka 3.boraTu pasrpaHeTd Kalmuaapu €O IIMPOK JIyMeH

Cnmuka 4.BackynapHa reTesika Bo TIpefie/ioT Ha BpaToT, Koja
ce pasrpaHyBa KOH HAIPeTHATHOT JleT Ha peliuBaHTeH
nrepuruyM (HE, 10x).
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JUCKYCHJA

Hajuecta moctonepaTiBHa KOMIUIAKAL[Hja 10 XKPYPIIKOTO
OTCTpaHyBame Ha MTEPUTMYMOT € MOCTONepPaTHBHOTO
TOBTOPYBabE WX PELUUBUPAtbE Ha ITePUrnyMorT (3,4,5).
Huckara yecTota Ha peLUAMBUpame ja MOTBpAYBa U
rCcTaKHyBa e(pMKacHOCTa Ha eJiHa XUpyplIKameTopa(3,4,6,7)
YecToTaTta Ha peliIMBUPabE € 3HAUNTETHO [Oro/ieMa 1o
OfIpe/leHH XMPYPIIKK METOJ Ha eKI3HMja Ha MTePUrHyM,
HACIIPOTH PETKUTEe DPeLUAMBU 110 TPaHCIUIAHTAI[HOHUTE
TEeXHUKM Ha MTePUrHyM. XHPYpIIKAaTa eKIu3Mja Ha
IITePUTAYM CO aBTOTPAHCIUIAHTAlja Ha KOHjVHKTHBA Ha
MECTOTO Ha OrojieHaTa CKiepa e edukacHa mertopa(l4)
CO pPEeTKH peluJuBH. PeluauBuTe Ce TMOYECTH Kaj
IIPOrPECUBHUTE TITEPUTHYMH U Ce TUPEKHO MOBP3aHM He
caMo CO PAcTOT ¥ Pa3BojoOT, TYKY U €O MopcoyomKaTa
rpajba Ha ITEPUTUYMOT ¥ CO METOJIOT HA XHPYPIIKHOT
TpeTMaH.

Bo MeauiMHCKaTa JMTepaTypa Hema IIOfaToIM 3a
TIOBP3aHOCTa Ha PeLMBUTE M BO3PACTa Ha MallieHTHUTe.
BoHateTo uciefiyBare Ha peluIMBaHTHUTE ITEPUTUYMH,
pelIMBUTE IIOBTOPHO Ce jaBMja Kaj IIOM/IaflTe
HalyeHTd, HO 0e3 CTaTMCTMYKA 3HAYajHOCT TOpaju
MaJiMoT Opoj Ha peruuBy. U Bo iuTepaTtypara e onuiiaHo
JleKa peliuIuBUTE Ce jaByBaart Kaj moMajaTa Iomnyiamuja
T.e. Bo3pacHaTa rpyma o 45 rogunu (15).IToronemuor 6poj
Ha peluMBU Kaj MoMJIajjaTa TMoMy/alyja e BO Mepuoy
KOra Kaj MCTaTa MMa ofipefieHa /103a Ha OIITEeTYBaibe Ha
JIMMOYCOT Of HafBOpelIHUTe (PaKTOPH, HO U IPUCYTHA
CHoCOOHOCT Ha [ienba Ha (huOpobmacTuTe, JofieKa Kaj
rocTapara TONy/Talyja MPUCYTEH € JereHepaTUBHUOT
mporiec.

PerpupiiBuTe ce 3a0eekaHM Kaj Tpyla Ha Mal[UeHTH
uija mpodecroHaTHa paboTa ce U3BeyBa Ha OTBOPEHO
(3eMjomenuu ¥ pabOTHMIM), MOpPajM OUPEKTHOTO WM
KYMV/IaTUBHO fiejcTBo Ha YB pajujaliija Koja ro oLITeTyBa
JIMMOYCOT.

PenuiuBuTe ce jaBWja Kaj MalueHTHTe CO IoOMajia
BpeMeHCKa eBONVIMja Ha OTepuruymoT. Moke ma ce
3aK/Iy4d JieKa TITePUruyMUTe co Op3 M arpecuBeH pacT
ce TpejiofipefieHy 3a peluuBUpame , HO 32 OBa HeMa
mojjaTolM Bo nUTeparypara. Hajuecto peluguBuTe
MIOBTOPHO e jaBHja Kaj CpeIHO rofieMUuTe PeliuuBaHTHH
nrepuruyMu (3,0MM-3,5MM), HO ¥ 3a OBaa CTaTHCTUUKU
3HauajHO He MOKe JIa ce TOBOPHU IOpajii MajMoT Opoj Ha
HOBTOPYBauKy mrepuruymu ( 10 %).

Fuchs-oBuTe maMKM ce yecT Haoj Kaj TALEeHTUTE CO
penuBaHTeH W mporpecuBeH mrepuruyM. Co oBa

Revisté mjekésore - MEDICUS | 62

IS ISP

0000000000000

ce TIOTBpAyBa 3HaueweTo Ha Fuchs-oBuTe mamku Ha
nporpecuja 3a TPOTHO3aTa UM HAYMHOT Ha JIEKyBame,
3a Koe 30opyBa u Busacca (16) Bo cBoeTo ucieyBarmbe.
Bo HamieTo ucnenyBame Kaje Oea MCIeyBaHM CaMoO
peLIMBaHTHUTE IITEPUTUYME MOJKelle Jla ce 3a0eJieskar
Fuchs-oBute maMKu Kaj TOBEKeTO C/Iydyad M TOa Kaj
TIOBEKeTO/IUIITHO TMep3UCTUPAUKH pelyIMBaHTHU
TPOrpeiipauyky NTepUruyMd Kou 3acakaa MoBeke Off
3 MM off TuMOycOT Ha poroButiaTa. Kaj marueHTuTe Kou
npocdecroHanHaTa paboTa ja M3BpPIIYBaaT Ha OTBOPEHO U
ce MOJJIOKEHM Ha HaJ[BOpeNIHM BiujaHuja, Fuchs-oBute
JaMKu Ha mporpecuja ce mouectd. Ofi HaJjBOpEIIHUTe
B/IMjaHMja HajrojieMa yiora uMa YB 3pauemeTo Koe ce
ToBP3yBa co (okaHaTa uMbanHa uHcyduimenimja (17
). Bo nuteparypara, Fuks-oBute aMKu ce moBp3yBaar co
TI0BO3pacHUTeE MallieHTH 3apajiy LITO MOKe i ce ToBp3aT
CO OfIpeJieH! CeHWTHHU JieTeHepaTUBHUTe 3a00/TyBamba Ha
oxoto(Stoker-ova, Hadson-Stalisova miuuja)(18)

[lltokepoBaTa JMHMja € BTOPHOT KAapaKTEPUCTHUUEH
3HAK 3a MPOrpecuBHOCTa Ha mTepuruymor. Yecto ce
3a0esie;KyBa JKONTeHWKaBa MUTMeHTHA JIMHWja , Stoker-
0Ba JIMHWja, BO MEJIAHOZIEPMOT ¥ MCTaTa HACTaHyBa O]
MATMEHTOT XeMOCH/IEPUH KOj Ce COAPIKU BO eMUTENOT
Ha KoHjyHKTuBaTa (19).Kaj peruuBaHTHUTE TTEPUTHYMU
ucTo Kako 1 Fuks-oure mamru u IllTokepoBaTa nMHHja €
YecT Haoj] Kaj Mof[o/Ir0 Mep3MCTHPAHUTe PeljuUBaHTHHA
TITEePUTHYMHU.

XucToMophoIOUKHU, ITePUruyMOT MOKe Jla ce AepuHupa
Kako (ubpoBacKyaapHa mpomudepanija MOKpHeHa Co
KOHjVHKTHBAJIEH eMUTeI.

Fuchs, e mpBHOT aBTOP KOj T OKIIIAJT TATOXHCTONOMIKUTE
KapakTePUCTUKY Ha IITePUTUYMOT BO JIMTEPATYpaTa YIITe
Bo 1982 ropmna.Toj ru 3abenexkan ryctute 3aje0eseHu
elaCTMYHH BJIaKHa, M TPOMEHUTE BO EMUTEJIOT Ha
TIITePUTHYMOT 3a€JHO CO KOHKPAMEeHTHTe HO U XHjaTiHaTa
JereHepalyja Ha CyOeTUTEHOTO CBP3HO TKKBO (20).

Austin co copabotHuiute (21), ja onmuiajge Hajuectarta
KapaKTePUCTHUHA  XUCTONATONONIKA  C/IMKA  Ha
NTePUTAYMOT, W ja Harjacuae elacTofiCIIasHjaTa
1 enacrofgucTpodujaTa, Koja e  pesyarar Ha YB-
pajujanya Koja ieflyBa Ha aKTUBUPAHMUTE WM OLITETeHH
(ubpobmacT U ja 3rojeMyBa HUBHATa MPOAVKIMja U
nogenoa.

Kaj ucnenyBaHuTe NTEpUTUYMHU BO HallaTa CTyAuja, ce
TMOKajka M3pa3eHa Bapujalyja Bo OpPOjOT, BOTYMEHOT U
KapaKTepoT Ha KPBHHUTE CaJioBU. DBpojoT Ha KpBHHUTE
CajloBU € TOTONeM Kaj MC/IeflyBaHUTE PeIy[MBaHTHUI
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NTEePUTUYMU  OTKOJKY Kaj KOHTPOIHUTE TMPUMEPOIH
Ha Oym0apHa KoHjyHKTMBa. Kaj peluauBaHTHUTE
NTepUruyMd ce 3abefie)kaHW KOMIUIEKCM Ha KPBHHU
caJioBu o OOraTo pasrpaHyBame W CO MOTOJNEM JyMeH
IITO e KapaKTepUCTUUHA CIMKA Ha BPEMEHCKH TOJ[0/ra
eBONYIIMja Ha TTEPUTMYMM CO JIOJKMHA Morojema off 3
mMm. [ToronemMuoT 6poj Ha KpBHU CaJiOBH U IoOOraTa KpBHa
MpesKa ce 3a0ejiekaa Kaj XMCTOATOJIONIKKUTE MpenapaT
Kaj Mal[ieHTH KOM ce W3JI0KEeHM Ha HaJBOpelIHU
B/IMjaHKja,Kaj 3eMjoIesIy 1 paOOTHUIIU.

BpojoT Ha TpeceKoT Ha KPBHUTE CaJiOBU Kaj ITpenapaTuTe
pacTe co BO3pacTa Ha MCITUTAHUIIUTE, MaKO Taa Kopesaljyja
He e CTaTHCTUYKM 3HAuYajHa NP HANIETO WMC/IeyBambe.
[IpucacTBoTO Ha KpBHHUTE CaJOBU Kaj NTEPUTHYMOT €
TIOBP3aHO CO HEroBaTa aKTUBHOCT (22), HO TOTONEMUOT
0poj Ha KPBHM CaJioBM HA XWMCTOJIONIKUTE IperaparH,
MoOKe Jla e U Mopajj CTapeele Ha KOHjYHKTHMBATa Koja
CO TOJIUHWUTE CTEKHYBA Ce TIorojieM Opoj Ha HelpaBIIHM
¥ U3BUjyraHi KPBHU cafioBr(23).MerfyToa, BakHO e Ja ce
HICTaKHe JieKa IPUCcacTBOTO Ha KPBHU CaJIOBU € TIOBP3aHO
CO HeTIoCpe/THaTa aKTUBHOCT Ha MTePUrHyMOT ( Ipe]t Wi
BO TeK Ha eKCIaH3MBeH pa3Boj(22). OBaa MOBP3aHOCT €
MI0OUHITIeIHA MTPY CHIOpe/lyBambeTo Ha aHrMoreHesaTa Ha
NTEPUTMYMOT CO JIPYIM MapaMeTpy Ha MPOrpecUBHOCTA
Ha NTEPUrMMOT KaKo HITO Ce 30HUTe Ha Mporpecuja uim
[lItokepoBara nuuuja. Fuks-oBu mamku ce BepomocToeH
MoKasaTe/l Ha MPOrPecMBHOCTAa Ha NTEPUTHYMOT U Cce
BO IMO3UTHBHA KOpeJanyja co OpojoT Ha KPBHU CaJIOBHL.
Cemak HeMoke fla ce TOBJleue AUPeKTHa Kopesaluja
noMer'y mpucactBoTo Ha Fuks-oBu aMku 1 mporiecoT Ha
BACKy/oreHe3a OujiejKu MCTHTe Ce OKa3aTe/ i Ha ofipefieH
HIepuo]i Off PacToT Ha MTePUTUYMOT 3a Uke HalpeJyBambe
1 (opmupame Ha HOBO CBP3HO TKMBO HEOMXOfIeH € U
T1I0rojieM CTeTleH Ha BacKylapu3aljdja Wid 3rolieMyBambe
Ha OpojoT Ha HOBOCO3/Ia/IeH! KPBHU CaJIOBH

HoBocTBopeHuTe KPBHHM CafjoBy Oea MoJo0po NpuKakaHu
cyOenmuTeNIHo, Mmopajy IoTpedaTa 3a 3roleMyBame Ha
enuTeNHATa MHpomMQepanyja Koja e O0BO3MOMKEHa CO
TPAHCIIOPT Ha HEOIXOH) MaTepPUH IPeKy [UpKy/IaljaTa
OJJHOCHO TIPeKy HOBOCTBOPEHHTe KPBHH CaJIOBH.
3abene;kan e moromeM 0Opoj Ha KPBHU CAjIoBU Kaj
ITePUrMYMUTE Kaj KoM Ce jaBIJI TOCTONepPAaTUBEH PeL/iuB
Ha Oojmecta HO 0e3 CTATHCTMYKA CHTHU(DMKAHTHOCT,
nopagy Mamuot Opoj Ha peuupuBu. OBa € 0YEKYBaHO
OMfIejKM 32 CO3JaBae Ha HOBO CBP3HO TKMBO Ha
PeLMIMBAHTHHOT [OCTONEPATHBEH ITePUTHYM MOTpedeH
e 1 morosieM 0poj Ha KPBHH Cajl0BH

Profesional paper I

3AK/IYYOK

PeluiiBaHTHUTE MTEPUTMYMU ce Op30  PaCTeuyKu
TNITePUTHYMH, CO OOraTo pasrpaHeTa Mpeka Ha KPBHU
CajloBU CO TOJeM JIYMEH KOM JIOTNPUHECyBaaT 3a
Op30 [IOCTUTHYBalme Ha TOJeMMHATa Ha MPETXOIHO
eKCIMIUPAHAOT TITEPUTUYM Kaj TMOMJIAJjM  aKTUBHU
TAIeHTH MOPAJI ITO TOBTOPHO Ce HAPYIIyBA BUHATA
OCTPUHA ¥ TIPEIU3BUKYBAAT €CTETCKM TPOMEHH.
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AIICTPAKT

bBenoppobuara embornuja e pesaTiBHO YeCT KIIMHUYKK €HTUTET MPOoCyiefieH € CO BUCOK MOPTAJIUTET, 1a TTPeTCTaByBa
IIUjarHOCTUUKY U TEPATTUCKY TTPen3BUK. JloceraliHuTe CTYAUN YKa)KyBaaT Ha MOCTOE e Ha reHeTCKa TIOBP3aHoCT Ha
orpezeneHy TpoMboduInK co IojaBata Ha OenoapobHa eMOosMja ,BKIYUYBajKU I' HOIUMOPGU3MUTE BO I'EHOT 3a
MeTtueH-Terpaxuzpodonarpenykrasara (MTHER).

['eHeTCKUTE aHA/IN3U TI0KaXKaa JeKa [I0CTOU CTATUCTUUKU CUIHU(MUKAHTHA [T0BP3aHOCT Ha XOMO3UI'OTHUOT T'€HOTHUII
TT, ogHocHo Ha anenor T, co GemompobHaTa embonuja. Hocurenure Ha OBOj F€HOTUII, OJHOCHO ajiesi, umaar 4,4
MaTy, OOHOCHO, MTPUOMKHO 2,5 TIaTH, COOMIBETHO, TIOBMCOKA BepOojaTHOCT o1 OerogpobHa embonnja BO OGHOC Ha
HocuTenuTe Ha XoMo3uroTHUOT reHoTun CC wim xeteposurotHuoT CT, omHocHo Ha anenor C.

BakBurte pesyiraTi ce KOHKOPAAHTHU CO [e1 Of] 0bjaBeHUTe KIMHWUUKO-IeHETCKW CTY[AWKM CO CJIMUeH Ju3ajH U
yKayKyBaar Ha MOTeHLja/IHaTa YIIOTpeOIMBOCT Ha OBOj FeHCKM MapKep BO IIpeauKLMjaTa Ha PU3MKOT of] 6e/1oapoOHa
emboija 1 TeKoT Ha bojiecra.

Knyanu 36opoBu: 6enonpodbHa embonuja, Tpomboembonmsam, MTHFRC677T, reHcKu rtonnMophu3Mu

BOBE]]

BenonpobHaTa em0o/uja e PeaTUBHO YeCT KIMHUUKH
eHTHTET TPOC/IeleH e CO BHUCOK MOPTAIUTET KOj
MPeTCTaByBa /IMjarHOCTMYKY U TEPANUCKU Mpeu3BUK.
[IpecTaByBa HapyIuIyBame Ha benoapoOHaTa
IMPKY/Ialja opajy MpUCyCTBO Ha TPOMOM BO apTepHja
MY/IMOHAIUC U Hej3uHuTe rpaHku .Ce cMeTa JieKa MMa
MyiTU(aKkToprjajiHa M KOMIUIEKCHa TaTtoreHesa, a
BO TIOC/IE[JHUBE J[BA€CETMHA TOJMHU EKCTEH3UBHO ce

TIPOYYYBAaT reHeTCKUTe (haKTOPH.

KapmuoBackynapHute pusuk-(hakTopu (11aboKa BeHCKa
TpoMO03a, WCTOPMja Ha XUIepTeH3Wja ¥ Kapauo- U
1lepeOpPoBaCKyIapHy UHIIUIEHTH) ce 3HA4YajHO MOBP3aHH
Co TojaBara Ha OenofipoOHa emoOonuja. Cemak, Kaj MHOTY
TAIeHTH CO CePMO3HU PU3MK-(PAKTOPH, KaKBH IITO Ce
MaCHUBHUTE W JIONTOTPAjHU [/TA00KUA BEHCKH TPOMOO3H,
He ce jaByBa Ny/JIMOHa/IHa eMOO/IMja, JloleKa Kaj HeKou
TaIleHTH MCTAaTa HACTAIyBa P ¥ TP MHOTY TOOAHATHH
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npuurHu. TakBUTe [IUCKpeNaHIM CUJTHO CyUrepupaat
Ha BIMjAaHUETO Ha TeHeTCKUTe (PaKTOpu, 0COOEHO WITO U
PU3MKOT Off IOBTOpHA OejToipoOHa eMOo/uja e MOBUCOK
Kaj MHAMBHAYMTe co (paMuIMjapHa aHaMHe3a 3a OBOj
KJIMHUYKU eHTHTET.

[locera ce BpuIeHu rojieM Opoj Ha TeHeTCKU UCTPaKyBarba
Ha ompefie/ieHd TpoMOOMWIMM KOM Ce  TOYecTo
HOBp3aHM Co OenogpoOHaTa eMOO/HMja, BKIVUYBajKU
T MOMMMOP(U3MHUTE BO T€HOT 3a METHIEHTEeTPaxuj
podonatpeaykrasata (MTHFR) (1). OBoj eH3um Bpiiu
(onaT-3aBMCHA XOMOIMCTEMHCKA peMeTHIaluja, Koja
KaTaju3Mpa pelykiuja Ha 5,10-meTunreTpaxugpodonar
BO 5-MeTunTeTpaxuzpodonar. EquHedHaTa cyncTuTyimja
Ha 0aseH map Ha HYKJIeOTH[HATa Mo3uluja 677 (TMMUH
Hamecto 1uTo3uH:677 C>T) Bo renor MTHFR pesyntupa
CO CYICTUTYIIMja Ha ajaHWH CO BaJMH Ha MO3UIUja
223 (A223V) Bo 5,10-meTtunterpaxuppodonarpenyk
TasaTa CoO HaMajieHa aKTUBHOCT IITO MpeJu3BUKYBa
xunepxomoructiHemuja. Kako pesyirar, oBue juia ce
CO MOBUCOK PU3MK off TpomOo3a. Orony 11% o Oenata
TMoMny/alyja e XOMO3MTOT 3a OBa MyTaldja, CO TPOjHO
3rojieMeH pU3MK off Tpombo3a. Mako oBa e HajuecTaTa
MyTallija, OnuiIaHu ce HajManky 40 pasnuMuyHu MyTaluu
Ha reHoTMTHFR kaj muiia co xomoructunypuja. CTeKHaTH
NPUYMHM 32  XMIIePXOMOIL[MCTUHEMMja  BKJIyUyBaaT
HeJlocTaTOK Ha BUTaMuH B6, Butamun B12,u HefgocTaTok
Ha onaTH, KakKo ¥ peHaJHa WHCY(UIMeHIIHja.
Kombunupana onmHa KucenmiHa - BuTaMuH B TepanujaTa
MoOKe Jla TO HaMaJli HUBOTO HAa XOMOIUCTEMH BO KPBTa
(2).

EJN

OcHoBHaTa I1eJ1 Ha 0BOj TPY/I € Ia ce UCITUTa MOBP3aHOCTa
Mery (hpeKBEeHIMUTe Ha TEeHOTHIIOBUTE M ajleluTe Ha
nomamopgusmor rs1801133 (677 C>T) Bo reror MTHFR co

benofpobHaTa eMOomHja.

[lenTa Ha cTyaujaTa BKJIyY4yBa M OTpefielyBambe Ha
BepojaTHOCHATa [IaHca 3a [10jaBa Ha Oe/iof[pobHa eMOo/Hja
Koja MOJKe Jla VKajke Ha MOTeHI[WjajiHaTa yrorpeda Ha
TMIPeBEeHTHBHY 1 TepPareBTCKKY MEPKH 3a CTIpeuyBarbe Wi
OJJIOKYBarbe Ha 0BOj CePH03eH KTMHUIKU eHTUTET.

MATEPHJAJI U METOH

Bo npemmmunapHaTa dasa of CTyAujaTa, aHaIU3UpPaHH
ce 31 manMeHT co KIMHWYKYA JlOKajkaHa OeyofpoOHa
eMO0/Mja, CeNeKTHpaHM CIOpe[ KPUTEPUYMH  3a
BK/IYUYBalbe M 3a HCK/IYUYBame, Kakou 24 KOHTPOJIHH
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MCIIMTAHUIM KOM HeMajie aHaMHeCTHYKM MOfaTOIM 3a
TPOMOOTHYUHM COCTOjOM. Kaj cuTe BK/IyUeHH NaldeHTH
KT anruorpacujata Geie MeTop Ha M300p 3a fIeTeKIuja
Ha eMO07Iyc BO [JABHWUTE JI0OADHM WM CErMEHTHH
Ty/IMOHAJTHU apTepuH .

Op cekoj mNanyeHT ce KOJNeKTUPaHU —CeleKTUPaHU
nemorpacku  mofiaTol  (MoOjI, BO3pacT, 00pPa30BHO
HUBO, TUN Ha mpodecuja, HCTOpHja Ha MYIIEHe,
KOHCYMaI[{ja Ha aiKOXOJ, UCTUITHIEMIH, XUTIepTeH3Hja,
(damunjapHa  MCTOpWja 3a TPOMOOTHUHHM COCTOjOH,
KODUCTEHe Ha OpalHM KOHTpPALENTHBHU CpeCTBa
W JIp.), 7a0OpaTOpUCKH BPEIHOCTH (TPOMOOIMTH,
KOary/alycKu cTaTyc, D-muMepu, TPONOHMH W [p.),
KaKo ¥ KJIMHUYKU MOJATOIM (KOMOPOUMTETH W PU3MK-
(akropy, cenexkrupanu BpegHoct o, CT-aHruorpaduja
Ha OesofipoOHKTe apTepun, exokapauorpaduja, [lomep-
ynTpacoHorpacduja Ha KpBHHU CajIoBH, TIPeCMEeTaHU 00/I0BU
cropen; Wells-oBaTa u/wim peBupmHupaHaTa jKeHeBCcKa
CKasia, TIOfIaTOII 3a JIEKYBabeTo, TepaliCKUOT OfIrOBOP
1 KTMHUYKKUOT UCXOI).

[lomatoiure ce 3emMaHM camo Ofi TAl[MeHTH Ha KOW,
0 JIeTaTHOTO objacHyBame Ha IIOCTAlKaTa, IleJTe,
¥ HUBHMTE MpaBa, CBOEPAuHO TMOTHMIIANE TMUCMEHA
cornacHocT. Jlo3Bona 3a KOpHCTelhe Ha MaTepujauTe
¥ TIOJIATOIUTe Off MAIMeHTUTe BO CTy/qMjaTa e Jo0neHa
of, ETMukaTa KomMcHja 3a MCTpa)kyBamba Ha JIyre TpU
MepununckuoT akynreT Bo CKorije.

M3omanujata Ha reHomcka DNA e BpiieHa co MeTOZOT
Ha HUCONMyBale CO HATPUYM XJIOPHUJ, eKCTPaKLuja Co
XJ0popopM ¥ TOCTIefiOBaTeNIHA MPENUIHUTaIija €O
eTaHosn (3). MorneKkynapHUTe aHAIU3U Ha OIpPe[e/yBarbe
Ha nonmumopgusmute Bo reHor MTHFR ce Bpimenu co
reHoTUMM3alMja Kopuctejku TagMan-chyopeciieHTHH
COHJIM CO HYK/IEOTH[[HA CeKBeHIa creluuyHa 3a
aMIUIMpaH PErMOH Off COOJIBETHUOT T'eH, 00e/eKaHu
Ha 5-KpajoT co (yopecLeHTHHOT obenexkyBau FAM
wm VIC, momeka Ha 3-KpajoT co m36memyBadotr NFQ.
Hykneotunnure cekBeHIM Ha Tipajmepure 1 Ha TagMan
conpute 3a renoT MTHFR ce cropen ctyaujata Ha Yang
co cop., 2013 (4). OTuuTaHUTe KPWBU Ce aHATM3MPAHU
co codrBepor StepOne (Applied Biosistems) koj e
VHTerpajieH JieNl Of CUCTeMOT CO METOfIOT Ha asie/iHa
IUCKPUMUHAIMja, CO IITO € Opefie/ieH TeHOTUIOT Ha
MCIUTYBaHUOT HOTUMOP(H3aM.

DpekBeHIMUTe HA TEHOTHIIOBHTE M HA ajeluTe off
OMMMOP(hU3MUTE BO HCITUTYBAHUOT TeH Ce aHaIM3UPaHN
co Fisher-oBuot ersakren Tect. Criopey; oBue IofIaTOIM €
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IpecMeTaH OJHOCOT Ha IraHcH - oddsratio. IIpecmeTruTe
Ha unTepBanoT Ha mosepiuBocT Cl (confidence interval)
ce BpieHu npu 95%, ogHocHo mpu p<0,05.

3a CTaTUCTUIKY CUTHA(DUKAHTHY Ce CMeTaaT BPeJTHOCTUTE
Ha p<0,05, JogeKa 3a BUCOKO curHuukanTiu tie p<0,01.
CTaTHCTHUKUTE TIPECMETKY Ce BPLIEHH CO KOPUCTEeHe Ha
coprBepckute momaromu XLSTAT 2016, RealStatistics
2015 u GenAlEx 6.5 uncranmpanu Ha Microsoft Excel 2016.

3a morpe0uTe Ha OBOj TPYA , NPUKAKAHK Ce [el Off
IoOMeHuTe Pe3yITaTH.

PE3Y/ITATH

Bo TekoT Ha oBaa (hasa o M3pabOTKaTa Ha CTyIujata,
Zocera ce KONEKTHPaHW IIOHATOLUTE M IPUMEPOLIUTE
of, BKymHO 31 maiueHT co OenofpoOHa embonuja, of
kou 13 (41,94%) ce co mamky, a 18 (58,06%) ce co sKeHCKU
07T ¥ MMaaT MpoceyHa Bo3pacT of 58,26 = 13,15 roguxu
(omcer 31-78). Criope 00pabOTeHUTE Pe3YITATH, PEUUCH
MOJIOBUHATA O] MallMeHTUTe Ce U3jacHUIe [ieka ce
HeIyIlaul, KaKo U [leKa HHUKOj o HUB He KOHCYMHpa
ankoxoi. IloBeke op 80% op HUB HeMaje aHaMHECTHUKU
TI0/IaTOIIM 3a IPeTX0/iHa Oe/opoOHa eMOO/Hja, HUTY efleH
HeMas1 TpoMOoIe0HTIC, HO PeUNCH [IBe TPETUHH Off CUTe
HalMeHTH UMaje Jjla00Ka BeHCKa Tpombo3a. Mcropuja
3a aKyTeH MH(APKT Ha MUOKApJOT MOCTOM Kaj 6,5% o
HALeHTUTe, UCTO KOJKY 1 33 HCXeMHYeH MO30UeH yzap.
ApTepucKa XuIlepTeH3Mja MMaje OKONIY efHa TpPeTHHa
ofl TaleHTuTe, mucumuaeMuja 42% u aujaberec THII
2 13%. AHaMHECTHUKM II0JIaTOK 3a XPOHUYHO OYOpPekKHO
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3a00/TyBambe JJajl caMo efleH MalUeHT, TofleKa HUTY eeH
HeMaJl aHaMHe3a 3a XelaTajlHi 3a00/TyBatba.

3acTaneHocTa Ha TEHOTMIIOBUTE M Ha aJiefluTe Ha
nomamopdusmot rs1801133 (677 C>T) Bo renor MTHFR
Kaj rpylaTa malyeHTH co OenofpoOHa emOonuja U Kaj
KOHTPOJIHATA I'PyIia e IPUKaKaHa Ha rpaMKOHOT 1.

%
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cc cT T c T

E[pyna co 6enogpo6Ha embonuja KoHTponHa rpyna

I'padukon 1. [IuctpuOyiuja Ha  (ppekBeHLUUTE
Ha TeHOTUTIOBUTE U ajleJiuTe Ha MOMUMOP(U3MOT
rs1801133MTHEFR (677 C>T)

Pesynratute off aHaqu3aTa Ha (DpPeKBEHIMUTE Ha
FeHOTHIIOBUTE W Ha ajlejliTe Ha OMUMOP(UIMOT
rs1801133 (677 C>T) Bo rewor MTHFR kaj rpymata
nareHT: co GeofpobHa emMOOMKja U Kaj KOHTPOIHATa
rpyma ce MpMKakaHu Bo Tabenata 1.

Tabena 1. Anamm3a Ha pa3mUKuUTe BO (DPEeKBEHLIMUTE
Ha TEHOTUIIOBUTE M ajleJiuTe Ha MOMUMOPGHU3MOT
rs1801133MTHER (677 C>T) mery rpymara co 0enofipodHa
eMOo/THja M KOHTPOJIHATa Tpyra

MTHFRrs1801133 (677 C>T) gﬁ%g?mjg" Oenoppoba 5;;‘;&}’0““3 Chi-ksagpar * Omtioc Ha mascH
[eHOTUIIOBU n % n % p OR (95% CI)

cC 6 19,35 n - 4583 I ped.

CT 13 41,94 8 33,33 0,103 2,979 (0,79 - 11,25)
TT 12 38,71 5 20,83 0,039 4,400 (1,04 - 18,60)
BkymHo 31 100,00 24 100,00

Anenu n % n % P OR (95% CI)

C 25 140,32 30 62,50 I ped.

T 37 59,68 18 37,50 0,021 2,467 (1,14 - 5,35)
BkymHo 62 100,00 48 100,00

* IBOHACOUeH
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[IpecMeTKUTe €O TEHOTHIICKMOT M aJle/IHUOT MOJIEN
TMOKa)kaa JieKa II0CTOM CTaTHCTHUKM CUTHH(DMKAHTHa
TIOBP3aHOCT Ha XOMO3UTOTHHOT reHoTur TT, oHOCHO Ha
anenot T, co GenmogpobHaTa embonuja. Hocurenure Ha
0BOj 'eHOTHII, OJHOCHO ajesl, umaaT 4,4 MaTH, OJHOCHO,
TPUOMKHO 2,5 TaTH, COOfIBETHO, TOBUCOKA BEPOjaTHOCT
of, OemogpoOHa eM00/MMja BO OJJHOC Ha HOCHTENIUTE Ha
xomo3uroTHUOT TeHoTun CC wim xetepo3surotHUOTCT,
ofHocHO Ha anetoTC. Pa3uKuTe Bo 0IHOC HA TIPUCYCTBOTO
Ha anenorT Mery TpymaTa MmaiueHTH co OeopoOHa
eMOOnMja ¥ Kaj KOHTpOJHATA TpylMa e aHaJIu3MpaHa
M CO aJUTUBHUOT TEeHeTCKM MOfiel, KOPUCTEjKU TO
nBoHacounnoT Cochran-Armitage Tect, a pe3yaraTure ce
TpUKa)kaHu BO TabestaTa 2.

Tabena 2. AHamu3a Ha pas3iuKuTe BO (hpeKBeHIMUTEe Ha
anenmuTe Ha mojmumopdusmot rs1801133MTHER (677 C>T)
Mer'y rpymara co OeofpobHa emOo/Mja M KOHTpOJIHATa
rpyIa Co aJUTUBHKUOT IeHeTCKU MOJIeT

3 Cochran-
Bt || omons | At
(677 C>T) emboruja P
0T 6 |1935 11 | 4583
1T 13 | 41,94 8 3333 0,038
2T 12 13871 5 120,83
BkymHo 31 (100,00 |24 |100,00

* IBOHACOUYeH

On TabenaTa e BUJJIMBO JleKa CO OBaa reHeTCKa aHau3a
e HajJeHa Kopenalyja Mery opojor Ha anemuT u nojaBaTa
Ha GeyofipobHaeMbomuja. CTaTUCTUYKATA BePOjaTHOCT 3a
OenompobHa embonuja TOBEKe Off ZIBOJHO Ce 3rojeMyBa
CO TPUCYCTBOTO Ha anenoT T BO TeHOTUIIOBUTE Ha
THanyeHTHTe co 6eopodHa embonuja (p=0,038).

JNCKYCHJA
Bo o0Boj Tpys e  Ipe3eHTMpaHa aHaaM3aTa Ha
NpeMMUHAPHUTE — pe3ynTaTd of, 31 marueHT co

OenogpoOHa embouja 1 07 24 KOHTPOIHY UCTIMTAHHULI.

AHanu3uTe VKaKyBaaT Ha TI'eHeTCKa II0BP3aHOCT Ha
nomamopgusmor 151801133 (677 C>T) Bo renor MTHFR
co mojaBaTa Ha OenofipoOHa embonuja. TakBUOT Haox e
mocera 3abesieskaH M BO TojieM Opoj Ha CITMUHHM KITMHUUKH
CTYIMM UMM DPe3YNTaTH ce 00jaBeHH BO TOCI/IeTHUBE
JeceTrHa roguHu. Taka, Bo crTyaujata Ha Hosseini co
cop. (2015), buna aHanu3KMpaHa rpyna Ha 182 mamueHTy co
OenofpobHaTa eMOo/Mja Kako ¥ KOHTPO/IHa rpyma of, 250
MCITMTAHUIIM BO OJIHOC Ha IIPHCYCTBOTO Ha HEKOJIKY TeHCKH

Revisté mjekésore - MEDICUS | 68

IS ISP

0000000000000

MO/MMOP(U3ME, BKITYUYBajKU IO 1 HOTAMOP(PUIMOT Koj €
TpeMeT Ha 0Baa ceMUHapcKa pabora (5).

Bo opHoc Ha 0BOj TeHeTCKM MapKep, aBTOpPUTe Ha
TPYAOT IpecMeTajie JieKa TOCTOM CTAaTHCTUUKH BHCOKO
CUTHU(MKAHTHA [OBP3aHOCT Ha MPUCYCTBOTO Ha
BapUjaHTHUOT WM XeTePO3UTOTHUOT TeHOTHUIT Ha OBOj
nomimopu3am co beropodHaTa embomuja. [lomperisHo,
IPUCYCTBOTO Ha OBME IIONIOMOP(HUTEHOTUIIOBU €
TIOBP3aHO CO OKONY 6 TMaTW MOBMCOKA BEPOjaTHOCT Off
1ojaBa Ha OeofIpoOHa eM0O/IMja OTKOJIKY TPUCYCTBOTO Ha
puBuot reHotun CC.

IloBp3anocra Ha mnomumopdusmor C677T Bo reHoT
MTHFR co GenoapobHaTa eM0o/IHja € HCTpaKyBaHa U BO
crynujaTa Ha Basol co cop. (6). Ananu3ata Ha 118 matjueHTH
co bemorpoOHa emM0Oo0mMja U 126 KOHTPOTHN MCITUTAHUIINA
TIOKa)KaJia JleKa He TI0CTOM MOBP3aHOCT Ha FeHOTUIIOBUTE,
TYKY €O ajie/iHaTa (peKBeHIja Ha 0Boj MoMMopdhu3am
CO BepojaTHOCTa Off IMojaBa Ha OeofpobOHa embonuja.
MmeHo, HOcUTeNMTe Ha BapWjaHTHUOT anen T uMae
57% TIOBKMCOKa IlIaHca 3a OemofpoOHa eMOO/Mja OTKOMKY
Kaj Hocutenute Ha anefor C M oBaa pas3nuKa Owla
CTATUCTUYKU CUTHU(DMKAHTHA.

Op mpyra cTpaHa, OCTOojaT ¥ CITPOTUBHY HAOJM BO TOIeM
0poj 00OjaBeHM KIMHUYKYU MCTPaKyBawa. Ha mpumep, Bo
MeTacTyaMjaTa clpoBefieHa of Simone co cop. Bo 2013
rofMHa, aHaJM3aTa Ha INPETXOHO 00jaBeHH IOJIaTOIN
on 31 cTymuja MoKakale JileKa Hema CUTHU(MKaHTHA
noBp3aHoct Ha momumopdusmor MTHFR 677 C>T co
OenompobHaTa embonuja (7). BakBara [UCKOPZAHTHOCT
MOKe 7la ce JO/DKM Ha TojeM Opoj MHTPUHCUUHH U
Haj[BopelHA (DaKTOpH, BKIYUYBAjKU TH EMUCTATCKUTE
edeKTd Ha MOMUMOP(UIMUTE M MYTALMUTE BO JIPYId
TeHy KOU Ce MOYeCTo 3acTaneHy BO Onpe/ie/ieHd eTHUUKU
TPy, Pa3MKUTe BO KPUTEPUYMUTE 3a BKIIyUyBambe U
HCKJTydyBakbe Mel'y pa3HUTe CTY/UH, eHBUPOHMEHTaTHHUTE,
HYTPUTUBHUTE U JIPYTU (PaKTOPH.

Ce mpermocTaByBa JleKa TepMmonadmiHata (opMa Ha
ersumoT MTHFR npegu3BrKyBa xumepxoMolicTenHe MHja
W JIpyT¥ TPOMOO(WINYHK ITPOMEHM KOM ja 3rojieMyBaat
laHcaTa 3a TPOMOOTMYHM COCTOjOM M 710 eMOONIycH
BO MyIMOHa/HaTa Iupkynanuja (8). Kaj unpuBupyute
KOM Ce XOMO3WIOTHM 3@ BAapUjaHTHUOT, MYTUpPaH THUII
Ha 0BOj ToMMMOp(K3aM, OJIHOCHO COAPIKAT JiBe ajejin
co HykneotuaoT T Ha mosuiujaTa 677: TT, KogupaHUOT
BapujaHTeH MPOTerH UMa camo okomy 30% of] eH3uMcKaTa
aKTMBHOCT, a XeTepOo3UTOTHUTE WHJMBUIYM CO TEHOTHIT
CT wmaaT npuOMLKHO 65%, BO OJHOC Ha WHIMUBUIYUTE
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KOU Ce XOMO3UTrOTHH 3a UuBUOT reHotur: CC. 9. Kreidy R. Influence of acquired and genetic risk fac-
tors on the prevention, management, and treatmen
to thromboembolic disease. Int ] VascMed. 2014;
2014:859726.

BaskHoCTa 01 IIOTeHIMja/IHATa KIMHAYKA VIIOTPEOTMBOCT
Ha OBOj FeHETCKM MapKep He e caMO BO OJHOC Ha
NPOIIEHKATa Ha PU3MKOT Of IojaBa Ha OemompoOHa
eMO0/Mja, TYKY U BO OJHOC HA TEPAIMCKUOT OJrOBOP.
[locTojaT mopaToly JieKa TNaleHTUTe CO OenofpoOHa
eMO0/IMja KoM Ce HOCHTENIM Ha MOTMMOP(MHUOT TeHOTHII
TT ce eKCTpeMHO Pe3UCTEHTHN KOH aHTHKOAryJIaHTHATa
Tepanuja (9).

Cute oBMe TIOfATOIIM YKa)kyBaaT Ha MOKHATa
aIUTMKaOMITHOCT HAa KOPUCTEHETO Ha IOIMMOP(U3MOT
C677T Bo resor MTHFR Kako reHeTcku Mapkep 3a
benogpobHaTa eMoosmja.
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ABSTRACT

Introduction :Data obtained in some studies indicate that somatic disorders, in a certain percentage, are associated
with a mental health problems, whether in a form of two co-existent diseases, whether psychological problems
are only associated symptoms and/or response to somatic disease. Anxiety is psychological symptoms frequently
encountered in patients suffering from acute myocardial infarct (AMI). The AIM of our study was to determine
the percentage of anxiety in two investigated groups of patients with myocardial infarction and to determinate
the correlation between socio-demographic characteristic and level of anxiety in survivors of AMI. Material and
methods: The study was designed as observation cross-section including 80 patients treated at the university
Clinic of Cardiology Skopje , observed as 2 groups : group 1 was presented with patients during hospitalization for
AMI, and 2 group were patients survivors after 6 months of the acute coronary event. Anxiety status was assessed
using HAMA scale. Results : The two groups of patients did not show significant difference according distribution
of gender , smoking , physical activity, stress, age, mean HAMA , BMI, age of education and marital status . In the
first group 21 (51,2%) of patients have anxiety symptoms while in second group 25 (64,1%). In our study acute MI
was more prevalent in a men but women had a higher risk of anxiety disorders 27,3% v.s (22,7%). In examination
groups the anxiety (HAMA score) was positive correlate with socio-demographic and clinical parameters where only
we got negative correlate between anxiety with marital status and BMI in the first group and negative correlation
with married status, smoking status, physical activity, stress and BMI in the second group . .Conclusion: The
results in our study showed indicative representation of anxiety in patients survivors of AMI. So screening for
anxiety in all AMI patients is also important because this patients should be treated differently than those who
are not anxiety.

Kay words: patients, myocardial infarction, anxiety, therapy

cardiac death in patients with phobic, generalized anxiety

and panic disorders (3,4). Anxiety increases the mortality
INTRODUCTION rate in patients with heart diseases, by increased the
risk from ventricular arrhythmias and sudden cardiac
death, consequently (5). Continuation of exhibiting a high
level of anxiety after the diagnosis of coronary artery
disease is a significant risk factor for the development
of myocardial infarction or death in these individuals
(6). Several mechanisms explain this finding including
links between negative emotions with bad habits such
as smoking, nutritional habits, reduction of physical
activity. Moreover post MI depression or anxiety predicts
poor quality of life (7). Also emotional stress has the direct

Data obtained in some studies indicate that somatic
disorders, in a certain percentage, are associated with
a mental health problems, whether in a form of two co-
existent diseases, whether psychological problems are
only associated symptoms and/or response to somatic
disease. Anxiety is psychological symptoms frequently
encountered in patients suffering from acute coronary
syndrome. It is believed that the prevalence of anxiety
among cardiac patientsis between 15 and 50%(1,2). Several
studies have demonstrated increased risk of sudden
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negative effect on the progression of atherosclerosis and
it reduces threshold for ventricular arrhythmias and
possibly sudden cardiac death (8). Anxiety increases blood
coagulability during and after emotional stress which is
one of the mechanisms and may link this emotion and
cardiac disease (9). Cerebral atherosclerosis may facilitate
anxiety and depressive symptoms even before generating
cardiac ischemia creating a spurious circulars virtuous
(10). However , hypothalamic-pituitary-adrenal (HPA)
axis deregulation may trigger the onset of depression
or anxiety (11,12). Moreover, both anxiety and depression
can affect cardiac prognosis by activating the HPA axis
and rennin-angiotensin-aldosterone system, increasing
the risk of reduce heart rate variability and baroreflex
cardiac control and increasing the inflammatory response
platelet reactivity (13,14,15). Because anxiety share
pathophysiological mechanisms with cardiac events, the
possible relationship among anxiety and post MI should
be investigated. Myocardial infarction is associated with
an increased risk of anxiety and depressive disorders
during the first 2 years of follow-up so, post-MI anxiety
and depressive disorders increase the risk of subsequent
cardiac events (16,17). Anxiety is one of the established
risk factors for sudden cardiac death so differentiated
approach to diagnosing and treating anxiety in post AMI
patients is warranted (4,5).

AIM

The AIM of our study was to determine the percentage
of anxiety in two investigated groups of patients with
myocardial infarction and to determinate the correlation
between socio-demographic characteristic and level of
anxiety in survivors of AMI.

MATERIALS AND METHODS

The patients of this cross section study were examination
in the University Clinic of Cardiology Skopje. The study
was approved by the regional ethics committee for
research. All participants gave written consent. We
evaluated prevalence of anxiety in 80 patients survivors
of AMI aged 45-64 vyears.. The patients were observed
in two examination groups: the first group (N=41) was
presented with patients during hospitalization for AMI,
the second group (N=39) were patients after 6 months
of the acute coronary event. For the collection of data we
used medical documentation (history of illness and an
outpatient diary). The socio-demographic data included
this analysis : age, gender, marital status, education (years
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of schooling) The life-style characteristics were analyzed
evaluating tobacco smoking status (smoker, non-smoker),
psychical activity, stress. In our study we also evaluated
body mass index (BMI). Anxiety symptoms was measured
using the Hamilton Anxiety Rating Scale (HAMA). The
HAMA is self -report 14-items screening instruments
used to screen for assess the severity of anxiety symptoms
The total HAMA scores was ranges from 0-30 ( <17 -mild
severity; 18-24 mild to moderate severity; 25-30 moderate
to severe severity anxiety symptoms). , Acute myocardial
infarction was diagnosed according to the European
society of cardiology consensus guidelines. Criteria for
AMIincluded specific clinical symptoms according to case
history information (typical chest pain, changes in blood
levels of cardiac enzymes and specified ECG changes).
We excluded participants with cancer, asthma, diabetes
mellitus, other endocrine disorders and autoimmune
diseases, also and participants who use anti anxiety or
antidepressant agents The differences between observed
groups were tested with Chi-square (categorical data) and
analysis of variance (ANOVA) for continuous variables and
using T student test to define the significant inter groups
difference. The correlation between HAMA score and the
socio-demographic and clinical parameters was tested
with p- Spearmen coefficient. The data analysis were
performed using SPSS for Windows (ver25)

RESULTS

The two groups of patients did not show significant
difference according distribution of gender (X?=2,360,
df=2, P>0,05) smoking (X2=1,735, df=2, P>0,05) physical
activity(X2=5,920 df=2, P>0,05), stress (X2=4,369, df=2,
P>0,05), age(F=1,359 df=2, P>0,05), mean HAMA
(F=0,150 df=2, P>0,05), BMI (F=0,012 df=2, P>0,05), age
of education(F=0,994 df=2, P>0,05)and marital status
(X2=5,315 df=2, P>0,05). (Table 1)

Table 1. Socio-demographic and clinical characteristics of
patients who survived acute myocardial infarction

Parameter Group 1 (N=41) ((l}\ff% 2 p

Gender (m/f) 70,7/29,3 84,6/15,4 ns
Age (years) 63,5£6,2 61,4+9,2 ns
HAMA(score) 15,6 +3,9 16,3+4,4 ns
Smoking (Y/N)% 66,7/33,3 62,2/37.8 ns
Physical activity (Y/N)% | 36,6/63,4 53,8/46,2 ns
Stress (Y/N) % 78,0/22,0 74,4/25,6 ns
BMI (kg/m2) 26,2+4,1 26,30+4,3 ns
Marital status M/S(%) 82,9%171% 92,3%/7,7% ns
Education (years) 11,1+2,82 10,262,009 | ns
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There was no significant difference in distribution
according HAMA score in patient survivors of
AMI between obserevd groups (Table 2). In both groups
there were no patients with .intensive anxiety. In the first
group 21(51,2%) of patients have anxiety symptoms while
in second group 25 (64,1%)..

Table 2. The distribution of survivors of AMI according
their HAMA score in the observed group

HAMA i a

score Group 1 (N=41) Group 2 (N=39) [ P level
N % N %

No anxiety 20 48,7 14 35,9

Mild 18 439 20 51,2 ns.

Mild to

moderate 3 73 5 128

Moderate to

severe 0 0 0 0

Data obtained from all groups show significant positive
correlation with anxiety in female patients. Moreover,
there was positive but insignificant correlation of the
patients’ age with anxietyin the observed groups. Smoking
was positive insignificant correlation with anxiety in
the first group but in second group was significantly
negatively correlation with anxiety. Physical activity was
significantly positive correlation with anxiety in patients
during acute coronary event but negative insignificant
correlate in survivors after 6 month of AMI (Table34).
The group 1 showed insignificantly positive correlation
of education and stress with anxiety and insignificantly
negative correlation of marital status with anxiety.
(Table 3). The group 2 presented negative insignificant
correlation with anxiety according stress and marital
status but significant correlation with anxiety in this
group presented only BMI (negative) and education
(positive) (table 4).

Table 3. Correlation of the socio-demographic and
clinical parameters with anxiety observed in patients
during acute coronary event. .

Parameters p-Spearmen coefficient

p valvule

Gender (female) 0,360 0,003
Age 0,079 0,084
Smoking 0,270 0,064
Physical activity 0,311 0,002
Stress 0,070 0,082
BMI -0,320 0,007
Marital status -0,072 0,092
Education 0,280 0,091
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Table 4. Correlation of the socio-demographic and
clinical parameters with anxiety observed in patients
after six months after acute coronary event. .

Parameters p-Spearmen coefficient p valvule

Gender(female) 0,366 0,002
Age 0,290 0,098
Smoking -0,550 0,003
Physical activity -0,302 0,063
Stress -0,210 0,092
BMI -0,605 0,003
Marital status -0,062 0,072
Education 0,365 0,001

DISCUSSION

The results in our study between examination groups
of patients did not show significant differences
according socio-demographic and clinical characteristic.
Distribution of gender (X2=2,360, df=2, P>0,05) smoking
(X2=1,735, df=2, P>0,05) physical activity(X2=5,920 df=2,
P>0,05), stress (X2=4,369, df=2, P>0,05), age(F=1,359 df=2,
P>0,05), mean HAMA (F=0,150 df=2, P>0,05), BMI (F=0,012
df=2, P>0,05), age of education(F=0,994 df=2, P>0,05)and
marital status (X2=5,315 df=2, P>0,05).

The present study revealed that 51,2% of patient in the
first group have mild and mild to moderate score of
anxiety . This results correlate with some study who
reported that division according to the levels of anxiety
,in a groups without the anxiety and intensive anxiety
there were no patients, while in the group with mild
anxiety there were 70% of patients and 30% had moderate
anxiety (17). But this results not correlate with some
research who reported anxiety disorders in 17,26% of
post MI patients (18), and 18,5 % in Netherland study (19).
The results in second group reported that that 64,1% of
patients have anxiety symptom this results not correlate
with another study who reported that 11,9% of patients
have anxiety after 6 month of AMI (2),and 18,7% after 3
month of AMI (20). The results obtained in our study are
still indicative for the relationship between anxiety and
coronary heart disease (AMI), so they report that anxiety
symptoms associated with risks for AMI. This results
correlate with another research who reported that maybe
anxiety influence for the development of coronary artery
disease. A meta-analysis of 5750 patients with MI also
demonstrated that patients with anxiety are at risk of
adverse cardiac events and all cause mortality (21).
Several studies have demonstrated that the anxiety is the
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most common psychological symptoms in patients with
AMI (22,23). Some findings reveal that MI is risk factor for
clinical anxiety during the first 2 years and also post MI
anxiety increases the risk of recurrent MI (24) and
anxiety disorders are associate with a higher mortality
rate ( 25,26). So because patients with MI is associated
with an increased risk of anxiety so this patients mast
requiring psychiatric treatment.(2)In our study acute MI
was more prevalent in a men but women had a higher
risk of anxiety disorders 27,3% v.s (22,7%). Similar results
have been reported in several studies (26,27,28). A cross
-section study in Norway indicated that more women
reported anxiety , sleep disturbances and high family
stress than men in the year prior to first time (29). A meta
analysis also revealed that biological factors (hormones)
and psychological factors (role overload) possibly explain
the significantly higher burden of emotional distress in
women with coronary artery diseases then men (26).
Therefore gender roles may majorly influence post-MI
recovery .Statistically significant positive correlation was
found in our study between anxiety and age, this results
correlate with another study (1,2,3). This means that we
can expect that elderly have a higher intensity of anxiety
and consequently a higher risk for adverse outcome. Sex
and age- stratified analyses show that women and patients
aged 45 to 64 years had a higher risk of anxiety and
depression (2). Another finding in our study is that middle-
aged patients(45-64) years with stress work had a higher
risk of anxiety disorders . Previous studies demonstrated
that young and middle aged patients experienced higher
stress after acute MI (24,25). Age may be a crucial factor
influencing the relationship between post- MI survivors
were the main income earners in their families, they also
must cope with demands associated with physical
changes , which may affect personal and social life,
leading to a decline in work performance (27). Some
authors examined the risk factor for the psychological
distress and the behavior factors to heart disease
separately for different groups and found that
unemployment and serious psychological distress were
associated with heart disease patients <65 years. (29). The
illness perceptions of post-MI patients are associated
with lower mental and physical health-related quality of
life (2).Therefore supporting post MI patients inimproving
their perception of personal control may affect their
personal and social lives, particularly in middle age.
Furthermore patients with post-MI anxiety disorders,
have a higher risk of recurrent MI. The prevent adverse
cardiac events, patients with acute MI should be earlier
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assessed to identify post-MI psychological distress and
provide age and sex-specific care (26). Many prospective
studies of anxiety and AMI risk failed to adjust even for
well-know cardiovascular risk factors such as smoking
and physical activity (3,4) Smoking was positively
correlated with anxiety affect among patients in our
study. This is undoubtedly related to the fact that patients
with anxiety are three times more likely to be cigarette
smokers (12). So in our study smoking was positive and
insignificantly associated with anxiety in patients during
acute coronary event, but in survivors of AMI after 6
month of AMI smoking was significantly negatively
associated with anxiety. This result is most likely due to
the internist’s recommendations that it should be stopped
by smoking cigars after AMI. However, the higher
prevalence of anxiety in women and smoking positively
correlation with anxiety and it is important because
anxiety affect might act to foster coronary disease and
early mortality (20,26)..In our study we got negatively
association between anxiety and BMI in both examination
groups. The results obtained are most likely due to the
regular treatment of the prescribed therapy as well as
the medical recommendations surrounding the correct
diet. Physical activity was significantly positive associated
with anxiety in the first group of our study while in
second group it was insignificantly negative associated
with anxiety. These obtained results are most likely due
to the inclusion of internists for reducing the physical
activity after AMI. Some researches reported that
between anxiety and marital status exit correlation (12),
in our study we got negative correlation between marital
status and anxiety also the large number of the patients
with anxiety were with poor social support. Anincreasing
number of data from prospective studies show that
negative emotions such an anxiety are risk factor for
coronary artery disease. Several mechanisms explain this
finding including links between negative emotions with
bed habits such as smoking, nutritional habits, reduction
of physical activity (7,8). Statistically significant positive
correlation was found between anxiety and age; bad
habits (smoking, nutritional habits -BMI, reduction of
physical activity . Also anxiety positively correlated with
the number of hospitalizations due to CHD (r=0,432
p=0,019) (10,11). Based of these data we can say that the
patients with higher number of hospitalizations due to
higher intensity of current anxiety are at a higher risk of
re-infarction and lethal outcome. Interestingly, patients
who were extremely anxious basically have the lowest
level of internal locus of control This fact can de-motivate

73 | Medical Journal - MEDICUS

AN



I Profesional paper

the patient to change behavior to that which will help to
reduce the number of risk factors and reduce the
likelihood of new coronary events. Further research is
recommended in particular with older, female and lower
socioeconomic status (10,11). Moreover post MI anxiety
predict poor quality of live. (20). The results in some
studies indicated that post MI patients have a high risk of
receiving a new diagnosis of anxiety and depressive
disorders during the first year of follow-up (2). However
in our study we got a 5lvs 61 percentage of anxiety
conduction and this result is very important because
anxiety symptomatology are associated with increase
risk of MI and mortality in the patients with AMI. Some
have argued that anxiety should be identified during the
AMI hospitalization because anxiety patients have a
higher risk of morbidity and mortality after AMI (3,4).
Some researchers have shown that anxiety predict total
mortality and the prognosis of patients after MI (1,2), but
evidence concerning the role of anxiety in the
pathogenesis of coronary disease has been less clear.
Because the factor that has complicated research in this
area is the similarly between the symptoms of anxiety
and the symptoms of coronary disease. Therefore, it is
important for studies to rely on hard outcomes such as
documented AMI (4). A second solution is to eliminate
somatic symptoms from consideration when anxiety is
assessed (6). Cardiologists may be unable differentiate
between somatic and psychological complaints when
patients describe their illness experiences limiting
referrals for psychiatrics. (28).Also those people who
basically were very anxious, have the lowest level of
internal locus of control which means that they think
they have very low influence on the course and outcome
of disease. This fact can de-motivate patient to change
behavior that which will help to reduce the number of
risk factors and reduce the likelihood of new coronary
events (27,29).

CONCLUSION

In our study we got anxiety condition among post MI
patients and these results are very important because
anxiety symptomatology is associated with increased
risk of MI and mortality in the patients with AMI. The
beneficial effects of anxiety on cardiovascular mortality
and morbidity suggest that a differentiated approach to
diagnosing and treating anxiety in post AMI patients is
warranted So screening for anxiety in all AMI patients is
also important because that patients should be treated

Revisté mjekésore - MEDICUS | 74

IS ISP

0000000000000

differently than those who are not anxiety. So the
treatment anxiety with pharmacotherapy, psychotherapy
and social support, lowering the risk of reinfaction or
mortality and reduce the cost of medical care,
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ABSTRACT

Aim of this study is to present the symptomatology, intensity of pain as well as the coping practices among
population of young university students in Republic of North Macedonia

A cross sectional study was conducted among 847 university students aged 19-23 years old. An instrument of
the study was a specially designed Questionnaire which included the questions about the intensity of the pain
measured by Visual Analogue Scale as well as the presence of specific symptoms marked on separately in a table.

Prevalence of dysmenorrhea is 72%. Our study showed that 52.5% of participants with dysmenorrhea had moderate
pain with average pain score of 6.35 #2.2 according the Visual Analogue Scale (VAS). 33% had severe pain with
scores > 8 on the VAS.

Most prevalent symptoms were: pain in lower abdomen (98%), lower back pain and malaise (76%), irritability 63%,
headache 58%, myalgia 56%, vertigo 42%, nausea and vomiting 41%, diarrhea 32%, faintness 16%.

The VAS score severity of symptoms correlated significantly with the intensity of the each of the symptoms.

Most of the dysmenorrhea participants consulted a family member or a friend about the condition and only 14%
of them visited a doctor.

Half of them took over-the —counter medications on their own opinion and bed-resting with warm compressions
on lower abdomen were their choice for self-care management.

Dysmenorrhea is a frequent condition but seldom addressed adequately both by the patients and the professionals.

Keywords: primary dysmenorrhea; pain intensity; Visual Analogue Scale; self-care strategies

menstruation. This is physiological process. Nevertheless,

very often the balance is turned towards higher basal
INTRODUCTION uterine tone, the contractions are more frequent and
last longer, which results in ischemia and pain i.e.
dysmenorrhea. Moreover the excess of prostaglandins
synthetized could stimulate bronchioles, intestines and
could cause contraction of smooth muscles of vessels
and provoke bronchoconstriction, nausea, vomiting,
diarrhea and hypertension (1). The symptomatology

The normal menstrual cycle starts and ends with the
menses in absence of pregnancy. The decay of the
endometrium triggers a chain of processes where
prostaglandins play key role in the shedding of the
endometrium and control the amount of flow during the
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can be of different extent and sometimes of debilitating
nature and pose a need for medication, and can restrict
the girls from everyday activities and school (2). The
prevalence varies between 28% and 89.5%, depending on
the author and the population studied (3). The perception
of pain is individual and there are many ways to quantify
the intensity of the symptoms. In the literature.there are
self-reported pain perception scales such as the Visual
Analogue Scale, Numeric Rating scale, Verbal descriptor
Scale and others and algometry to measure the intensity
of induced pain. (4) (5) (6) (7) (8) There are some researchers
that even made a scoring system by scoring the intensity
of each of the symptoms other than pain alone(7). On the
other side the impact of the condition on everyday life is
very strong (9) (10). The aim of our study was to investigate
the implications of this condition in our population.

MATERIAL AND METHODOLOGY

This study was designed as a cross sectional
observational study. An instrument was a specially
designed Questionnaire which after the approval by the
Ethics Committee of the Medical Faculty in Skopje, was
disseminated among the female students in their first
and second vear of study. The students of medicine,
informatics and security were addressed. The fulfillment
of the questionnaire was during brakes between classes
and the main investigator was on spot and available for
clarifying. The participation was on a voluntary basis and
no reward was offered.

The Questionnaire had several blocks of questions: beside
demographic and epidemiological questions suggesting
presence of risk factors for dysmenorrhea there were
questions about personal and gynecologic history as
well menstrual symptomatology. Those who answered
positively for presence of dysmenorrhea, continued with
the questions about the degree of pain, time of occurrence
and duration, presence of other symptoms, the degree of
impact on their everyday life and the coping strategies.

The pain was quantified with Visual Analogue Scale
(VAS), a 10-centimeter long scale divided into 10 sections-
1cm each, with mark 0 meant “NO PAIN” and 10 meant
“STRONGEST, UNBERABLE PAIN”.

Second tool for quantification of the dysmenorrhea
was a table in which the participants could express the
presence of 10 other parameters except for the lower
abdomen pain. At the same time, they could grade each of
the symptoms as moderate, severe and very severe. These
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parameters were: lower abdominal pain, lower back
pain, headache, nausea/vomiting, diarrhea, asthenia,
irritability, vertigo, myalgia, collapse. Special attention
was put on the influence of the symptoms on everyday
activities. For the purpose of this survey we analyzed
the correlation of the VAS score with the intensity of
each of the symptoms.

At the end, a voluntary-basis consultation with a
gynecologist was offered to each participant.

RESULTS

The results of the study of a cohort of 847 students,
studying on 3 State universities in our country (medicine,
security and informatics sciences) are presented below.
The participants were aged 18-23 years. Dysmenorrhea
is a common problem in our population with prevalence
of 72,4%, meaning 613 out of 874 answered positively on
the question about dysmenorrhea.

Nearly half of the students with dysmenorrhea (47 %),
had pain during the first or the first and the second day
of menses. Dysmenorrhea is more frequent between the
students who answered that they have a member in the
family with dysmenorrhea, meaning almost 84.5% had
positive family history for dysmenorrhea (p<0.001).

The participants were offered a VAS, 0 to 10 scale on
which they could quantify the severity of the pain during
last 6 months. The zero mark meant no dysmenorrhea
and 10 meant unbearable severe pain. The mean score
of pain was 6.35 + 2.2. Results from the Visual Analogue

Scale for all participants in this study are presented in
Table 1.

Table 1: severity of pain according Visual Analogue Scale

Severity of pain Dysmenorrhea (%)
Mild (0-3) 63 (10.28%)
Moderate (4-7) 322 (52.53%)
Severe (8-10) 202 (32.95)

No data 26 (4.24%)

Beside VAS, a table of symptoms was offered to the
participants. Pain in lower abdomen was dominant in
98.6% (579) cases and out them 29% (170) declared the
pain as severe. The lower back pain was present in 76.2%
(438) with mostly moderate intensity- 33.7% (194) of them.

General malaise was present in 76.2% (435) of
dysmenorrhea participants and it was of moderate
intensity in 39.9% (228).
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Irritability was noted by 63% (354) participants and it was
moderate in 28.5% (160).

During the menses 57.9% (338) participants had headache
and 31.7% (185) described it as moderate

More than half, 56.5% (327) of the dysmenorrhea
participants had myalgia declaring it as moderate in
32.3% (187).

0000000000000

Gastrointestinal symptomatology in the name of nausea,
vomiting was reported by 40.9% (234), while fewer had
diarrhea -32.6% (185). These symptoms were mostly with
moderate intensity- 29.1% (166), 22.9% (130), accordingly.

Eighteen percent 18% (101) had faintness, while 41.6%
(236) had vertigo.

The intensity of the symptomatology had been obstacle
for normal everyday functioning in- 47.4% (213).

Table 2: Correlation between VAS score and separate symptoms

Dysmenorrhea

mild moderate severe plevel

n (%) n (%) n (%)
Pain in lower abdomen
ves 5(93.22) 313(99.37) 190 (98.96) 1vs2 p=0.0000 1vs3 p=0.0000
no 4(678) 2(0.63) 2(1.04) 2us5 p=0.62
Lower back pain
Yes 32 (5714) 220 (71.66) 167 (87.89) 1vs2 p=0.03  1vs3 p=0.0000
No 24 (42.86) 87(28.34) 23 (12.11) 2us5 p=0.0000
Headache
Yes 20 (36.36) 177 (56.55) 124 (63.92) 1vs2 p=0.0056  1vs3 p=0.0003
No 35 (63.64) 136 (43.45) 70 (36.08) 2us5p=0.1006
Nausea; vomiting
Yes 7(13.21) 97 (31.7) 121(63.35) 1vs2 p=0.0061  1vs3 p=0.0000
No 46 (86.79) 209 (68.3) 70 (36.65) 2us5 p=0.0000
Diarrhea
Yes 11(21.15) 90 (29.22) 81(42.63) 1vs2 p=0.23  1vs3 p=0.0047
No 41(78.85) 218 (70.78) 109 (57.37) 2us5p=0.0022
Malaise
Yes 25 (46.3) 228 (74.27) 165 (86.84) 1vs2 p=0.0000  1vs3 p=0.0000
No 29(53.) 79(25.73) 25(13.16) 2us5p=0.0008
Irritability
Yes 18 (33.96) 189 (62.17) 136 (73.51) 1vs2 p=0.0001  1vs3 p=0.0000
No 35 (66.04) 115 (37.8) 49 (26.49) 2us3 p=0.01
Vertigo
Yes 6 (11.11) 120 (39.09) 107 (56.61) 1vs2 p=0.0001 1vs3 p=0.0000
No 48 (88.89) 187(60.91) 82 (43.39) 2vs5p=0.0001
Myalgia
ves 15(2727) 165 (53.57) 133 (68.91) 1vs2 p=0.0003  1vs3 p=0.0000
No 40 (72.73) 143 (46.43) 60 (31.09) 2us5 p=0.0007
Faintness
Yes 2(37) 36(11.88) 53(28.8) 1vs2 p=0.073  1vs3 p=0.0001
No 52(96.3) 267(88.12) 131(71.2) 2us5 p=0.0000
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The table 2 shows the frequency and intensity of the
symptoms accompanying menses, among different
degrees of severity of dysmenorrhea.

The table shows the positive correlation of the VAS pain
score with the severity of separate symptoms between
mild, moderate and severe dysmenorrhea.

There was a separate question about the debilitating
nature of the condition and we received answers that
18.4% (156) of them stay at home during the condition,
11.22% miss school, 13.11% sleep all the time, which all
together gives us a score of 42.75% of the participants
which are disabled for everyday activities. A small part of
the participants -17.8% still go to school but with limited
activities.

About the problem of dysmenorrhea 49.6% (420) of
our participants have discussed with a family member
(mother or sister), 24.2% (205) with a friend and the least
of them, only 14.8% (125) consulted a professional.

Almost the half of the participants 49% (415) take an OTC
medication mostly from NSAID group.,

Self-care strategies are employed by 63.2% (535) of the
participants.

The tables that follow show the medication list and the
self-care strategies employed.

Table 3: Medications

Do you use pain killers? n (%)

yes 415 (48.99)
No 158 (18.65)
Missing 274 (32.35)
most used medications:

ibuprofen lizinat 297
ketoprofen 89
nimesulide 41)
acetaminophen 23
metamizol 76

trospii chloridum 45
naproxen natrium 22
metamizol natrium+kofein+B1 10
ibuprofen + paracetamol 9

other 33
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Table 4: Self-care strategies

Do you practice self-care? n (%)
Yes 535 (63.16)
No 54 (6.37)
missing 258 (30.46)
Antalgic position and bed rest 346 (40.85)
Warm compressions on the abdomen 242 (28.57)
Cold compressions on the abdomen 14 (1.65)
Hot beverages tee 207 (24.44)
Cold beverages 6(0.71)
Folk medicine 12 (1.42)
Homeopathy 3(0.35)
Acupuncture 4(0.47)
Massage 108 (12.75)
Hypnosis 1(0.12)
DISCUSSION

Dysmenorrhea is a frequent condition in adolescent
and young adult population. The prevalence in our
study is 72.4% which is in harmony with the most of the
literature(11) (12) (13) (14)1.05-2.13 (15)

According the  pathophysiology the excessive
prostaglandin synthesis is culprit of the intensity and
accompanying symptoms(1)

According the Visual Analogue Scale, more than half of
our participants (52.5%) gave mean pain score of 6.35+2.2,
which means moderate pain, while 32.95% of our
participants with dysmenorrhea had severe pain mean
VAS score =8.3.

The table 2 shows high association of the intensity of each
of the symptoms with the severity of pain scored on VAS.
This can be a proof that VAS score of pain is an excellent
tool to describe the intensity of the condition and should
be routinely used, while the description of each of the
symptoms should be used in further evaluation and
addressing each one of them.

In the literature there is evidence of difference in uterine
blood flow indices in the group of patients with primary
dysmenorrhea compared to healthy controls. Further
there were differences not only on the first day of cycle
but throughout whole cycle. Therefore the conclusion
that primary dysmenorrhea is a disease of the whole cycle.
(16) (17) The evident vasoconstriction was a promotor of
excess prostaglandin synthesis in circulation which lead
to the extra genital symptoms like nausea, vomiting,
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diarrhea, faintness.

The timeframe of the symptom occurrence is set at the
onset of the menstrual bleeding and last mostly the first
and the second day which corresponds to the data in the
published literature(18)

The extent of restriction in the everyday activities as
a result to dysmenorrhea gives us the impact of this
condition- Almost half of the participants have restriction
in their activities and miss school/classes, a small number
still attend school but with limited activities(19) . This fact
alone as well as the repetitive nature of the condition
brings the young person in emotional distress and lower
the quality of life.

The positive familial history of dysmenorrhea showed
to be very significant. There can be a pattern of learned
and empirical behavior in the management of pain. It is
the root cause of the “minimizing” the severity of the
condition by the patients and thus it’s underreporting.

About the problem of dysmenorrhea half of our
participants talked to a family member and 24.2% to
a friend. Only 14.7% consulted a professional!! This is
a proof of the low level of gynecology visits by this age
group which may be due to stigma, shame and low level
of trust. Similar results have been published by several
international studies (20) (21) (19)

Half of our participants consume medication, on their
own and mostly OTC medications of the NSAID group.
This is at least incorrect use and leads to inadequate
therapeutic effect, but sometimes may lead to side effects.

However, 42.17% of our participants consider that they
either don't or at least partially address the problem with
success.

The self-care strategies depend on the cultural and
sometimes social background (22) (23) (24). Among our
students the most used self-care methods were antalgic
position, bed rest and warm compressions on lower
abdomen, as well as hot beverages- tee and more seldom
massage. There were only 3 using homeopathy and 4
students using acupuncture to alleviate symptoms which
means allopathic medicine is strongly established or
there is no information about other kinds of treatments
provided to our population.

The importance of addressing the issue of primary
dysmenorrhea is forthcoming according latest research
(25) They researched a large number of pregnancies and
the newborns with a long term follow up till age of 12 and
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concluded that the women with primary dysmenorrhea
pre-conception had higherrisk of developing psychological
distress during third trimester and puerperium. The
severity of the dysmenorrhea correlated to the severity
of the distress.

CONCLUSIONS

Dysmenorrhea is very common problem of the young
adult and adolescent population, still insufficiently
addressed by the patients and the professionals.

Visual Analogue Scale is an excellent tool to measure the
intensity and severity of the symptoms.

Part of the patients follow the pattern of the female
members of the family and consider that they should deal
with stoicism beside the distress they suffer. The other
part takes advices from unfit counselor and considers
taking pain medication is appropriate. This may have
consequence inadequate medication, un proper dosage
and unwanted treatment effects.

On the other hand the professionals should pay more
attention to this otherwise healthy population, to meet
their needs and to disseminate health knowledge to
prevent further implications to their future reproductive
life.

From public health point of view it is necessary to employ
the policies for promotion of healthy life-styles and
health information for this population.
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ABSTRACT

Objectives: Measuring the anthropometric characteristics in childhood and in adolescence are the most common
approach for monitoring and assessment of growth, development, maturation and nutritional status and can be
indicators of a population’s health status. The purpose of the study was to determine the body height and body
weight of a representative sample of schoolchildren and adolescents from the Tetovo region, and to conduct a
comparative analysis of age and gender, and to determine the onset of accelerated growth.

Methods: Sample included 382 schoolchildren and adolescents, 192 boys and 191 girls, aged 12-17 years, in the
Tetovo region, North Macedonia. The basic anthropometric measurements (body height and body weight) were
taken according to standard protocols of International Biological Program (IBP, Nr.9, 1969).

Results: The mean body height values for boys range from 148.78 cm for those aged 12 to 17744 cm for those aged 17,
and for girls from 146.42 cm for ages 12 to 169.47 cm for those aged 17. The mean body weight values for boys range
from 44.23 kg at age 12 to 71.45 kg at age 17, and for girls from 42.05 kg to age 12 to 60.09 kg at age 17.

Conclusion: The analysis of the obtained results suggests that there has been a significant increase in the mean
values of Body Height and Body Weight in children and adolescents compared to WHO standards of growth and
development.

Keywords: anthropometric measurements; development; growth; schoolchildren; adolescents.

INTRODUCTION status [6], and can be indicators of a population’s health
status, quality of nutrition and nutritional status, giving
rise to increasingly widespread studies of anthropometric
characteristics among researchers [2,7,14,28], not only for
monitoring children’s growth and development, but also
for an early detection of overweight and risk of obesity.
In the last several decades, obesity has become one of
the leading direct and indirect causes of morbidity and
mortality in all parts of the world. There is evidence
that childhood obesity is widely related to serious health
complications and increased early death risk [4]. For
an early detection of being overweight in childhood,
it is necessary to constantly monitor the growth and
development of children and take their anthropometric
measurements [1]. Since anthropometric measurements
can be indicators of a population’s health status,

Primary school children and adolescents are the future
generation of any country and their nutritional needs
are critical for the well-being of society. They are an
important segment of population, as they form the first
institutionalized group that can be approached for health,
nutritional and educational interventions with ease. The
rate of growth of children and adolescents varies with
the environment in which they live. Today, one of the
main tasks of the specialists in Biomedicine disciplines
is to combine their efforts to develop and improve the
system of assessment and prevention of children and
adolescents health [19]. Measuring the anthropometric
characteristics in childhood and in adolescence are the
most common approach for monitoring and assessment
of growth, development, maturation and nutritional
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quality of nutrition and nutritional status, studies of
anthropometric characteristics have become increasingly
widespread among researchers [2]. In kinesiology
research, knowledge of children’s anthropological status
is required for quality planning and programming of
physical activity [5], as well as for the choice of contents
that should facilitate growth and development, and
which also fall into the category of primary prevention
of obesity. The outward signs of growth are the height
and weight of children and adolescents. However,
the child’s height and weight is a good indicator for
determining nutritional status. [21]. Anthropometric
characteristics including body weight (BW), body height
(BH), subcutaneous adipose tissue thickness as well as
others, play a significant role in the assessment of growth,
development, health status and quality of nutrition.
They are also associated with morbidity and mortality
[10,11,32]. The physical characteristics of boys and girls
begin to change and differ from each other after the
infancy period, which is documented in the literature.
One of the most significant changes is the sudden
increase in BH among boys, shortly before their sexual
maturity begins, which begins a year or two later than in
girls. Boys grow faster than girls grow into puberty, and
continue to grow longer than girls [8,28,30,31]. The school
period is an important period from the perspective of the
growth and development of children and adolescents. At
the beginning of primary school, the constant growth of
children continues. Always, according to the literature,
the average child growth is about 5-7 cm per year and
weight gain is about 2-3 kg, while the body fat percentage
decreases. After the age of 10, an average weight gain is
about 4-5 kg per year, and new fat accumulations begin in
the body. [3,22]. Also, in schoolchildren, changes in body
characteristics develop based on gender. At the age of
seven, boys are expected to be taller than girls on average
about 2-3 cm. The differences in BW are insignificant.
On average, at the age of 10, girls are expected to be 1-2
cm taller and 1 kg heavier than boys [22]. The purpose
of the study was to determine the body height and body
weight of a representative sample of schoolchildren and
adolescents from the Tetovo region, and to conduct a
comparative analysis of age and gender, and to determine
the onset of accelerated growth.

METHODS
Subjects
The study involved 383 schoolchildren and adolescents
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(192 boys and 191 girls) aged between 12 and 17 vears,
attending various primary schools and secondary schools
in the Tetovo region, North Macedonia. 4 primary schools
and 1 secondary school on the territory of the city of
Tetovo and surrounding, participated in the study; 22
classes (5 classes from sixth grade, 4 from seventh grade,
3 from eighth grade and 4 from ninth grade in primary
schools, and 3 from first grade and 3 from second grade
in secondary schools) were randomly selected from each
school. The sample consisted of children from 4 schools,
i.e. more than 20 % of all primary and secondary schools
in the territory of the Tetovo region. The schools and
classes were chosen by the random choice method and
all the children attending classes at that time underwent
measurements.

DATA COLLECTION

The Sample was obtained during a three month data
collection, in the period of April 2019 - June 2019.

Measurements

Anthropometric measurements were taken according to
standard protocols of International Biological Program
(IBP, Nr.9, 1969) [15,26]. Morphological characteristics
were assessed using the following anthropometric
measurements: Body Height in standing position
(expressed in centimeters) was measured, in the standing
position to the nearest 0.1 cm using a GPM Anthropometer
(GPM Swiss Made Anthropometer) and Body Weight
(expressed in kilograms) was measured to the nearest 0.1
kg using an electronic portable scale (Seca 899). To ensure
accuracy the scale was checked for zero reading before
each weighing and calibrated with a known weight on
the morning of each data collection. Participants were
weighed and measured in the morning during the physical
education class when the subjects were dressed in light
clothing and without shoes and socks. The biological age
was determined according to the date of birth and date
of measurement; for example, children aged from twelve
years and six months to thirteen years and five months
were included in the age group of thirteen years. All
children and adolescents from the study sample were
included in their respective age groups accordingly.

ETHICS CONSIDERATION

This study was approved by the Ethics Committee of the
Faculty of Medical Sciences, University of Tetovo and
carried out according to the Declaration of Helsinki.
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The written consent for measuring the children and Body height
adolescents was obtained from the Sector for Public
Activities - Education Unit in the Muncipiality of Tetova,
primary schools and secondary schools Administrations, The average values of BH for the boys sample ranged from
Board of Management and Principals of primary schools 14878 cm in those aged 12 years to 17748 cm in those aged
and secondary schools, and council of each school 17 vears (Table 1). CV values suggest the homogeneity in
included in the study. Individual contacts were made with all age groups among boys. Increased skewness values of

Boys

school professors. BH in boys indicate that the distribution was negatively
asymmetrical, meaning that the result distribution curve
DATA ANALYSIS skewed to the higher values, i.e. higher values prevailed

in relation to normal distribution in age groups from 12
Sample data were analyzed using SPSS Version 24 (IBM o 14 years. The decreased skewness values indicate that
Corp. Released 2016. IBM SPSS Statistics for Windows, the distribution was positively asymmetrical, meaning
Version 24.0. Armonk, NY: IBM Corp.). The statistical that the result distribution curve skewed to the lower
analysis included the following descriptive statistical yalyes, i.e. lower values prevailed in relation to normal
parameters: mean value, standard deviation, minimum djgtribution in age groups of 16 and 17 years. The skewness
and maximum of all values, coefficient of variation (CV) yalues indicate that the distribution was symmetrical in
and confidence interval. The following multivariate and 1oys aged 15 years. Higher values of kurtosis indicate that
univariate procedures were applied: Student’s t-test, the curve was peak in the age groups of 12, 14, 16, and 17
multivariate analysis of variance (MANOVA), univariate years. The negative kurtosis values indicate that the curve
analysis of variance (ANOVA). was flat in boys aged 13 and 15 years. The distribution
RESULTS of BH values of boys ranged mostly within normal
distribution (p) in boys aged 17 years. The distribution of
values deviated from the normal distribution (p) in other
age groups of boys, i.e. in those 12 to 16 years old.

Tables 1-4 show the basic anthropometric characteristics
measured separately for boys and girls.

Table 1. Body height (cm) in the boys sample

Age N Mean SD SE Min Max CvV CI Skew. Kurt. P
12 31 148.78 6.78 0.23 133.8 174.9 4.77 148.30 149.26 0.21 0.16 0.000
13 33 154.62 7.46 | 0.24 135.4 181.9 4.79 154.11 155.14 0.03 -0.14 0.000
14 32 161.25 7.53 | 0.31 139.7 189.9 5.67 160.66 161.84 -0.33 1.06 0.000
15 31 164.94 8.47 0.33 144.2 191.8 5.75 164.27 165.61 -0.11 1.01 0.636
16 34 169.94 8.86 | 0.36 146.1 194.6 5.31 169.20 170.67 0.17 0.19 0.000
17 31 177.48 8.38 | 0.76 147.6 195.3 4.59 176.28 178.69 0.23 0.22 0.000

N - number; SD - standard deviation; SE - standard error; Min. - minimum; Max. - maximum; CV - coefficient of
variation; CI - confidence interval; Skew. - Skewness; Kurt. - Kurtosis

Girls decreased skewness values indicate that the distribution
was positively asymmetrical, meaning that the result
distribution curve skewed to lower values, i.e. lower
values prevailed in relation to normal distribution in 15
and 16 vear old girls. Higher values of kurtosis indicate
that the curve was peak in the age groups of 14, 15, 16 and
17 years, and negative kurtosis values indicate that the
curve was flat in girls aged 12. In the analyzed group of
girls, the distribution of BH values ranged mostly within
normal distribution (p) in age groups of 17 years, and
deviated from normal distribution (p) in other age groups
of girls, i.e. in those 12 to 16 years old.

Average values of BH for the sample of girls attending
primary schools and secondary schools in the Tetovo
region ranged from 146.42 cm in those aged 12 years to
169.47 cm in those aged 17 (Table 2). CV values suggest the
homogeneity in all age groups among girls. Analyzing BH
in girls, the increased skewness values indicate that the
distribution was negatively asymmetrical, meaning that
the result distribution curve skewed to higher values, i.e.
higher values prevailed in relation to normal distribution
in ages 13 and 17 years. Skewness values indicate that the
distribution was symmetrical for the ages of 12 and 14. The
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Table 2. Body height (cm) in the girls sample
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| Age | N | Mean | sD | SE | Min | Max | cv | cl | skew. | Kut. | p |
12 30 14642 | 734 025 1298 1643 | 407 14533 | 14751 | 000 | -0.19 | 0.000
13 | 32 15301 | 775 | 027 | 1296 | 1779 | 515 15231 | 15372 | 007 | 000 | 0.000
14 | 34 | 15071 | 663 029 | 1357 | 1858 | 491 15869 | 160.73 | -067 | 376 | 0.000
15 | 31 16318 | 695 026 | 1424 | 1853 | 428 16284 | 16353 | 016 | 008 | 0943
16 | 33 | 16645 | 691 = 028 1469 | 1865 | 415 16595 | 16696 | 017 | 007 | 0.000
17 | 31 | 16947 | 737 | 073 | 1493 | 1904 | 437 16844 | 17050 | 018 | 010 | 0.000

N - number; SD - standard deviation; SE - standard error; Min. - minimum; Max. - maximum; CV - coefficient of
variation; CI - confidence interval; Skew. - Skewness; Kurt. - Kurtosis

Body weight
Boys

Average values of BW for the boys sample ranged from
44.23 kg in the youngest group of schoolchildren, aged
12 years old, to 71.45 kg in the adolescents, aged 17 years
(Table 3). CV values suggest the homogeneity in 17 year
old boys, and higher values indicate the homogeneity
in the age group from 12 to 16 years. Skewness values
of BW were increased, indicating that the distribution
was negatively asymmetrical. This means that the result

Table 3. Body weight (kg) in the boys sample

distribution curve skewed to the higher values, i.e. higher
values prevailed in relation to normal distribution in
all age groups among boys. Higher values of kurtosis
indicate that the curve was peak in the age groups 16 and
17 years and negative values indicate that the curve was
flat in boys aged 12 to 15 years. According to measured
BW values in boys, the distribu tion of values ranged
mostly within normal distribution (p) for 17 year old boys,
and deviated from the normal distribution (p) in other
analyzed age groups.

Age N Mean SD SE Min Max CvV CI Skew. Kurt. p
12 31 44.23 8.35 0.34 235 66.3 21.83 43.64 44.83 1.53 -0.27 0.000
13 33 48.74 9.27 0.32 27.9 72.2 21.25 48.09 49.39 1.51 -0.34 0.000
14 32 53.62 11.31 0.39 28.6 80.3 23.43 52.83 54.41 2.57 4.48 0.000
15 31 58.52 11.29 0.43 31.1 87.6 22.37 57.65 59.40 0.43 1.05 0.135
16 34 63.66 12.65 0.47 24.7 104.4 19.33 62.69 64.63 0.27 0.18 0.000
17 31 71.45 10.62 1.17 39.8 103.7 17.58 69.10 73.80 0.23 0.15 0.000

N - number; SD - standard deviation; SE - standard error; Min. - minimum; Max. - maximum; CV - coefficient of
variation; CI - confidence interval; Skew. - Skewness; Kurt. - Kurtosis

Girls

The average values of BW for the girls sample ranged from
42.05 kg in the youngest age group of schoolchildren,
aged 12 vears old, to 60.09 kg in the oldest girls, aged
17 years (Table 4). CV values suggest the homogeneity in
girls aged 15, 16 and 17 years, and higher values indicate
the homogeneity in the age group from 12 to 14 years.
Analyzing BW in girls, skewness values were increased,
indicating that distribution was negatively asymmetrical.

That means that result distribution curve skewed to
higher values, i.e. higher values prevailed in relation to
normal distribution in all age groups among girls. Higher
values of kurtosis indicate that the curve was peak in
the age groups 12, 16 and 17 years, and negative values
indicate that the curve was flat in 13 and 14 year old girls.
The distribution of BW values in the group of analyzed
girls ranged mostly within normal distribution (p) in girls
aged 17 vyears. The distribution of values deviated from
normal distribution (p) in other age groups of girls.
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Table 4. Body weight (kg) in the girls sample

0000000000000

| Age | N | Mean | SD | SE | Min | Max | cv | c1 | Skew. | Kut. | p
1230 4205 933 031 237 815 | 2218 4141 4270 164 | -0.08 | 0.000
13 | 32| 4652 | 987 | 035 243 | 847 | 2078 | 4583 | 4721 | 171 | 002 | 0001
14 | 34 | 5172 995 | 036 267 1002 | 1931 | 5103 | 5241 | 275 514 | 0.001
15 | 31 5399 937 | 094 345 914 | 1722 | 5255 | 5543 | 107 | 276 | 0.639
16 | 33 | 5666 @ 994 039 298 | 1020 | 1930 | 5564 | 5769 = 125 | 004 | 0.000
17 | 31 | 6009 938 | 095 386 | 921 | 1717 | 5801 | 6218 | 139 | 0.8 0.000

N - number; SD - standard deviation; SE - standard error; Min. - minimum; Max. - maximum; CV - coefficient of
variation; CI - confidence interval; Skew. - Skewness; Kurt. - Kurtosis

DISCUSSION

The aim of this study was to determine the BH and
BW by age and sex, and examine the sex differences in
anthropometric characteristics among schoolchildren
and adolescents in the Tetovo region. By analyzing BH
results obtained for boys from our study sample in
relation to results of other studies performed worldwide,
it can be noticed that the BH values found in boys from
Tetovo region were higher compared to WHO standards
of growth and development, and similar to some
previous studies conducted in the region and the world
[9,17]. Comparing the mean body weight values of the
girls included in this study with the results of similar
international and national studies, it can be concluded
that that the BH values found in girls from Tetovo region
were higher compared to WHO standards of growth and
development, and had mean BH values approximate
to their peers included in other similar studies.
[9,16,17,18,23]. In addition to the BH analyzes, BW in this
study was analyzed as a very important anthropometric
parameter, which is one of the main representatives of
children’s nutritional status, and is often determined
by environmental factors and lifestyle rather than BH.
Comparing the BW results of the girls included in our
study and the results obtained in other similar studies
we can see that the mean BW values in the younger age
group from this study sample were lower only in relation
to their peers from neighboring countries. But, however,
when we compare the mean BW values recorded in the
oldest age groups of girls in all studies, we can see that
these values were higher among girls from Tetovo only
to some studies of girls from India, who could be due to
genetic predispositions [9,16,17,18,23]. As long as the BW
parameter is in a close correlation with the background,
habits, lifestyle [20,24], we can assume that the differences
we found in the mean BW values, with respect to boys and
girls from other studies can be attributed to these factors.
By analyzing the morphological and anthropometric
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characteristics by age group of schoolchildren and
adolescents aged 12 to 17 in the Tetovo region, the authors
found differences across all age groups in the ratio of BW
and BH in the majority of boys sample, specifically boys of
age from 13 to 16 years, which suggests that higher rising
is in these parameters. The highest increase in these two
parameters was observed in girls aged from 14 vyears,
while girls 16 and 17 years had similar values for these
two parameters. The results of this study are consistent
with the data found in the literature. Adolescence is the
period of sudden development and growth, in which
girls usually enter after the age of 10, while boys enter
adolescence on average two years later than girls. [12,25].

Limitations

The limitation of the study is that it is “cross-sectional”’
study. It would be of greater scientific importance
a “longitudinal” study, to monitor for an extended
period of time the anthropometric characteristics
of schoolchildren and adolescents, which would give
us a more accurate picture about their growth and
development.

CONCLUSION

The analysis of the obtained results suggests that there
has been a significant increase in the mean values of BH
and BW in children and adolescents compared to WHO
standards of growth and development. Although this study
was conducted on a small proportion of schoolchildren
and adolescents in the Tetovo region, we have clearly seen
the high prevalence of overweight and obesity in many
individuals during the measurement. This information
above can help target high risk individuals. However,
further studies with a larger sample of schoolchildren and
adolescents will provide a more accurate picture of the
overweight epidemic in schoolchildren and adolescents in
the Tetovo region. Our results underline the need to plan
preventive and remedial strategies aimed at reducing
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weight in schoolchildren and adolescents and thereby
limiting associated risk factors. Nutritional intervention
programs should be conducted at school, including
students’ parents and their medical doctors, and should
be taught by trained teachers using the most appropriate
communication techniques. Some intervention efficacy
indices will be selected and analyzed, such as dietary
habits and consumption, level of physical activity, body
weight loss, and positive changes in other risk factors.
Many studies in various disciplines (medicine, sociology,
psychology and economics) have highlighted how
overweight and obesity are a significant issue not only
in terms of physical and mental health but also with
regard to their huge economic and social impact. For this
reason, different governments and the WHO promote
overweight and obesity prevention programmes during
childhood and adolescence, when it is easier to modify
lifestyles compared with adulthood. Such programmes
usually suggest strategies to favour a correct diet and
adequate exercise [13].
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ABSTRAKT

Terapi me PRP éshté njé metodé revolucionare qé pérdororet né njé ményré krejtésisht té natyrshme pér shérim
té shpejté dhe regjenerimin pas léndimit té indeve dhe inflamacion né nyje, muskuj, tendina si dhe ligamente.
Mundet té pérdororet shpesh né regjenerimin e meniskut dhe kércit né nyje, né ményré gé té shmangen procedurat
kirurgjikale.

Artrosat, léndime té tendoniave, ligamenteve dhe muskujsh, si dhe sindroma dhimbjes kronike jané shpesh njé
problem serioz pér pacientét dhe punétorét shéndetésor né ortopedi, traumatologji, fizioterapi dhe mjekésisé
sportive. Rezultati i kétyre gjendjeve éshté zvogélimi I kapacitetit té punés gjaté kohé, ose mungesa e gjaté nga
fusha e sportit .

Pérvec regjenerimin e indeve, kjo metodé ka njé efekt pozitiv mbi gjendjen e pérgjithshme té trupit dhe bén mé
té lehté dhe té mundur 1évizjen pa dhimbje. aplikim té vecanté dhe rezultate té shkélgyera terapia me PRP ka
né arthrosis, coxarthrosis, ndryshimet degjenerative né nyje supe, bérryla, kérlokun, gjunjé, nyje té kémbés, etj,
pér té pérmirésuar drejtpérdrejt shérimin dhe rigjenerimin e indeve, té tilla si menisket, kérci i kyceve dhe té
parandaluar pérkegésimin e saj.

Terapia PRP gjithashtu pérshpejton shérimin pas operacionit né tendina dhe ligamente, muskujt dhe nyje.

Terapi PRP mundet té pérdororet edhe né mjekési estetike si njé trajtim pér fytyré dhe pjesé té tjera té trupit, ku
ne duam té nxisim regjenrim

CFARE ESHTE TERAPIA PRP?

PRP (Platelets Rich Plasma / PRP) éshté pjesé e plazmés
sé gjakut e pasur me trombocitet, té cilat pérmbajné
faktorét e rritjes dhe substancave té tjera qé marrin pjesé
né ményré aktive né shérimin dhe regjenerimin e indeve
té démtuara dhe té sémuré, apo né trajtimin estetik.

pérshpejtojné procesin e shérimit.

KU ESHTE E APLIKUESHME TERAPI ME PRP?

Terapi PRP éshté aplikuar né situatén né té cilén ne duam
té inkurajojmé shérim mé té shpejté dhe trajtimin e
indeve. Né rast té démtimit té sistemit muskuloskeletor
(léndime té muskujve, ligamente, tendonave ...),
ndryshimet degjenerative né nyje (kérllok, gjunjé, shpatull
...) né trajtimin e plagéve kronike, mjekésisé estetike et;.

Duke pérdorur gjakun e pacientit, me metoda té vecanta
pér té béré pasurimin e plazmés me trombocitet qé mé
pas injektohet né zonén e déshiruar qé ne duam pér té
trajtuar.

Pas injekimit té PRP béhet lirimi i substancave nga SIAPLIKOHET TERAPIA ME PRP?

trombocitet (faktoréve té rritjes) gé té nxitur shérimin
dhe regjenerimin. Pérgendrimi trombociteve rrit sasiné e

Pacientit i merret njé sasi té caktuar té gjakut té ploté nga
ena e gjakut, mé pas béhet njé trajtuim me njé metodé

substancave qé nxisin procesin e shérimit. Trupi i njeriut
ka njé fuqi té mahnitshme dhe té shérueshme duke
pérdorur trombocitet né masé té madhe ndihmojné dhe

té vecanté e nku fitohet plazmma me numrité zmadhuar
té trombociteve. Produkti gé rezulton infiltrohet me
injeksion né pjesén e para-pércaktuar té pacientit. E
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gjithé procedura zgjat 15-30 minuta.

[ pérket njé ndérhyrjet shumé té sigurt. I vetmi shqetésim
qé pacienti mund té keté jané tipike pér té dhéné ndonjé
lloj té injektimit (dhimbje, gjakderdhje, skugje né vendin
e injektimit).

ZBATIMI I PRP KA PERPARESITE E MEPOSHTME:

Té shpejé dhe té lehté pér t'u pérdorur - Ajo merr vetém
disa hapa pér té nxjerré 4-5 ml PRP

[ sigurté - gjaku i pacientit éshté pérdorur dhe késhtu
shmang rrezikun e infektimit me HIV dhe sémundjeve té
tjera infektive.

Nje sasi e vogél e gjakut - kérkohet njé sasi té vogél té
gjakut

Si mjekohet dhimbja pas trajtimit me PRP?

Pérdorni qetésues, ju lutem té pérshkruara vetém.
Trajtimi lokal varet nga zona dhe llojit té trajtimit
(lendimet sportive, sémundjet, procedurat estetike, etj).

Mos pérdorni barréra jo-steroide anti-inflamatore
(Brufen, ibuprofen, naproxen, ketone, etj).

Kur terapi PRP nuk zbatohet?

Ka kontraindikacione absolute dhe relative e trajtimit
me PRP. Né kontraindikacione absolute kur trajtimi nuk
mund té zbatohen pérfshijné:

Sémundjet malinje
Crregullimet sistemike té gjakut
Gjendje akute infective

Né kontraindikacione relative kur pérgatitjen e duhur té
njé pacienti mund té kryejné trajtim pérfshijné:

Sémundjet autoimune e kockave dhe sistemit té nyjeve
Sémundje kronike té mélcisé dhe té veshkave
Intervenime kirurgjike né 30 ditét e fundit

Pacientét me kuagulopati

Administrimi i kortikosteroideve 4-6 javé para ndérhyrjes

Pérdorimi i barrérave jo-steroid anti-inflamatore né 7
ditet e fundit
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»Y/IOTATA HA TEHUTE TOB1, HMGA1, COX-2 M FLNA BO
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Medicus 2020, Vol. 25 (1): 91-95

Kyc BoBes: KosopeKTasiHMOT KaplyHOM € MOIIHEe YecTa M XeTeporeHa rpyra Ha HeorulacTUUHM 3abosyBama uuja
aHaTOMCKAa JIOKajn3alyja, MoTeHIUjasa 3a Mporpecuja, OfroBOP KOH TPETMAHOT UM IPOTHO3aTa, 3HAUMTESTHO Ce
Pas3IMKYBAT BO 3aBUCHOCT Off MOJIEKYJIaPHO-TEeHeTCKUTe aOHOPMaJIHOCTM 1M HUBHATA KapaKTepUCTUUHa KOMOMHAaLIMja

BO MaJIMTHUTE KJIETKU.

[enu: LlenT Ha 0BOj peBUjajieH TPY/l 1A ce HaMpaBu Mperie]l Ha IuTepatypara 3a yjorata Ha reHure: TOB1, HMGAL,
COX-2 n FLNA Bo KojopeKTajiHaTa KaplMHOreHe3a KaKo M Jocera yTBpAeHaTa Kopejalldja roMery eKkcrpecujaTta
Ha OBMe I'eHU OJf eJlHa CTpaHa, U OCHOBHUTE KJIMHWYKO-TIATOJIONIKK TlapaMeTpu: IpajlycoT, CTaJIuyMOT, JIOKaJiHaTa
PacIpoCTpaHeTOCT U IIPUCYCTBOTO Ha ofifiajieueHn MeTtacTtasu crioper; TNM knacudukaimjaTa, KaKo M aHATOMCKATa
JIOKaJIn3allvja Ha TYMOPOT (fleceH, J1eB XeMUKOJIOH WX PEKTYM) Ol Apyra CcTpaHa.

Knyunu 30popoBU: KoJlopeKTasieH KaplrHOM, MojieKynnapHo-reHercka ctyauja, TOB1, HMGAT, COX-2 u FLNA rexu
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Konopekranunor kapiuHom (KRK) mpercraByBa MasureH
TYMOP KOj IOTEKHYBA O, eNUTEIHUTE KJIETKU Ha KOJIOHOT
u/umn pextyMoT. KRK e HajuecTo ManurHo 3abonyBame
Ha racTPOMHTECTHHAIHUOT TPaKT CO MYITU(AKTOpHjaiHa
eTHOJIOTHja Kajle TITO TeHeTcKaTa OCHOBA, (haKTOpUTeE
Ha OKOJMHATA W/WIM WH(pIMATOPHUTe 3aboiyBama Ha
IIPEBOTO JIOBeJ[yBaaT [0 MajurHa TpaHcdopMaiuja Ha
HOPMAJIHUOT eNUTe/T Ha C/IY3HUI[ATa Ha KOJIOHOT W/WIH
PEKTYMOT TIPeKY HEKOJKYTOJMIlleH eTareH IMpolec Ha
aKyMy/lallyja Ha TeHeTCKU 1 eTUreHeTCKU ajiTepalyuu.

Beke 25 romuHM e T1I03HaTO JeKa MaJuMrHaTa
TpaHcopMalja ¥ IIOCTElleHaTa Mporpecuja  Ha
IPOMEHHTe Of HOPMaJHHOT emuTel Ha [e0ernoTo
I[peBo, MpPeKy aJeHOMOT, KapIMHOMOT in Situ, mma
cé [0 WHBAasMBHUOT KaplUHOM, € I[pocjiefieHa Co
mocjefioBaTelHa  HM3a Ha  MOJIEKY/lIapHO-TeHETCKU
HapylyBama (1). PesynraTure off CKIYUUTETHO TOIEMUOT
0poj Ha CITpoOBefIeHM CTYIMU YTBPAMIE rojieM Opoj Ha
HOoeIMHEYHH MOJIEKY/IapHU aOHOPMaTHOCTH KAKBH LITO Ce:
TeHCKUTEe MYTalluy, IPOMEHUTe Ha HMBOATa Ha reHcKaTa
eKCIIpecHja, eMHEeYHUTe HYKIEOTUIHU TOTUMOP(PU3MU
(SNP), DNA-meTunaiujaTa, reHOMcCKaTa HeCcTaOMJIHOCT,
XPOMO30MCKH abepaliu, Kako U Ipyru npoment (2). Cure
OBHe MOJIEKY/TapHO-TeHeTCKY 1 eNUreHeTCKU HapyIlyBatba
MMaaT KJIy4Ha yora, He caMo Bp3 CaMMOT Ipoljec Ha

MaJiirHa TpaHcgopMmalja Ha emUTeNIOT Ha KOJIOHOT,
TYKY ¥ BP3 BpOJleHaTa MpeuCIIo3uliyja, TTPUeMurBOCTa
KOH 0Baa HeoIla3Ma, TeKOT Ha 00/1ecTa U TepaneBTCKUOT
ofiroBop. KaHOHCKUOT Moies1 Ha KojiepeKTa/iHa MajIurHa
TpaHcopmanmja ce 0asMpa Ha CEKBEHIMOHAJIHO,
IIOCTENeHO aKyMyIMpame Ha TeHCKA MYTalud Kako U
eMUTeHeTCKM MTPOMEeHN KoU aheKTHpaaT HEKONIKY KITVUHU
JPYTd OHKOTEHH, TYMOP-CYIIPECOPCKM W JPYI'd T'eHH,
BxiyuyBajku ru APC, RAS, BRAF, TP53, TGF-¥, PI3KCA,
SMAD4, rpynara rean MMR, MYH, EPCAM MMP, MSX,
EITLIAM u apyru (3).

Jlocera ce HampaBeHM TOBeKe 00MIY 3a KinacupuKariyja
Ha KapIUMHOMMTE Ha KOJOPeKTYMOT, Oa3upaHa Ha
MOJIEKy/IapHUTe U TeHeTcKuTe pasnuku. Cropef efmHa
Ofl HUB, HAjueCTUOT TUII KOj e mpucyTeH Kaj 60-70 % of
CUTe CTyJal Ha CTopajuueH KolopeKTaleH KapIuHOM
€ KapaKTepUCTHYeH IO XPOMO30MCKAaTa HEeCTaOMITHOCT
(CIN) u pasHM XpOMO30OMCKM HYMEPUUKM abepaluu M
aHeYIUIOUTH, KaKo M CO MYTaIlii BO OTpeJie/ieHH TeHH,
op, kou Hajuctpaskenu ce: APC, KRAS, PIK3CA, BRAF,
SMADA4, TP53 u apyru (4). Cioper uctara KnacuuKaiyja,
BTOPHOT THIl e 3acTameH Kaj 10-15 % op cuTe ciyyan
Ha CropajiueH KaplUHOM M € KapaKTepUCTUYeH [0
reHoMmckara HectabunmHoct. OBOj THI HajuecTo ce
JeTeKTHpa MO MMKpocTaenuTHata HecrabwiHocT (MIN)
npeu3BUKaHa off TUC(YHKIMja Ha TeHUTe 3a/l0/KeHH
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3a pemapaiyja Ha MyTaruuTe. TPeTHOT THI ce Haora
Kaj TIPUOMKHO 5 % Off CHTe CMOPAJ[MYHU CIIyJal U e
KapakTepucTuueH 10 obeMmHaTa MeTwnanmja Ha CpG
OCTPOBUMIbATA JIOIMpPAHU BO TeHCKUTE MPOMOTOPHU IIITO
ja TOTHMCHYBa eKcIpecujaTa Ha adeKTUpaHUTE reHu (5).
OcraHatuTe Cjlyyad MMaaT orpefie/ieaHa KOMOMHAIMja
W, TIaK, HeMaaT HUTY eJTHa Off OBUe TPU MOJIEKY/IapHU U
reHeTCKU KapaKTepUCTHKH.

Co HampeJHu CTaTUCTUYKU aHAIM3HM Ha MOJATOLUTE O]
rosieM Opoj MosIeKyTapHO-TEHETCKH U TTaTOIOIIKHU CTY/IHH,
HeoJlaMHa € TMPeTIoCTaBeHO JieKa I0CTOjaT YeTHUpU
OCHOBHM KOHCEH3YCHHM MojeKylapHu cyoTumoBu (CMS)
Ha KonopekraneH KapuuHom: CMSI1 (xumepmyTaTopeH
(heHOTHIT CO MUKPOCATeMTHA HEeCTAOWIHOCT M CHITHA
MMYHO/OIIKA akTuBanuja); CMS2 (KaHOHCKM emuTeseH
TUI, HArjlaceHa aKTWBaIMja HA CUTHAJHUTE MATUIITA
WNT u MYC); CMS3 (MeTabO/IMUKY THII CO jacHa eIUTe/IHA
1 MeTabonHa jeperynaija) 1 CMS4 (MeceHXuMaeH TUIT
co mpomuHeHTHa akTuBanuja Ha TGF-M, co Harmacena
CTpOMaJiHa MHBa3Mja 1 aHTrorexe3sa (6).

Jloceraninure CTYIUM HEeJBOCMMCICHO VKa)kyBaaT Ha
(bakKTOT eKa CHOPAJMUHKMOT KOJOPEKTaeH KapIMHOM
e XeTeporeHa rpyia Ha 3abo/myBama Ha J1e0e/I0To IIpeBo.
OTTamy, MaKo XMCTOJIOIIKM UIEHTHYHY, OBHE HEOIIa3Mu
MOJKAT CHTHM(MKAHTHO [a Ce pa3lIuKyBaaT CIIOpe]
MOJIEKY/IaPHMOT TPO(UI HA TeHCKUTe HapyLIyBarba.
Cemak, MeTaCTyIMUTe VTBpPAWIE JeKa MOJIeKyIapHo-
TeHeTCKUTe MpoMeHH  (DVHKLIMOHAIHO adeKThpaaT
pelaTMBHO Maja  0Opoj HMHTpaleNyIapHd  IaTHIITa
3aJI0/DKEeHN 3a peryialyjara Ha KPUTHYHUTE KIeTOUHH
mpolecy: fiej0ara, anonTo3aTa, KiIeTOYHaTa HHBa3sHja
Ha OKOJMHOTO TKMBO, MOOWIHOCTA Ha KJIETKATEe U
JIPYr¥ KapakTepPUCTHKU PeJIeBAaHTHU 3a MaJMTHUTETOT
.Ce cMeTa JfleKa [IOMMHAHTHHOT KJIOH Ha MaJIUTHH
KJIETKH KOj IpeoBIajyBa BO TYMOPCKAaTa Maca COJpIKH
VHMKAaTHAa KOMOMHalMja Ha MOJIEKyJIapHH HapyllyBamba
U TH JIeTePMUHIpPA, OapeM BO BPEMEHCKHOT IIePUOJ BO
KOj € JIOMMHAHTeH, OMOJIONIKMTe KapakTepUCTHKA Ha
HeOIUIa3Mara, OJHOCHO KIMHUUKMOT TeK, TePareBTCKUOT
0JIrOBOP M IPOrHO3aTa Ha 0ojiecTa Kaj IallieHToT.

On XMPYpUIKK AacHeKT, MOIIHE e HHTepPecHo IITO
HEKOJIKY CTY[AMM CITPOBEZIeHM BO TEKOT Ha IOC/IeHUBE
rOMHUA VHIMIMPAaT JleKa KOJIOPEKTalTHHOT KapIMHOM
e XeTeporeH M MO OfHOC Ha JIOKAIjdjaTa Ha TYMOPOT.
lIMeHo, KaKo IITO TPOM3JIeryBa U 0ff eMOPHOMOLIKUTE
AHATOMCKUTE MCTPa)KyBarba, JeCHUOT-TIPOKCHMAIEH eI
0/ KOJIOHOT KOj Ce TIpoTera e JI0 CIieHndHaTa (exrcypa
1 JIeBUOT-JIUCTaJIeH Jien off (hieKcypaTa 10 PeKTYMOT ce
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BCYIIHOCT [IBa Pa3/IMUHU E€HTUTETH. YTBPJIEHO e JieKa
MOJIEKY/IapHO-TeHETCKUTe MPOMEeHM BO ToleMa MepKa
ce pa3NMKyBaaT Mel'y OBHe J[Ba Jlejia Ha Jie0eioTo IpeBo
(7,8). MuKpocaTeMTHaTa HECTAOMTHOCT 1 HapyIIyBambaTa
Ha (pyHKIMjaTa Ha TeHWTe BKIYYEHHM BO pelapaliyjaTa
Ha MyTal[uuTe JOMUHUPAAT BO MPOKCUMAIHUOT JieN Off
KOJIOHOT, JIofieKa XPOMO30MCKUTe a0Opeariuu U MyTalluuTe
BO OIpeJie/ieHH TeHU Ce MOYecT Kaj KapIMHOMUTE BO
TMCTAJTHUOT JIeT 071 KOJIOHOT ¥ peKTYMOT. OBHe JIBe ToieMu
TPYIM Ha MOJIEKY/IapHM aOHOPMATHOCTH COAPKAT royieM
0poj Ha MoeIUHEYHN MyTaI[M¥ U HAPYIIyBaba Ha HUBOATA
Ha eKcIpecyja Ha oripefienieHu reHu. [loHaTamy, HajfieHa e
¥ TIOBP3aHOCT Ha BaKBUTE Pa3/IMKK CO KIIMHUUKUOT UCXO]I,
OJTHOCHO TIPOTHO3aTa Ha OorecTa.

OnroBopoT KOH afijyBaHTHaTa XeMoTepamnuja M, BO
TIOHOBO BpeMe, KOH TapreTupaHaTa Tepariuja, mpej cé co
MOHOKJ/IOHAJTHM aHTUTea, KCTO TaKa 3HAuajHO Bapupaat
BP3 0CHOBA Ha OBUe AaHATOMCKH Pa3/IUKU U MOJIeKY/TapHUTe
aOHOPMATTHOCTM Kaj KOJMOpPeKTaJHHOT KapiuHoM, Bo
HEKOW CTY/IMH, OIMIIIAHO € JIeKa ajljyBaHTHaTa Teparuja
co 5-cryopoypanun uMa MOBOJNEH K/IMHWYKM OJITOBOP
caMo Kaj TIAl[ieHTUTe UMM TYMOPH COJpiKesie MPOMeHH
O[] Tpyrmara Ha XPOMO3OMCKHTe a0epalud M TeHCKH
MyTal[ii KOW HAjuecTo TH TpPUJIPYKYBAaT, JofieKa
TepPanmuCcKUOT e(heKT, He CaMo IITO OTCYCTBYBAJ, TYKY U IO
CKYCYBaJI IPEKUBYBAIbETO Kaj MaIl[MEHTUTe Kaj KOU Ousie
HajlleHd TNpPOMeHWTe Off TpynaTa Ha MMKPOCTaeluTHa
HectabwiHocT (9). OTTaMy MpoussieryBa JieKa BaKBUTE
CTYIMM HEMaaT caMO aKaJIeMCKU KapaKTep M pe3y/ITaTu
Ba)KHM 3a OasnuHaTa OMONIOrMja Ha HEOITa3MUTe, TYKY
MOKAT Jla MMaaT W MpaKTUYHA MPUMeHAa BO TEKOT Ha
KJTMHAYKOTO HOCEHhe Ha OJIIYKU OKOJTy 00eMOT M U300pOT
Ha XUPYPIIKMOT, 3PAuHUOT, XeMOTeparneBTCKUOT U
ajijyBaHTHHOT TpeTMaH (10).

Mako mocera ce objaBeHH eHOpMeH Opoj Ha MOZATOIM
3a TEHCKUTe aOHOPMANHOCTH Kaj KOJIOPEeKTalTHUOT
KapIjuHOM, Ce CMeTa JleKa oBaa MHTepAUCIUIUTMHApHA
OMOMe[IUIIMHCKA 00acT e cé ymTe Bo paHa hasa of
pa3B0joT, 1A MOCTOjaT YIITe rojieM Opoj Ha HeoIrOBOPEHH
Tpaiiamba 1 HeOTKPUEeHH KOpesaliy Mel'y IpOMeHUTe U
KJIMHAYKUTE aClIeKTH Ha 0Ba 3a00/TyBarbe.

Ilokpaj HaBemenuTe ucnuryBanu reHu Kaj KRK, Bo
TIOCJIeTHUBE TOJMHY Ce BPLIAT aHA/IM3U M Ha TojieM Opoj
JIPYTU TeHU KO Ce TOBP3aHU CO OIpefie/ieHd KITMHUYKA
¥ TIATOJIONIKY KAaPaKTePUCTUKU Ha 0Baa Heoria3Ma 1 Kou
ce TIOMAJIKy MPOYYHH, HO, TIOTEHI[Wja/IHO PejieBaHTHHU Off
alUIMKaTHBeH M Off HayyeH acreKT. Mel'y HMB, BO OBaa
cryauja op unTepec ce reaute: TOB1, HMGAL, COX-2 u



ANy

FLNA.

l'enor TOBI e unen Ha amumuja Tob/BTG renn koum
KOZIMpaaT aHTUIPOIUQepaTUBHN TPOTEUHU BKITyUeHH
BO peryiaiyjata Ha KJIeTOUYHUOT IuKayc. [loHoBuTe
ucTpakyBama MHAunMpaaT geka TOB1 e KaHgupareH
TYMOP-CYIIPECOPCKH TeH JIOIMpaH Ha XPOMO30OMCKUOT
nokyc 17q21, 4mj NMPOTEMHCKU IIPOAYKT € CHUTrHajeH
TpaHcaykTop Ha erbB-2  pemenTopHaTa  TUPO3WH-
NPOTEMHCKAa KWHAa3a, a BJIeryBa U BO MeIYIPOTEUHCKU
VHTEpaKIMM CO HuU3a TpoiudepaTHBHU MPOTEMHCKH
MOJIEKY/IH, JIeNlyBajKu MHXMOMTOPHO Ha HUB, a CO Toa
T0MpevyBajKu ja MporpecujaTa Ha KIEeTOUHUOT [UKITYC U
samupajku ro Bo G0/G1 rourara Ha Tpan3uiuja (11). Ilokpaj
TOA, eKCIIepUMEHTHTE YTBPAUIE U JIeKa Tab0paTOPUCKUTE
TIYBIM KoM uMaaT HedyHKiuoHaeH reH TOB mmaar
BICOKA UHIW/IeHI[ja Ha CTIOHTAH! TYMOPH.

Man 6poj ucTpakyBama Ha eKCIIPeCHCKUTe HUBOA Ha
reHOT Ce HampaBeHW [ocera Kaj XelaTolielylapHuTe,
THPOMJIHUTE U KapIMHOMUTe Ha fiojka (12). CipoTHBHO Ha
TOQ, OMMIIAHO € JleKa Kaj KOJOPeKTaHUTe KapIluHOMHU,
ekcrpecrjata Ha TOBI reHoT e 3roneMeHa BO OJHOC Ha
HeMaJIMTHUTe TKUBA U JleKa HUBOoaTa Ha reHCKa eKcITpecuja
CUTHU(PUKAHTHO KOPEJIUPAAT CO KITMHUIKO-TATONIONIKHOT
cTaluyM Ha Oornecta, a MpeKyMepHaTa eKcIpecuja
CTAaTUCTUUKU 3HAYajHO KOpeluMpa CO MeTacTasuTe BO
mumHuTe jasmu (13).

l'enor HMGAI1 (kpaTenka ofi anr.: high-mobility group
Al proteins) e omMpaH Ha XPOMO3OMCKHOT JIOKYC
6p21 ¥ Kopupa HEeXMCTOHCKM XPOMATMHCKM TPOTEUH

WHBOJIBUPAaH  BO  TPaHCKPUIIMCKATa  peryiaiuja
Ha  TreHcKaTta  ekcmpecwja, DNA-pemnukaiujara,
XeTepoxpoMaTWHCKaTa  OpraHusaiyja 4 Jpyrd

KJIYUHU TIpollecd BO KieTKata. HemudepeHiupaHuTte
eMOpHOHATHM M TpaHC(OpPMUPAaHUTEe KJIETKM MMaar
BUCOKM HMBOA Ha eKcripecyja Ha reHoT HMGAL, nopieka taa
e HICKa W IeJIOCHO OTCYCTBYBA Kaj udepeHI[upaHuTe
COMATCKM KJIeTKM ILITO VKa)KyBa Ha KJIyyHarta yjora
Ha OBOj TeH BO PErylIupameTo Ha KIeTOYHMOT PpacT
n npomidepanyja (14). Bo moHoBo Bpeme, HajumeHa e
abHOpMaJIHO BHMCOKa eKcmpecwja Ha TreHor HMGA1
Kaj HeKOM MaJIMTHU HeoIIla3MM, BKJIYUYBajKu TO U
KOJIopeKTaTHUOT KapiuHoM (15). Bo penaTiBHO peTkuTe
CTYIMM Kaj OBaa HeoIUTa3Ma, MleHTH(UIMpaHa e u
KopeJal[ja Ha BUCOKaTa ekcrpecuja Ha reHoT HMGAL co
TIOTEHIIMa/IOT 32 METaCTa3hpambe BO JIOKATHUTE JTUM(HH
jas37u ¥ XeMaToreHOTO JMCeMUHUPakhe, KaKo U €O JIolaTa
HporHo3a Ha bonecta (16).

Profesional paper I

T'eor COX-2 (odunujanto o3HaeH Kako PTGS2) ce Haora
BO XPOMO30OMCKHUOT JioKyc 1g25.2-g25.3 1 Kojupa eH3uM
CO KJTyU4Ha y/iora BO CHHTe3aTa Ha MPOCTaraaHJuHUTe U
TPOMOOKCAHHTe, KOM I'M CTUMY/IMpaaT WH(IaMalujara,
KletoyHaTa mponudeparyja ¥ aHruoreHesara. Cure
OBMeE TMPOIleCH UMAaT Ba)KHa y/lora BO MaToreHe3aTra Ha
KOJIOpeKTamHUOT KapuuHoM (17). TloBeke McTpaskyBatba
VKaKajlle Ha Toa JieKa MpeKyMepHara eKclipechja Ha
COX-2 reHoT e MHOI'Y 4ecTo 3acTareHa Kaj okomy 807%
o7 TIallMeHTHUTe, KaKo U JieKa e MoBP3aHa CO 3HAUUTETHO
MOJIONIa MPOTHO3a M TOBUCOKA BEpOjaTHOCT O
MeTacTa3upame Ha KONMOPEeKTaTHMOT KapiuHoM (18,19).
AHaToMCKaTa JUCIIPOIIOPI[MOHATHOCT € 3a0eJIe;KaHa 1 Kaj
0BOj TapameTap, 11a BO eJlHa Off CTY/JUUTE HajJ|eHo e JieKa
ekcrpecujata Ha COX-2 reHOT e aOHOPMAJIHO 3ro/ieMeHa
Kaj 70% ofl KapLIMHOMHUTe Ha JIeBUOT, HaCIIPOTH Kaj 46% of
JeCHUOT KOJIOH

YeTBpPTHOT IeH Koj e MmpejjiokeH 3a uciuryBame e FLNA
reHOT JIOLMpaH Ha Xpomo3oMoT X(28, Koj ro Kopmupa
nporeuHot Filamin A, 1 e BKiyueH Bo peopraHusaliyjaTa Ha
aKTHHCKHUOT IIUTOCKeNeT Bo Kietkata (20). [IpekymepHaTa
eKcripecuja Ha OBOj TIPOTEWH, O[] OIpeJiesieHn
YC/IOBM, Mer'y KOM M HUCKJIYYMBO IUTOIIA3MAaTUUHOTO
aKyMUY/IMpakbe, e HajieHa Kaj HeKOM TUTIOBU HAa MaJIUTHU
HeoIla3MU, HO Ce UMHM JleKa HUBOaTa, TajMUHIOT,
TPaeweTo M JUCTPYOHIMjaTa HA TIPOTEMHCKUOT MPOYKT
BJIMjaat Bp3 CTUMY/IMPAUKUOT WIM MHXUOUTOPHUOT e(heKT
Bp3 KietouHaTa npomudepanuja (21). [Jocera e objaBeHa
caMo efHa cTyauja, 1 Toa Bo (espyapu 2015 roguHa, Bo
Koja ce JleTeKTUpaHU HaMaJleH! HOBOa Ha eKcIpecHja Ha
reHoT FLNA Kaj KolIOpeKTaJTHIOT KapLHOM (22).

HcTpaskyBarmara Ha MOJIEKY/IapHO-TeHETCKHUTe
HapylIlyBaka Kaj KOJMOPEKTaTHUOT KApIMHOM  ce
CIIpOBe/lyBaaT BeKe HEKOJIKY [ielileHuH, HO TIpeTeHO
ce HACOYEHHM CaMO KOH JIeCeTHHA TeHU WM TeHeTCKU U
MOJIEKY/TapHU HapyIIyBamba.

Jlocera objaBeHMTe CTYIMM 3a eKCIIpecujaTa Ha T'eHOT
COX-2 ce KOHTpaIUKTOPHH, 11a HeroBaTa KBaHTUTAaTHBHA
JeTeKldja Kaj MaKeJOHCKaTa IMOMyaalyja MalydeHTd
MOJKe [la ¥Ma HayueH MPUI0HeC BO PaCBET/IVBAmeTO Ha
MOBP3aHOCTA CO HCIUTYBAHUTE KIMHUYKO-TIATOJIOUIKK
napameTpu. [Iokpaj Toa ITO ce MHOTY MaJIKy HCTPaKyBaHU
BO CBETCKM PaMKH, CIMYHO ce ofHecyBa 1 Ha reHuTe TOB1
1 HMGAL T'enot FLNA e MCKIYUUTeTHO MaJIKy IIPOyYeH
Kaj KOJIOpeKTaTHUOT KapIIMHOM U € BUCTUHCKY IPeU3BUK
3a OPUTMHAJIHO MCTPaKyBabe BO IIOMy/Ial1jaTa Ha HALIN
HalKeHTH CO 0Baa HeoIyla3Ma.

93 | Medical Journal - MEDICUS

AN



I Profesional paper

[lokpaj HayyHaTa TepCIeKTHBA, MocebeH MPeu3BHK e
¥ XUPYpIIKaTa CUTHA(UKAHTHOCT HA MOTeHIMjaHaTa
MOBP3aHOCT Ha HEKOW Off TeHCKUTe TapaMeTpu Co
AHATOMCKATa JIOKa/lM3alyja Ha TYMOPOT, Kako W
TnepcreKTUBHATa YIIOTPEOIMBOCT Ha CO3HaHWjaTa 3a
MOJIeKy/lapHa ~ CYOTMMHM3aIja, KJIMHAYKO-TIATOJONIKA
TPOIIeHKa, Mpe/IBUIyBabe Ha TEKOT Ha bojecTa W Apyru
MPAKTUYHYU TIPUMEHHN.

[lokpaj Toa, BO [ocTamHaTa JMTepaTypa IOCTOM
3HAuMTe/IHA JIMCKpeNaHiia BO OJHOC Ha (ppeKBeHIjaTa
U KIMHWYKaTa CUrHU(UKAHTHOCT Ha aOHOpMajHaTa
ekcripecuja Ha reHoT COX-2. [lokpaj Toa, UCKITYYUTETTHO
Majl Opoj CTyAMH Jocera ce W3BpIIEHM 3a ylorara Ha
reaute TOB1, HMGA1 u FLNA Bo maroreHesaTa Ha
KOJIOPEKTaTHUOT KapLIUHOM, CO IIITO € PeaMCTUUHO Jia ce
OUeKYBa OPUTMHAJIHO UIeHTU(DUIIPatbe  KBAHTHTaTHBHO
OIpeJieyBambe Ha KOpejal|uTe Ha HUBHUTE eKCIPeCHCKH
HapylyBaba CO KIMHWUUYKO-TIATOMOIIKUTE TapaMeTpu, a
KOM MOKaT JIa OTCTAIyBaaT Off locera PeTKUTe 00jaBeHH

TPY/IOBH.

Co oryefy Ha aKTYelHOCTa Ha TeMaTa, KaKo M YHUKaTHaTa
KOMOMHAIlija Ha OBWe UYeTHUpPM T'eHM Koja Jjocera He e
objaBeHa BO HUTY efIHa CTY/[Hja, Ce OUeKyBa N3pabOTKa Ha
KBAJIUTETHA, COBpPeMeHa, OPUTMHA/THA U MyOIMKaOMiIHa
TIOKTOPCKa CTy/uja.
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AIICTPAKT

ABTOpUTE 1I€HaT IeKa OBOj PeBUjasieH TPyJl (ITpersief] Ha J0CTallHa CTPYYHA JIMTEPaTypa) € Ol eCeHIUjaTHO 3HAUCHEe
KaKo 3a MalldeHTUTe Taka M 3a MeJMIIMHCKUTE JIHIA OUIejKU Jocera MHOTY MAJjIKy ce TMIIYBAIo U UCTPasKYBaIo 3a
crHaHaTa MycKyiHa aTpoduja (CMA). Ce obumoBMme on0IUCKY [a ja OTCAMKaMe MOMEHTAIHATA COCTOj0a BO Koja ce
Haoraat narenTute co CMA Bo cBeTCKM pamku. Ha Toj HauMH Ke yKaykame 1 Ha MpeJIu3BUIINTE U HA HEJIOCTATOINTE
BO OJTHOCOT MeTy MeJIMIMHCKUTE JINIIA U OBUE MTallMeHTH, CO 11eJT TOTTUKHYBAkbe Ha TTpeB3eMatbe Ha COOBETHU MEPKU
KOU Ke BOJIAT KOH IMojI00pyBate Ha KBAJIMTETOT HA HUBHUOT KUBOT. HaltaTa BU3uja e oBaa TBopOa j1a Oujie 3a4eToK Ha
MHOI'Y MHTEPECHU UCTPayKyBama BO OJINCKA WIHUHA, BO KOPUCT Ha TAI[MeHTUTe KAaKo M 3a HAZorpaziba Ha 3Haemara

Ha MeMIMHCKUOT MepcoHan Bo ofiHoc Ha CMA.

Knyanu 360poBu: crimHamHa myckysHa atrpocduja, CMA, nanyenTu, He3a/10BO/IeH!, MeJTUIIUHCKN TI0Tpebu

3A CIIMHAJTHA MYCKYJIHA ATPO®OHJA

CrmrHanHa MyckyHa atpocduja (CMA) e peTKa, aBTO30MHO
peliecBHa, reHeTcka Oomect.  CMA uMa IIMpOK orcer
Ha CepHO3HOCT ¥ Hej3MHATa TIpeBajieHIla Bapupa off
peruoH fo peruoH. BkynHata uniugenia Ha CMA 3a cute
(heHOTHIIOBH, Kaj CUTe eTHUUKM rpynu u3HecyBa 1 Ha 11.000
kuBopopenu fietia [1]. CMA reHepaiHo ce KapakTepusupa
CO TIpOTpecHBeH TYOMTOK Ha HEPBHHUTE CHUTHAIU BO
MYCKY/IUTe, HaMaJTyBarbe Ha MYCKY/THAaTa Maca (CKeeTHa
MYCKY/IHa aTpoduja), 1Ie/IOKyIIHA €1aboCT, I'YOMTOK Ha
MOCTUTHATaTa MOTOpPHa (yHKUMja WTH. MycKynHaTa
arpoduja BofiM /10 KOMIUTMKAIIMM MOBP3aHU CO OonecTa
KOM MOJKAT /Ia BJIMjaaT BP3 IPEKUBYBAETO: UCKPHBYBabhe
Ha ‘pOeTHHOT CTO/O (CKO/MMO3a), HOBTOPYBAUKHU €IU30/I1
Ha THeBMOHM]a, TEMIKOTHH CO CIIMEhe 1 CXpaHa, MoTpeba
o7l peCrMpaTOpHa, HYTPUTHBHA, OPTOIIE/ICKA 1 MO PIIKa
npu ofietbe. OBHe KOMIUTMKAIMM BOJIAT KOH TYOMTOK Ha
KBa/IUTeTOT Ha JKUBOT [2, 3, 4, 5].

ETuonoruja u knacudukaimja

CMA ce jaByBa Kako pesyntaT Ha jgedunur Ha SMN
MPOTEMHOT U TUIIOT Ce OfpellyBa CIIOpe]; Bo3pacTa Kora
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ce TMojaByBa M MaKCMMajHaTa MOCTUTHAaTa MOTOpPHA
dyukumja. [IpeTcraByBa aBTO30MHO peljecBHA 0OeCT
IITO 3HAuM JleKa ce jaByBa Kako Mocjiefulia Ha MyTaluja
WK Jiefiellja Ha JiBe KOMMKM Ha TeHOT 3a MpeKuBYBabhe
Ha MOTOPHMOT HeBpoH 1 (aHr. survival motor neuron 1,
SMN1) [6]. OBa pe3yaTipa co HeZoBOMHKM HUBOa Ha SMN
MPOTEMHOT HaceKajle HU3 TeJI0To, KOj MMPEKTHO BIikjae
Bp3 KJIeTKUTe M TKUBaTa Bo mepucdepujata. O mpyra
CTpaHa Tmak OpojoT Ha Kormuu Ha SMN2 reHOT Bapupa off
1 1o 6 npumepory Kaj nanuentute co CMA, co uHBep3Ha
BpCKa 3a0enexkaHa moMery tumotT Ha CMA u 6pojoT Ha
xoruy Ha SMN2 renor. [5].

OTKpuTHja BO  TOC/IEHUTE [Be  [IELIeHUH O]
MCTPaKyBarbaTa CIPOBEIEHN Kaj CIMHATHA MYCKY/IHA
arpoduja

Bo 1891 roguHa 3a mpBmaT e omuiiad naiueHT co CMA
op crpaHa Ha Werdnig. Bo 1991 roguxa HampaBeHa e
KnacuUKalyja Ha CIIMHAJIHATA MYCKY/IHa aTpoduja Bo
TpU IMaBHU TUMOBHU. 1995 rofuHa e off roieMo 3Haueme,
oupejku otkpueH e SMN1 reror. Bo 2010 roguna 3amnouna
IpBaTa IMpe-KIMHMYKA CTYAMja Koja ja MCTpa)KyBa
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SMN1 renckata tepanuja. Bo 2016 roguHa 3a mpBmaT ce
u3BefyBaat cTymuu co risdiplam kaj muma co CMA. HcraTa
romuHa, ®JIA (anr. Food and Drug Administration) ro
o00pu nusinersen 3a KIMHMYKA YIOTpeOa KaKo IpB
omobpe ek 3a CMA. BrarogapeHue Ha 0BOj HaIlpesIoK,
2016 roguHa ce cMeTa 3a peBOMYIMOHEPHA TofjMHa Kora
e BO Mpalllahe TPeTMAHOT Ha MallieHTHTe CO CIMHAIHA
MyckynHa aTpoduja. Bo 2018 rogmHa ce o0OHOBeHH
cTaHjapfuTe 3a rpuka co npenopaku 3a CMA, a Bo 2019
roguHa ®JIA ro opmobOpu onasemnogene abeparvovec
(reHcka Tepanuja). Ce ouekyBa oBaa rojuHa, risdiplam ga
Ouzie omoOpeH 3a KIMHUUKA YIIOoTpeOa Kaj IIMpoKa rpyrma
Ha naiueHT co CMA Kako 1pB opajieH, cucteMcku SMN2
mopuduraTop 3a Bp3yBame [6, 7, 8, 9, 10, 11].

CMA ToBap 3a manjeHTHTe 1 32 HUBHUTE CeMjecTBa

Herara u moppapuikata off CeMejCcTBOTO € OCHOBeH
men o ympaByBamweTo co CMA, HO oBa MoKe Jla Ompe
HeBepojaTHO TelllKa 3ajjauya Kako 3a POJUTeNnTe, Taka
u 3a HeryBartenuTe. Hajuectute mpenu3Build co KO ce
coouyBaart ce ciaeguuse: [12, 13, 14, 15]

Crnenere Ha PacToOT Ha JIeTETO M UEeHTU(UKYBambe Ha
Mpo0JIEMKTE CO XpaHeke UK Bapekbe [13]

[I1aH 3a MeUIMHCKI UTHH C/TVYaH, TIOKPaj CIeIEHeTo Ha
HOTpeOuTe 3a CeKojaHeBHa rpusKa (13, 14]

[IpunarofyBarme Ha CeMejHHOT [JOM 3a Jja Ouzie JocTameH
3a maryeHTor [14]

Cneferme Ha pecnupartopHaTa (DyHKIMja Ha JIETETO U
OJIPIKYBabe Ha HelpeueH MPOTOK Ha Bo3ayx [13, 14]

YecTH TOTEIIKOTHH CO IIEHTPHTE 3a MeJUIIMHCKA
(3mpaBcTBeHa) rpika

l'omem pen op mnaiuentuTe co CMA, mpeMMHOT off
MeIMIIMHCKaTa TpWKa 3a [lella BO MeJMIMHCKaTa
rpKa 3a BO3pDACHM IO ONKMIIYBaaT KaKo MCKYCTBO
KOe HCTOBPEMEHO IIPeTCTaByBa IPeIU3BHK M CTpaB
ofi Hero3HaToTo. OBMe TEIIKOTHM BO HajrojieM [ien ce
OflHeCYBaaT BO MPHIAroAyBalmeTo Ha YUYEHeTO HOBH
BEIITHHY 3a HABUKHYBalbe BO HOB M IOKOMIIIEKCEH
CHCTeM Ha MeJMIMHCKA IPUKa (ce MHC/IM Ha CHCTEMOT
3a MeJMIMHCKA TPpUka Ha BO3PACHUTE MAI[UeHTH), KaKo
1 Ha CIIeLUjaJICTATe KOU I'M 3all03HaBaar, umj MpUCTal
ro ONIIYBaaT Kako ,MonajieH” ofi mpeTxopHuoT. CKopo
CUTe TTallMeHTH MMaaT TEIIKOTHH BO MIeHTH(UKaIjaTa
U TPUCTAIIOT KOH CIELUjaluCTUTe KoM padoTaT BO
MYITUAMCIUIUIMHAPHY KJIMHUKY 32 BO3PACHU TMallMeHTH
co CMA. ITaniueHTHTE MCTO TaKa OMMINYBAAT U MOTEMIKOTUN
BO IIPUCTAIOT KOH (hMHAHCUpame U 00e30emyBame Ha
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orpeMa Koja IIpUTOA UM € HEeOoIXOJHa, KaKO M MOCTOehe
Ha ja3 Bo 00e30e1yBambeTo Ha MH(OPMAIMH 32 TOJ[PIIKa
11 TI0OJIeCeH HAuMH 3a aKOMOfaliija Bo OKoMMHATa. [7laBHO
ce TpUKa)aHM He3aJoBOJICTBATa Off HEJOCTATOKOT
Ha ACHCTeHTH 3a IIOfJIpIIKA, KaKo ¥ Ha VIaTCTBa 3a
TI0JIECHO 000CTPaHO pa3dKpambe Ha OKOIMHATA. MHOIITBO
of] MAIMEHTHTe M3pasyBaaT jkemba 3a IIOCTOEHE Ha
MVITHIUCIUIVINHADHA  3[PAaBCTBEHM YCTAaHOBM  KaJie
raBeH (POKyc Ke OKfle CIIMHAJIHATA MYCKY/IHa aTpoduja.
[IpedbepupaaT XOMMCTHUKKM MPUCTAN Kaje BO L[EHTApOT
Ha BHUMaHMETO Ke Oufe MalyUeHToT. BakBHOT BuI Ha
3/IpaBCTBEHHU YCTaHOBU OM OWJT of rofieMa mon3a Oupejku
Ke MMa ToeceH MPUCTAM 3a KIMHUUKA M TepareBTCKA
MCTPaKyBamba. bapameTo 3a BaKOB BUJ| Ha MeMIMHCKH
YCTaHOBH IIPOM3JIETYBa 0Off TOTpebaTa IeKa MoecHo Ke ce
pasbepaT HUBHHUTE He3a[[0BOIEHK MeJUIMHCKU Oaparba,
a Kako pesynTaT Ha Toa MoOp30 M I0aJileKBaTHO Ke ce
oxroBopu Ha uctute [15].

Hepuemmia Ha AaHraKMaHOT Ha IEeHTpUTe 3a
3paBCTBeHa I'pu;Ka ¥ HUBHOTO BJ'[P[iaHPIe

HecooiBeTHHOT aHTa)kMaH Ha LEHTPUTE 3a MeJUIMHCKA
T'pIrKa J0Be/IyBa J0ro/IeMy pa3oyapyBatbaKaj mal[lieHTUTe.
lckycTBaTa BO BUJ] Ha KPaTKH U MOBPILIHKM HHTEPAKLIMH CO
He3auHTepeCUpaHu WK HeKBaTU(PUKYBAHA MeUIIMHCKA
JNIA, KaKo M OrpaHMYeHHOT MHPMCTAN JI0 MHOJIpIIKA
co3flaBaaT MepIielNiyja JeKa He ce JJOBOMHO LEHeTH W
TpPeTUpaHH Off CTPaHa Ha 3[paBCTBEHUOT cucTeM. [ler of
TAIeHTUTe Ce OTKA)KyBaaT Of MPEropayaHoTo CIIeIermhe
(follow up) Ha TeKoT Ha bonecTa IocyIe camMo efHa cpeda
CO CHCTEMOT 3a 37paBCTBeHA 3alITUTa Ha BO3PaCHUTE
nanpenTd. [lanpeHTuTe cMeTaaT Jeka Toa € 3aly[aHO
TPOILEEe BpeMe 1 JieKa M e TIOTPeOHO MOBICKO HMBO Ha
camo3allTiTa. Bapujainuute Bo TEKOT Ha Oonmecta MCTO
TaKa Wrpaar rojemMa yjaora Bo C/lelemeTo Ha Oosecra.
[TareHTTe €O MOCTAOMIIHM CHMIITOMH M TO/ECeH
(heHOTHII ce OTKaKyBaaT off 0Boj mpoiiec. CMeTaaT jeKa
Oonmecta IOBeKe MM IIpeTCTaByBala (DYHKIMOHA/IEH
mpo0ieM, 6e3 MPOMEHM BO TEKOT Ha TOJMHKTE, T1a TaKa
He UyBCTBYBAaT IOTpeba off MPernopavyaHoTo clefierhe Ha
0onecra. CIipoTHBHO Ha TOa, HAIIPeyBAkheTO Ha OojecTa
1 (PYHKIMOHAIHOTO BJIOLIVBAIbE € TPUUMHA BO3PACHUTE
naupeHTM co CMA moBTOpHO fa ja MpeucIUTaaT
TNOTEHIMja/IHAaTa ~ BPEJHOCT  Ha  3[[paBCTBEHaTa
3alllTATA ¥ AaKTHBHO [ia 0Oapaar 3JpaBCTBEHH VCIy
TH.

MoskHocTa 3a MpucTan [0 HOBU TpeTMaHH, KaKo IITO e
nusinersen (mpBaTa ofiobpeHa TepameBTCKa OIMIWja 3a
CMA) mpeTcTaByBa MOTHBAIIMOHEH MOMEHT O TOJIeMH
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pa3Mepu 3a MaljdeHTUTe 1 HUBHO ITIOBTOPHO BKITYUYBambhe
BO CUCTEMOT 3a 3[JpaBCTBEHa 3allITUTa.

3aBUCHOCTA Ha CEKOjJHEBHUOT KUBOT Off IIeHTPUTe 3a
VHBAJIMIUTETH U TIOMIPIIKATa Off 3aeJHHUIIATA

ITomomrTa off Apyry jMIa 3a Hera, MOA/PIIKA ¥ TTOMOII
IPY OCHOBHUTE [JHEBHHM MOTPe0M ce Meplenupar Kako
BUTaJIeH, HO MCTO Taka M KAKO IOCTOjaH IIpeJu3BHK,
0CO0EHO 3a MalMeHTHTe CO MOroneMd (DYHKIMOHATHH
omrTeTyBama. IlanueHTHTe TM  TOTBPAYBaaT OBHe
HEeJIOCTAaTOLM KOM Ce IPETEeKHO MPaKTHUHM, 0CODeHH
IpU aHTaKMpame Ha HaJBOpelIHM HeryBaTend. Bo
0BOj KOHTEKCT, KOHTHHVMTETOT Ha TpiKa Off CTpaHa
Ha JIOBep/IMBH HEryBaTed e MepLenupaHo Kako [ocTa
B&KHO BO OfIP/KYBarbe Ha IPMBATHOCTA, JOCTOMHCTBOTO
u ygobHocra. Tomemure mnpasHuMHM BO opMajHaTa
rpIJKa ce MCIOMHEeTH co HedhopMasiHa IPUsKa off CTpaHa
Ha CeMejcTBOTO U npujatenute. [IpakTiyHo, rpukaTa u
TOZIPUIKATA Off CTpaHa Ha CeMejCTBOTO M NpHUjaTeIuTe
e Tpero3HaeHa KaKo HeoJIPK/IMBa CO TeKOT Ha BPeMeTo.
3a HeKoM Off pojuTenuTe Mpu(akameTo Ha 0BOj YEKOP
IPeTCTaByBa TpayMa, Hopajy jkejbara 3a 3alITUTa Ha
HUBHOTO JIETe CO CITMHAIHA MYCKY/Ha atpoduja [15].

IIcuxomnomikara 6/1arococTojoa ¥ Hej3SHHOTO BIIHjaHIe

Bo3HEMHpPEHOCT Kako OfirOBOP Ha MPOMEHUTE BO
(busnukata yHKIHja

[lanenTnTe ONMIIYBAaT 4YyBCTBAa Ha [TaboOKa Tara
KaKo OfIrOBOp Ha TybOemeTo Ha He3aBHCHOCTA Koja
ce jaByBa KaKo pe3ylITaT Ha MajoT Ha MOTOpHAaTa
dyHkumMja. Hekow off manyeHTUTe MaK ja HerMpaaT OBaa
BO3HEMUPEHOCT, HAa TOj HAuMH 3aIUTHTYBAjKu ce off
rybemeTo Ha MoTopHaTa (pyHKIMja. Tpeba /1a ce ucTakHe
Ba)KHOCTA Of ITPEN03HABABETO HA CBET/IMHATA M CeHKATa
o7l eMOI[MIOHA/HUTe MCKYCTBA HA TAI[MeHTUTe KOU
TIaTeM CakKaaT Jja OMyIaT BpeJHYBaHM, a He COKaJTyBaHH.
CoxasnyBamaTa TMOHATaMy MOKe Jla JIOBeflaT [io

dpyerparuu [15].
Crurma u colyjasiig OueKyBama

CrurmaTusanyjaTa Biaujae Bp3 KUBOTOT Ha Ial[eHTHTE.
Kaj fien o1 manyeHTHTe CTEPeOTUIINTE 0ff OKOIMHATA MM
NpeTCcTaByBaaT HajrojieMa Hpeuka BO OCTBapyBame Ha
cBoute Busuy. CTepeoTUIIMTE Off Pa3/IMuHa IPUPoOJA Ce
IPUUKHA 32 Jla Ce 3alpaliaaT HaleHTHTe JaJi HUBHUOT
JKUBOT Bpeju Jia ce kuBee [15].

Hera u mopjpuika off CeMejcTBOTO U IpUjaTeIuTe
BO ajanTalyjaTa ¥ HaJMHHYBalbe Ha H30Mpame Off
3aeIHUIIATa
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CwiHHTEe MpEKH COCTaBeHM Off CEeMejcTBOTa U
TIpUjaTeNIuTe ja MoApKyBaaT MCUXOOLIKATA aflanTalyja
Ha oBue manueHTd. IlogfpimikaTa off OKOMMHATa
momMara BO IIpOIlecOT Ha camomnpudakame. MHTepecen
e (haKTOT ¥ JieKa MOJIPIIKaTa Off OCTAHATUTE BO3PACHU
uHpuBuayK co CMA moBeyBa 10 UyBCTBO Ha VI0OHOCT U
nHcnupanyja. [IpakTHUHUTE COBETH KOU T I00MBaAT O
TocTapuTe TAIMeHTH Ce HelpolleHIMBU. bUTHO e fa ce
HaIloMeHe U JieKa rojieM 0poj off ITallMeHTUTe OCeTUIIe Ha
CBOja Koyka M30/1alija Off OKOJIMHATa Mopaau (pU3NUKUTEe
orpaHuuyBama. [lopaju BakBUTe MCKYCTBa, Ce paraat
0CaMeHOCTa M KOIHE}KOT 3a COILWjaliHa BKIYUEeHOCT.
PajiyBa (pakTOT IITO MAIUEHTUTE CIIOfle/yBaaT CHUIIHA
Mpeska Ha KOHTaKTH CO CcollijaiHaTa oKomuHa [15].

[Tarmenture co CMA Kou ce Ha (hapMaKOOIIKK TPeTMaH
T IpKjaBUIie CJIeHABE He3a0Bo/eHH moTpedu [16, 17:

Cummnromure Ha CMA cé yirre ce mpucyThi [16, 17]

TpeTupanuTe MuIa Cé VIITe Ce TOJJI0KHI Ha IIporpecuja
Ha 6orecra [16, 17]

MHTpaTekasHaTa afMUHICTpALAjA He e CeKorall MOKHA
TIopaii CKonMo3ara Win <poetHara ¢ysuja [16, 17]

Hekou marjyeHTy He pearmpaat JoOpo Ha JI€KOT (HHMCKa
e(MKacHOCT) MM MCKyCYyBaaT HecaKaHH PEeaKIUh Of
nexort [16, 17]

Heron mamyeHTV MMaaT TeWIKOTHM CO IIPMCTAIOT [0
nexosH [16, 17]

IIpegusBuIE BO TeK Ha [UjaTHOCTHIIMPAILETO,
TPETMAHOT U C/Ie[IeHhEeTO

JloliHe e Ha [InjarHo3a 1 yraTyBame

MHory nexkapu He I'M Tpero3HaBaaT CUMIITOMHUTE Ha
CMA. Brynnara jaBHa cBect 3a CMA e Hucka. [loTpeOHK
ce MoOBeKe MOCeTH Ha JieKap, 0CO0eHO 3a ,[OIeCHUTe"
dopmu. [lonHeweTO Ha [MjarHosata e of HeJenu [0
Mmecer. OcobeHo, manpenTuTe co tunm 3 Ha CMA ce
IMjarHOCTHIPAAT JIOI[HA BO TEKOT HA TUHEjIePCKUTE
ropuHu. [16, 17]

Hegoctur Ha  pasOMpame Ha  BakHOCTA  Off
MYITHMCLUITIAHAPHATA CTaHap/IHa prka

3apyKeHnjaTa Ha TAlUeHTH WrpaaT KiIyyHa yiaora BO
TOJI/IpIIKATa Ha HOBOJMjarHOCTUIMPAHUTE TAleHTH U
HUBHUTe cemejcTBa. CTaHJapauTe 3a rpiska Bapypaar off
3eMja 0 3emja. [16, 17]

I/ICKHY‘IYBHH)E Ha I[IallMeHTOT OJ CUCTEMOT Ha
,[[I/IjHI'HOCTI/IL[I/IpaH)e n 3 paBCTBE€Ha 3alllTUTa



ANy

EMoliioHasHaTa BO3HEMMPEHOCT [ia ce CIpaBU CO
IMjarHo3aTa e HajTEIIKUOT Y4eKop 3a maiueHToT. Tpeda
7la ce CIOMEHAT ¥ TPOLIOIUTe KOM Ce IUPEKTHO MOBP3aHu
co bonecta. Popurenute ctanyBaat 24/7 crapaTeid KOU ro
peopraHu3upaaT CBOjoT KUBOT. [16, 17]

3aknyuonu

CMA e peTka, mporpeciBHa, HeBpojereHepaTiBHa 00ecT
Koja BOJIH /10 TYOMTOK Ha MOTOpHAaTa (QYHKIIMja X HaMajleH
OueKyBaH JKUBOTeH Bek [2, 4]. CMA e mpeau3BUKaHa O]
MyTanyja u/wm genenyja Ha SMN1 reHor [3]. UckycrBaTa
Ha MaljeHTHTe CO CIMHATHAa MYCKIyIHA arpoduja ja
HOTEeHIIMpaaT HoTpebaTa off pa3Boj ¥ TeCTHPabe Ha 100po
CTPYKTYPHPaHH, KOOPAMHUPAHU ITPOrPaMHu 3a IIPEMUH Off
TleTCKa BO aj[y/ITHa MeJIUIIMHCKA TPIKa, TIPUIarofeHu Ja
T 3a710BOJIaT noTpedute Ha narpenTute co CMA. UHute
HCTpPaKyBatba MOTPeOHO e fla 00e30efaT MPOIEHKU 3a
pacIpocTpaHeToCTa, TOBApOT M TPOLIOIUTE MOBP3aHU CO
TICHXOJIOIIKKAaTa BO3HEMUPEHOCT Kaj oBaa MOMNy/alluja,
KaKo ¥ 3a pa3Boj Ha eDeKTUBHU U OPKIMBH VCIVTH 32
TICHXOJIONIKA Hera, HOBM HMHTepPBEeHIMH W pecypcu. U
MOKpaj HampeJoKOT BO Pa30MpameTo M OTKPUBABETO
Ha 7ekoBu 3a CMA, ce yuiTe mocrojaT He3alloBOJIeHH
MeTUIIMHCKH TOTPEeOH.
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ABSTRACT

Giant ureteral calculi are defined as stones greater than 5 cm in length or circumference. These giant calculi
can cause blockage of the ureter, dilation of the kidney and also decreased kidney function if not treated in time.
The aim of this case report is to present maybe the first report of spontaneous passage with a spontaneous
elimination of a giant stone from the distal ureter toward urin bladder and afterward out from the urethra. We
present a case of a 58 year old woman with a giant stone on the distal part of the left ureter with consequent
ureterohydronephrosis. She was a low stature, obese, with hypertension and diabetes mellitus type 2. Patient was
proposed and planned for open left ureterolithotomy which she refused with the excuse that she is obese and
with diabetes. Her next visit to our unit was after 3 months where in our surprise, with a cloth on her hand she
held a giant stone 5,2 cm in length 1,2 cm in width and 32 grams in weight. The stone was with a very soft surface
without any thorns. To our knowledge in the literature there is no data of spontaneous passage and spontaneous
elimination of a such giant stone, and this it might be the only case reported, to date.

Key words: giant ureteral stone, spontaneous passage, spontaneous elimination, ureterolythotomy

INTRODUCTION expulsive therapy, active intervention with -either
shockwave lithotripsy (SWL) or ureteroscopy (URS),
factors affecting SWL treatment success, optimizing
success, and special considerations (e.g., pregnancy,
urinary diversion) [2]. The global incidence of urinary
stone disease is estimated to be 2-20%, whilst the lifetime
prevalence of urolithiasis is reported to be 5-12%. The
choice between watchful waiting and active management
until spontaneous passage is the main problem for the
urologist when managing patients with ureteric stones
[3]. Factors such as calculus location and size, the degree
of hydronephrosis and pain, and perinephric stranding
have been shown to provide general predictions of the
probability and duration of passage. These characteristics
allow the urologist to provide the patient with a general
prediction of the outcomes [4]. A ureteral stone is a
kidney stone that passes down into the ureter. The
likelihood of spontaneous passage of ureteral stone is
related to both stone size and location. Therefore most of
the small ureteral stones pass spontaneously. However,
stones larger than lcm in diameter and weighing more

The stones are composed of calcium oxalate or phosphate
in 80% of cases. Struvite (magnesium ammonium
phosphate), cysteine and uric acid are other types of
stones. The spontaneous passage of the ureteral stones
is depends upon both the location (proximal, mid, and
distal ureter) and size of the stone. Blockage of ureter due
to stones can lead to ureteric colic. Ureteric obstruction
can leading to impaired renal function and dilation of
kidneys [1]. A number of factors must be considered in
determining the optimal treatment for patients with
renal or ureteral calculi. These factors may be grouped
into four broad categories: stone factors (location, size,
composition, presence and duration of obstruction);
clinical factors (symptom severity, patient’s expectations,
associated infection, obesity, coagulopathy, hypertension
and solitary kidney); anatomic factors (horseshoe kidney,
ureteropelvic junction obstruction and renal ectopia);
and technical factors (available equipment, expertise
and cost). The guideline for the management of ureteral
stones include: conservative management, medical
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than 0.1 gram are less likely to be passed. Larger stones
are lodged usually in the lower narrower part of the
ureter. After the stone has resided in the ureter for some
time, the longitudinal diameter becomes greater than the
transverse diameter resulting in an elongated shape 2. In
general, ureteral calculus is single and less than 2 cm in
length. Occasionally, ureteral stones are multiple and
can be as large as 5 cm in size. Ureteral weighing more
than 50 gm in weight and about 10 cm in length is called
as giant calculus [5]. The prevalence of urolithiasis, or
urinary stone disease (USD), is increasing among adults
and children worldwide. Because the most common
symptoms of USD include severe flank and abdominal
pain, nausea, vomiting and hematuria, patients often
present to the emergency department for treatment
[6]. Approximately 13% of men and 7% of women will be
diagnosed with a kidney stone in their lifetime, and the
numbers seem to be increasing. Urinary stone disease is a
common disorder accounting for 122 of 100,000 outpatient
visits and affecting 0.2% of the population annually.1,2
With recurrence rates for urolithiasis as high as 70% over
10 years, nephrolithiasis leads to significant morbidity
and lost productivity [7]. Stone recurrence depends on
geographic, climatic, ethnic, dietary, and genetic factors.
Prevalence varies from 1% to 20%. Stone composition
is the basis for further diagnostic andmanagement
decisions. Stones can be classified by cause, aetiology of
formation, composition, and risk of recurrence. Further
classifications are based on stone size and location or X-ray
characteristics (plain X-ray appearance on kidney-ureter-
bladder [KUB] radiography). Non-contrast-enhanced
CT (NCCT) can be used to classify stones according to
density and composition [8]. In a patient who has a newly
diagnosed ureteral stone <10 mm and whose symptoms
are controlled, observation with periodic evaluation is an
option for initial treatment. Such patients may be offered
an appropriate medical therapy to facilitate stone passage
during the observation period [9]. Besides routine history
and clinical examination, investigations of patients
with suspected ureteric colic include plain abdominal
radiography, ultrasound, intravenous urography and
computed tomography [10].

CASE REPORT

We present a case of a 58 year old woman, when she came
to our urology unit in May 2016 complaining on left flank
pain and dysuria for more than 5 months. Urinalysis
revealed microscopic hematuria and pyuria. The history

Case report I

of her illness indicated that the patient continuously used
analgesics to reduce her pain. Urine culture was positive
for Proteus mirabilis and was treated with ceftriaxone 1
g twice a day for 5 days. Serum creatinine level was 130
mmol/, urea 12,4 mmo/l, Hemoglobin 14.6 g/dL and other
laboratory studies revealed no significant abnormalities.
She was with high blood pressure 160/95 mmHg and
with diabetes mellitus type 2 where glycemia was 7,6
mmo/l. She was a low stature 157 cm in hight and obese
with 89 Kg. Physical examination did not yield anything
apart from tenderness in left costovertebral angle
location. Ultrasound (US) detected hydronephrosis and
hydroureter on the left side. A plain abdominal film (KUB)
and computed tomography (CT) showed a giant stone on a
left distal ureter measuring up to 5 cm in length causing
ureteral obstruction. Patient was proposed and planned
for open left ureterolithotomy in view of the large size
of calculus and due to impaction of stone in the vesico-
ureteric junction. But, she refused the operation with the
excuse that she is obese and with diabetes. We warned
her that if not operated she would lose her kidney and
may cause other complications. She chuckled and while
laughing said, if “I lost one kidney, I got the other”. This
was her final decision. Her next visit to our unit was after
3 months where in our surprise, with a cloth on her hand
she held a giant stone 5,2 cm in length 1,2 cm in width and
32 grams in weight. It's quite unbelievable and impossible
that such a large stone can pass through the ureter
spontaneously toward urine bladder and what’s even

more shocking is to exit it out of the urethra. The stone
was with a very soft surface without any thorns (Figure 1).
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Figure 1: giant stone with soft surface and no thorns 5,2 x
1,2 cm and 32 gr weight

The new laboratory studies revealed no significant
abnormalities (urea and creatinine in serum were normal)
and ultrasound detected no signs of hydronephrosis.
To our knowledge there are no cases reported in the
literature, and this might be the only case reported, to
date. In the literature there is no data of spontaneous
passage and spontaneous elimination of a such giant
stone.

DISCUSSION

To the best of our knowledge, there are no published
case reports of ureteral calculi measuring 5 cm or more.
Giant ureteric stones are rare. However the etiology and
pathology of these stones remain unclear. The longest
stone was reported by Taylor in 1934 which was 21.5 cm
in length [11], Mayers indicated the largest ureteral stone
(11x 5.5 x5 cm), which weighed 286 g [12], and Sabnis also
reported a giant stone with 13 cm of length and 90 g of
weight [13]. Most of these giant stones were distal ureteral
calculi. This may be due to their role in distal ureteral
obstruction, which is a factor that increases the diameter
of the stone [14]. There are various techniques in the
management of ureteral stones, including extracorporeal
shock wave lithotripsy (ESWL), open surgery, medical
expulsive therapy (MET), ureteroscopy (URS), laparoscopy
(LAP), and PCNL. Drainage with an internal ureteral stent
is also common due to its positive effects on morbidity.
Nowadays, ESWL and PCNL are the two most commonly
performed treatments since they are minimally
invasive surgical methods that significantly decrease
the morbidity of stone removal. In these techniques,
success is determined by fragmentation rates and the
size of the remaining stone fragments [15]. Large ureteral
stones frequently cause pain and infection because of
stone impaction and pelvicaliceal system obstruction.
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This condition may result in partial or even complete
loss of the renal functions if the treatment is not done
promptly. Currently ESWL and URS are the most widely
used noninvasive treatment modalities for ureteral
stones [16]. Various treatment methods are available
for ureteric stones, varying from active surveillance or
minimally invasive management to open or laparoscopic
intervention. Avoiding operative stress, or merely
compliance with medication, are of concern to both the
physician and patient. However, the problem is how and
when to make the decision. Delaying this decision can
be associated with an increased risk of complications.
Therefore, predicting the possibility of spontaneous
stone passage is the key to deciding to opt for active
surveillance of a ureteric stone. Many factors could
influence the spontaneous passage of a ureteric stone in
the course of expectant treatment. However, the absence
of perinephric fat stranding (PFS) and tissue-rim sign
(TRS) are significant predictors for stone passage. These
signs, that can be easily identified at the initial evaluation
of the patient, should be considered when deciding to use
expectant management. [3]. There is total agreement that
stone size is the most important factor for predicting the
spontaneous passage of calculi. For urologists managing
patients with ureteric stones the uncertainties about how
long (if at all) it will take for a stone to pass spontaneously
is a common concern. However, this does not seem to be
discriminative enough when calculi are of mid-size. At
this stage the urologist needs more information to make
a valid clinical decision, but there is no clear result as
to which factor should be considered first and what are
the important interactions between all the factors [4].
A ureteric stone recently expelled from the kidney is
usually round or ovoid and as it descends, it becomes date
shaped. Stone that lodges in the ureter, may cause acute
or dull pain, obstruction and sometimes fever. Sometimes
it may even remain asymptomatic. Usually severe colicky
pain prompts the person to seek medical help. Prolonged
obstruction leads to atrophy of renal parenchyma and
functionless and destroyed renal unit above the ureteric
calculus. Although giant ureteral stone may form in
patients with normal ureteral anatomy, many authors
have reported that giant ureteral calculi form in patients
with congenital ureteral anomalies [5]. Watchful waiting
and medical expulsion therapy are the 2 most commonly
used conservative methods that have been increasingly
more frequently used in the treatment of distal ureteral
stones to allow spontaneous stone passage, especially in
patients who have less than grade 2 hydronephrosis [6].
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We demonstrated that left-sided ureteral stones seem
to pass significantly more often than right-sided in some
analyses. The reason might be that the right ureter is
typically adherent to the peritoneum, in contrast to
the left ureter, providing a better peristalsis in the left
ureter [17]. According to EAU/AUA, although patients
with ureteral stones >10 mm could be observed or
treated with medical expulsive therapy (MET), in most
cases such stones will require surgical treatment. No
recommendation can be made for spontaneous passage
(with or without medical therapy) for patients with large
stones [9]. This case report presents maybe the first
report of spontaneous passage with a elimination of a
giant stone from the distal ureter toward urin bladder
and afterward out from the urethra.

CONCLUSION

Giant ureteral stones (more than 5 cm in length or 30 gram
in weight) are extremely rare in the literature. Also, there
is no report of spontaneous passage with a spontaneous
elimination of a giant stone of 5 cm from the distal ureter
toward urin bladder and afterward out from the urethra.
Al data from the literature for the managament of a
giant ureteral stones prescribes a different procedures
of the treatment like minimally invasive treatments,
laparascopic and open surgery.
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ABSTRACT

Broad ligament cystadenofibroma and paraovarian mesonephric cysts and other paraovarian masses are part of
the adnexal pathology found in all age groups of females from fetuses to adult women, more commonly from 3rd
to 5th decade. They all contain 10-20% of all adnexal masses. Paratubal cysts, including Hydatid cysts of Morgagni,
are of paramesonephric origin, while paraovarian ones originate from Wolffian ducts. Borderline or malignant
tumours occur in 2-3% of cases. Broad ligament cystadenofibroma is a rare entity with only few articles published,
and scarce data concerning their incidence. Paratubal mesonephric cyst is more common than broad ligament
cystadenofibroma but there is also no data on their incidence.

This article presents a case of concomitant presence of paraovarian cyst and Broad ligament cystadenofibroma in
a 19-year-old patient, with no history of pregnancies. The patient sought medical attention due to abdominal pain.
Laboratory tests showed a reduction of haemoglobin and hematocrit values, tumour markers Ca 125 and CEA were
within normal limits, bHCG was negative. Transvaginal ultrasound and color Doppler revealed cystic adnexal mass
on the left side measuring 43 mm of dimension, and a small amount of fluid in Douglas pouch (Figure 1). Due
to abdominal pain and reduction of haemoglobin values, laparotomy was indicated and extirpation in toto of the
tumor was performed. The histopathology confirmed the benign nature i.e. paraovarian cyst and Broad ligament
cystadenofibroma. The case is presented regarding to extremely rarity of Broad ligament cystadenofibroma,
possible urgent conditions of paratubal mesonephric cyst, way of treatment and their diagnostic challenge.

Keywords: cystadenofibroma of the Broad ligament; paratubal mesonephric cyst; adnexal pathology, paraovarian
cyst, ultrasound diagnostic, urgency, pelvic pain

INTRODUCTION the paramesonephric Mullerian and the mesonephric
Wolffovian ducts, from their caudal and cranial
segments which remain in the mesovarium and form
the epoophoron and the paroophoron, the structures
from which paraovarian cysts can form in the future
[2]. The genital tract of the woman originates from the
paramesonephric Mullerian ducts [1]. Paraovarian cysts
arise from the mesothelium of Mullerian and Wolffovian
which are formed with an invagination of the embryonic

Anatomical  localization ~ of  Broad  ligament
cystadenofibroma and paraovarian mesonephric cysts
is between the ovary and the tubes in the small pelvis
[1]. Paraovarian masses can be benign, but rarely in 2
to 3% of cases may have malignant nature. They occur
in all age groups, from fetus to adult women with a
greater prevalence between 3rd and 5th decade. The
origin of paraovarian cysts is from the remnants of
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mesothelium. On the other hand, Broad ligament
cystadenofibroma is extremely rare tumor which has
mixed mesothelial and mesenchimal origin from the
mesothelium and fibroblasts of the endopelvic fascia. The
paraovarian cyst malignancy is rare and is represented
by 2-3% of cases and can spread from borderline to
malignant paraovarian cysts [3].

The symptomatology of Broad ligament cystadenofibroma
and paratubal mesonephric cyst varies from a feeling of
pressure, bloating, pain all of that depending mostly on
their size. Asymptomatic cysts are usually up to 8 cm in
size and they are detected accidentally during autopsy or
diagnostic imaging of another disease. On the contrary,
larger cysts that can reach up to 20 cm usually develop
more dramatic clinical symptomatology as a result of
pressure on the surrounding structures resulting in pain,
especially if the rupture, cystic haemorrhage or torsion
of the cyst was occurred.

The first diagnostic tool is ultrasonography which is
limited in the differential diagnosis between the ovarian
and paraovarian cysts. Computerized tomography and
magnetic resonance imaging can be helpful in the
reaching diagnosis. The risk of malignancy is greater in
cysts whose dimensions exceed 5 cm [4].

The management of these adnexal masses depends
on symptomatology. If their size is less than 6 cm can
be managed by monitoring the patient, even in the
postmenopausal age. According to the American College
for Obstetrics and Gynecology guidelines, all adnexal
masse which don’'t cause pain, bloating and do not
show signs of malignancy on ultrasonography, such as
septs, murals nodules, murals papillae, haemorrhagic
components, and thickened walls, as well as CA-125
marker is below 35 UI, can be monitored without
operative treatment. The frequency of controls depends
on the initial finding, the presence of pain, bloating, size
and ultrasonographic characteristics.

The therapeutic approach is by applying laparoscopy with
meticulous intent not to cause rupture of the cyst which
can cause spreading of its components resulting with
peritoneal dissemination if it is with malignant nature.
Urgent conditions may require laparotomy.

CASE REPORT

We describe a case of a 19-year-old girl which was
admitted in our clinic with abdominal pain and cystic
adnexal pathology. The personal history included

Case report I

menarche at 12 years, regular periods, no pregnancy
before. She denied having experienced weight loss, fever,
chills, night sweats, urinary tract symptoms or other
gastrointestinal complaints. The clinical examination
revealed a good physical appearance. There was a pain
on the left down abdominal quadrant deep in abdominal
palpation. On pelvic exam, a smooth, round, rubbery
mass, non-adherent to the surrounding tissues and no
vaginal bleeding was found. Laboratory tests showed
reduced haemoglobin and hematocrit values, tumour
markers CA 125 and CAE were within normal limits, bHCG
was negative. Transvaginal ultrasound 2D and colour
Doppler revealed a cystic adnexal mass with 43mm on
the left adnexal region (Figurel). There was also a small
amount of fluid in the Douglas pouch. A normal uterus
and normal right ovarium were described.
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Figure 1. Pelvic ultrasound of the patient revealed
unilocular cyst with translucent liquid.

Intensity of the pain increased during hospitalization,
there was also reduction of the haemoglobin and
hematocrit values. Laparotomy with transversal
Pfannenstiel section was indicated, and extirpation in
toto of the tumor was performed. Intraoperative there
was cystic hyperemic formation on the left fallopian
tube with dimensions of 50mm with signs of internal
haemorrhage and torsion 3 times around its axis. The
cyst had no attachments to the abdominal wall, intestine,
or mesentery and it was successfully removed during the
procedure. The uterus, both ovaries and right fallopian
tubes were normal. Patient recovery was quick and
uneventful.

Histopathological examination of the Operative Material
revealed both Cystadenoma of the Broad Ligament
(Figure 2A) and Paratubal Mesothelial Cyst (Figure 2B),
without signs of cytologic atypia.

Figure 2A. Photomicrograph of the Broad Ligament
Cyst demonstrating broad, variably cellular stromal to
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edematous pappilae, covered by a single layer of cuboidal
to columnar epithelium. (Haematoxylin & Fosin, original
magnification x 40).

Figure 2B. Photomicrograph of the Paratubal Cyst
composed of thin wall of fibrous stroma lined with
single layer of flat cells. Haematoxylin & Eosin, original
magnification x 40).

Cytology of the peritoneal washing was classified as
group I.

Figure 2. A. Broad ligament adenofibroma; B. Paratubarian
mesonephric cyst

DISCUSSIONS

Broad ligament cystadenofibroma is extremely rare
pathologyi.e.thereisonlyonereported case of paraovarian
cystadenofibroma from February 2016 [9] in which is
quoted that previously there was only one reported case
of paraovarian cystadenofibroma [10]. In spite of the fact
that paratubal mesonephric are more common, there is
no data on their incidence. Both tumours are documented
as paraovarian masses, which in most of the cases are of
benign pathology, especially when they are less than 5
cm in diameter and when ultrasonography cannot detect
pathognomic ultrasound signs of malignancy, such as:
septs, intracystic nodules, papillary growths, solid or
hemorrhagic intracystic masses and thickened walls. The
malignancy of paraovarian cystsis less frequent in 2-3% of
cases, more commonly in larger cysts above 5 cm, which
have the aforementioned pathognomic ultrasound signs
[4]. Tumour markers can also be used when malignancy
is suspected.

Appropriate diagnosis is challenging especially when
paraovarian, paratubal cysts from true ovarian cysts
need to be differentiated. The first diagnostic tool is
ultrasonography, which can reveal cysts suspected of
malignancy [5,6]. The challenge is especially in the larger
cysts. There are no pathognomic ultrasound signs that
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would help differentiate paraovarian from the ovarian
cysts [7], but a clear hyperechogenic border between the
ovarian tissue and the cyst can be helpful. Paraovarian
cysts may be mobile in relation to the ovary, however, it
depends on the size of the cyst, their location in the small
pelvis and the relationship with the uterus and the ovary.
In differential diagnosis, we encounter simplex cysts,
cystadenofibromas, hydrosalpinx, functional cysts, serous
cysts, peritoneal inclusion cyst, mucocele of the appendix,
uterine leiomyoma, adenomyosis, spinal meningeal cyst,
unicornuate uterus, lymphocele, cystic degeneration of
lymph nodes, lymphangioleiomyomatosis, hematoma,
and abscess. All these entities can be poorly interpreted
on ultrasound such as ovarian cysts [5]. Other diagnostic
tools include computed tomography and magnetic
resonance imaging.

Complications of broad ligament cystadenofibroma,
parartubal mesonephric cyst and other paraovarian
cyst are torsion, rupture and haemorrhage which can
lead to intraperitoneal bleeding and other complications
like infection, pelveoperitonitis and peritonitis.
Torsion causes lower abdominal pain which can mimic
appendicitis. Laparoscopic surgery is an option in the
management of adnexal masses; however, rupture
or puncture of masses should be avoided in favor to
prevent to prevent potential tumour dissemination in
the event of a malignancy. Excision of cyst is needed with
preservation of adnexa especially the ovary. Preservation
of the adnexa in female adolescents is critical, and
minimally invasive approaches should be used where is
possible. Laparoscopic cystectomy is possible in smaller
cysts with a benign ultrasonographic finding. On the
contrary, in larger cysts which cause pain, haemorrhage,
effusion as a result of rupture and torsion, laparotomy
should be performed.

CONCLUSION

Broad ligament cystadenofibroma is extremely rare
combined stromal-epithelial tumor. Only two other
cases of paraovaian serous cystadenofibromas has been
reported [9,10]. We want to highpoint that its imaging is
often complicated because its cystic- to solid-appearance
often resembles as a malignant tumor. Preoperative
differential diagnosis to exclude malignancy or borderline
malignancy is difficult with cystadenofibromas,
particularly in a young woman, when the preserve of
fertility need to be priority. Therefore, the ongoing
data collection with combined diagnostic imaging and
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histopathology is most important.
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ABSTRACT

BACKGROUND: Systemic lupus erythematosus (SLE) is an autoimmune disease. In this disease, the immune
system of the body mistakenly attacks healthy tissue. It can affect the skin, joints, kidneys, brain, and other organs.

The cause of SLE is not clearly known. It may be linked to the following factors: Certain medicines

Case presentation: We present 44 years old male with SLE- Lupus Nephritis. His disease started with swelling in
the elbows, shoulders, hands, knees, alopecia and other symptoms. We got challenge for treatment of this patient
and we use treatment with werry toxic medicamentations. He was diagnosed with SLE before he consult at our
clinic of Nephrology. He consult as the time he got Lupus Nephrit ( proteinuria and undr-knee oedemas). We make
renal biopsy couse there are 6 classes of lupus nephritis, so we cen and treat him by protocol for the class of Lupus
Nephritis he has disease. We got successful to control the LN.

The second case involved a patient who was first diagnosed with SLE at the age of 14 and began treatment at the
Pediatric Clinic. After a few relapses in the following years, he receives Cl. for Nephrology appropriate and by age,
for treatment with methylprednisolone therapy by protocol.

Keywords: Systemic lupus erythematosus, Genetic, Environmental, Hormonal, Lupus Nephritis, biopsy.

INTRODUCTION other factors can incrase the risk. [4]

Systemic lupus erythematosus (SLE), is an autoimmune
disease in which the body’s immune system attacks
healthy tissue in many parts of the body, by mistake.
SLE is also known simply as lupus. There are several
explanations for the term lupus erythematosus. Lupus
is Latin for “wolf”, and “erythro” is derived from epv0poc,
Greek for “red.” [1,7]

When we speak abouth identical tweens, when one is
affected there is 24% chance the other one will be as well.

We write about male SLE, because between 80 and 90
percent of those with the SLE disease are women, who
typically develop the disease between the ages of 15
and 44. Lupus, like many autoimmune diseases, affects
females more frequently than males, at a rate of about 9

Symptoms vary between people. Common symptoms
include swollen and painful joints, mouth ulcer, fever,
feeling tired, swollen lymph nodes, chest pain, a
red rash which is most commonly on the face. Often
there are periods of illness, called flares, and periods of
remission during which there are few symptoms. [12]

The cause of SLE is not clear. It culd involve genetics,
of environmental factors, or the same factors together.
Sunlight, smoking, female sex hormons, infections, and
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to 1..[6 The X chromosome carries immunological related
genes, which can mutate and contribute to the onset of
Lupus. The Y chromosome has no identified mutations
associated with autoimmune disease.

There is no clear consensus on why, but many experts
point to environmental factors over genetics ones.

A male get only 10 percents of the disease, usually SLE
manifest clinically before the age of 50 years old male.
When while women are affected more often, lupus in
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men tends to be more severe and have greater organ
involvement. The difference in frequency between the
sexes is often attributed to hormone imbalances. What
we can see often is female lupus patients with really high
levels of estrogen, and male lower levels of testosterone
and more estrogen than normal.

The early symptoms of male lupus are very non-specific in
terms of aches and pains, mouth ulcers and rashes which
are often difficult to diagnose. Reports often suggest
men with lupus have a higher frequency of involvement
of the pleura and pericard of the lung and heart- called
Serositis.. Also pneumonitis, pulmonary hypertension.

Men are more likely to develop nerve damage nerve
damage- peripheral neuropathy, differences between
men and women in terms of the number and type of
antibodies and blood test abnormalities, haemolytic
anemia, alopecia, seizures, vascular diseases, blood
clots, discoid lupus, increased risk of epilepsy and kidney
involvement.

When we speak about kidney involvement we cen say
something about Lupus nephritis. Lupus nephritis is
an inflammation of the kidneys caused by SLE. [11]
[12] [16][17] It is a type of glomerulonephritis in which
the glomerulus become inflamed. As the result of SLE,
the cause of glomerulonephritisis said to be secondaryand
has a different pattern and outcome from conditions with
a primary cause originating in the kidney.

Classification of Lupus nephritis:

(lass I disease minimal mesangial glomerulonephritis
(lass II disease mesangial proliferative glomerulonephritis
(lass I1I disease focal glomerulonephritis

(Class IV disease diffuse proliferative glomerulonephritis
Class V disease membranous glomerulonephritis

(lass VI, or advanced sclerosing lupus nephritis

Tabe 1- classification of Lupus nephritis.

Signs and symptoms include fever, edema, high blood
pressure, joint pain.

The diagnosis of lupus nephritis depends on blood tests,
urinalysis, X-rays, ultrasound scans of the kidneys, and a
kidney biopsy. On urinalysis, a nephritic picture is found
and red blood cell casts, red blood cells and proteinuria is
found. The World Health Organization has divided lupus
nephritis into six stages based on the bhiopsy. [9] [13]

The principal goal of therapy in lupus nephritis is to
normalize renal function or, at least, to prevent the
progressive loss of renal function. Therapy differs

Case report I

depending on the pathologic lesion. It is important to
treat extrarenal manifestations and other variables that
may affect the kidneys.

Corticosteroid therapy should be instituted if the
patient has clinically significant renal disease.
Use  immunosuppressive  agents, particularly
cyclophosphamide, azathioprine, or mycophenolate
mofetil, if the patient has aggressive proliferative renal
lesions, as they improve the renal outcome. .[5] [10] [14]
[15]

CASE REPORT
1-case

A 44-year-old man diagnosed with Systemic lupus
erythematosus. Initially, the disease began with swelling
of the elbows, shoulders, arms, knees, hypertensive
arterial disease, anemia, metacarpo-phalangeal and
proximal inter-phalangeal joint pain associated with
lumbar pain, morning stiffness.

The patient is consulted by a rheumatologist and
hospitalized at the Rheumatology Clinic.

After blood tests and immunological tests (antinuclear
antibody (ANA) testing and anti-extractable nuclear
antigen (anti-ENA), anti dsDNA), which are the basic test
of serological testing for SLE, treatment with SLE was
initiated and diagnosed. with corticosteroids and anti-
malarial drugs.

After a while, the patient also began to manifest knee
edema, swollen knee and ankle edema, anemia, high
blood pressure and consulted at our Neurology Clinic.
Laboratory analyzes showed Hg-78g / L, HCT-0.31,
WBC-4.6, Glikemia-6.0, Urea-12.5, Creatinine-136, Total
Protein-48, Alb-19, Ca- 1, 8, Proteinuria / 24> 543g / L
(9.7 g / diuresis) and thrombocytopenia in favor of Lupus
Nephritis

During our hospitalization at our Nephrology Clinic,
we did a kidney biopsy to diagnose which class of
Lupus Nephritis is at baseline. The result showed
Lupus Nephritis class IV, V and VI, glomerulonephritis
endocapsularis and extracapsularis. We started protocol
treatment with methyl-prednisolone shock, then
continued corticosteroid therapy with peer. Os, diuretics,
and ambulatory treatment with cyclophosphamide per
protocol (Endoxan).
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Renal biopsy show:

Glomerulonepritis  endocapillaris et, extracapillaris
partem membranosa (lupus nephritis class IV, V, VI).

Microscopically, the slices show 13 glomeruli with
surrounding  corticomodulatory tuberculosis. the
glomeruli are of impaired structure. Bowman’s
membrane is fibrous thickened, coated with activated
parietal epithelium that is adhered to visceral
epithelium. parietal epithelium proliferated in 3 of the
glomeruli. glomerular rearrangements are increased,
with increased cellularity and lobular activity, leukocyte
infiltration and decay, with thick basal membranes and
present double nom track changes. Tubulo-interstitial
nephritis shows changes in the severity of active chronic
tubular-interstitial-nephritis with tubular atrophy, and
blood vessels with pronounced onion skin lesions.

The biopsy results showed Lupus Nephritis class IV,
V and VI, glomerulonephritis endocapsularis and
extracapsularis. Classical class III and IV is one of the
most destructive classes, we started with corticosteroid
treatment pulse methylprednisolon 500mg daily x 3
doses, iv cyclophosphamide 1 g given monthly over a
period of 6 months, and antihypertensive drugs -Tabl
Nifedipine 20mg 1x1 a day. The treatment was conducted
according to the KDIGO protocol.

0000000000000

Some hospitalizations were also treated with blood
derivatives and plasma because of low blood count
parameters. We have achieved success in the treatment
of controlling SLE. At the next checkup the patient is
stabilized with a lab. analyzes: Hg-157g / L, Er-5.6 (10x12
/ L), Tr-225 (10x12 / L), Alb-37g / L, incl. pro-63g / L, Urea
(serum) -6.6, Kr (serum) -87, 24-proteinuria 4.8 and 1.6 liter.

Tabe 2- Tpeatment protocol for initial therapy in class I1I/
class IV LN:

Medication Dosing

INDUCTION THERAPY

MMF (mycophenolate | 2-3g IV/po daily x 6mon.

mofetil)

Cyclophosphamide Euro Lupus -500mg IV every
2 wk x 6 doses
High dose: 500-1000mg/m?2
IV montly x 6 doses

Methylprednisolone Pulse:500-1000mg IV daily x
3 doses, followed by 0,5-1mg/
kg/day of oral glucocorticoid
tapered to minimal effective
dose

MAINTENANCE THERAPY

MMEF (mycophenolate | 1-2g po daily x 3y

mofetil)

Azatioprine 2mg/kg po daily x3y

ADJUNCTIVE TREATMENT

Hydroxychloroquine 200-400mg po daily

Tabe 3- blood and urine parameter for hospitalization in our clinic of Nephrology and period when we use treatment

with endoxan.

6 .
1. endoxan | 2. endoxan 3. endoxan | 4. endoxan | 5. endoxan endoxan
Date Ref. val. 24/4/17 08/5/17 13/06/17 13/6/17 | 11/07/17 11/08/17 1/9/17 2/10/17
Er 5,5 3,78 3,68 3,8 3,87 39 4,58 5,51
Tr 21 237 186 171 192
Le 49 46 12,3 10,9 6,5 9,3 8,4
AF 11-85 55 67 64
AST 4-34 19 18 21 26
ALT 3-45 21 15 14 22
Glik 6,5 6 6 5 6,38 5 4,58 5,21
Urea 378 12 90 15,8 15 13 13 72 9,1
Creat 109 136 131 107 127 127 124 94 109
Ac Ur 450 522 610 413 447 504
t.
prot 65-80 48 42 51 62 57 62 63 66
Alb 35-50 19 19 23 23 31 23 37 34
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Na 135-145 141 137 140 140 139 138

K 3,8-5,5 4,2 46 41 44 39

Ca 2,1-2,6 1,8 1,82 21 2,03 2,04 2,16 2,16

Diure.-L. | -1,5 9000 1600 | 1800

Prot

Kvant. g/L 01 543 31

24/

Prot 0,2 9,75 6,01 2,83 2,0 1,8
2-Case In humans, exacerbations of SLE during pregnancy, post

This is a patient who was first treated at a pediatric clinic
at age 14 when SLE was diagnosed. Since then she has
been treated 3 times at the pediatric clinic for relapses of
primary disease. Over the past period, physicians’ advice
and therapeutic treatment have been regularly and
regularly followed. The first relapse associated with skin
rash, weakening, fatigue and lack of appetite associates it
with a operated nail on the toe.

Last hospitalization, worsening nephritis, febrility,
erythema of the face, skin rash, mild fatigue, nausea.
Previously the underlying disease was relatively well
controlled by alternate administration of Prenisolone
30mg / 48h and Imuran 100mg / dd with TA which was
well regulated by the tablet. Tezimet 1x1 / 2 per day. At
the last hospital assessment, relapses with elevated SE,
profound anemia, proteinuria 74 g / L and positive ANA
were observed. Due to leukopenia, Immuran is abolished.

During the last hospitalization, the following therapy is
prescribed: 3 pulses of methylprednisolone 1 mg daily
after completion of treatment with methylprednisolone
given continuous pre-dialysis therapy 60 mg / 24 hours.
Antihypertensive therapy Tabl. Cordipine Retard 1x1
daily and Tabl Tenzimet 1 + 1/2 day. Due to impaired
glycoregulation he was placed on a diabetic diet. Recent
results Se-58, Hb-95, Er-2.8, Le-6.3, Urine-alb +++,
Urea-16.8, Kreat-172, clearance-0.5ml / s. Total prot-46,
glycemia-5.9, C3-0.56, C4-0.34, 1gG-9.39, IgA-1.47, IgM-1.38.

DISCUSSION

Lupus erythematosus is a chronic inflammatory
disease that affects multiple organs or systems. It
has an unknown, multifactorial etiology, in which
the interaction of genetic predisposition and various
hormonal, environmental and infectious factors appear
to lead to a loss of immunological tolerance.

partum and menstrual periods due to rapid hormonal
changes are well documented, as there are numerous
reports associating the use of estrogen-containing oral
contraceptives and disease exacerbations. Men with lupus
are fertile, sexually active and have normal reproductive
history.

Because of the predominance of women in most studies,
little is known about the disease in men. Studies suggest
that the older men have higher mortality in one year than
women with SLE, suggesting that even men with lupus
have a more complex clinical course than women.

It has become increasingly clear that men with SLE
have more seizures, immune-mediated anemia (low
hemoglobin level) and lupus anticoagulant level that may
lead to thrombogenesis.

CONCLUSION

In summary therefore, males certainly do develop
Systemic Lupus Eritematosus but at far lower rates
then women and this often contributes to the delay in
diagnosing men with lupus.

There is no consensus on the presence of differences in
the clinical manifestations between men and women
with systemic lupus erythematosus. Further studies are
warranted and more awareness should be given once
sex differences affect the drug activity and it has been
suggested that specific therapies should be developed
based on gender.

We can say that treatment in Lupus Nephritis has been
a real challenge, because include toxic medications.
Patients with SLE and Lupus nephrit should always
cooperate with doctors and apply their advice. They need
to change many lifestyle habits and be verry patience.
However it is a disease which is not curable and must
be monitored continuously, due to the possibility of
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exacerbation.
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A RARE CASE OF ERYTHROMELALGIA - CASE PRESENTATION

Kotori.M, Kocinaj A

Dermatovenerology University Clinic - Pristina

ABSTRACT

Medicus 2020, Vol. 25 (1): 113-116

Erythromelalgia is a rare condition that primarily affects the feet and, less commonly, the hands (extremities). It
is characterized by intense, burning pain of affected extremities, severe redness (erythema), and increased skin
temperature that may be episodic or almost continuous in nature. Studies suggest that erythromelalgia, is an
disorder of some precapillary sphincters (constricted) causing deficient nutritive perfusion reflecting the local
tissue resulting worsening the redness, warmth, and pain. Female patient, 8 years old. She was admitted with
nodular changes on both legs (dorsal part of feet and left knee). Changes started 8 years ago but more sever last
two years. She complained of painful changes and high local temperature (she didn't wear any socks). Generally
she had atopic skin. Five years ago she was diagnosed with epilepsy (but she didn't use therapy anymore).

Key words: pain, erythema

What Is Erythromelalgia!

Erythromelalgia is a rare condition that primarily affects
the feet and, less commonly, the hands (extremities). It
is characterized by intense, burning pain of affected
extremities, severe redness (erythema), and increased
skin temperature that may be episodic or almost
continuous in nature.

Studies suggest that erythromelalgia, is an disorder
of some precapillary sphincters (constricted) causing
deficient nutritive perfusion reflecting the local tissue
resulting worsening the redness, warmth, and pain.

Because of the severity of the pain in erythromelalgia, and

the lack of good pain medication then, there have been
reports dating back to 1903 of amputation of the affected
limb. In 1903 H. Batty Shaw reported that in three cases
the pain was so severe, and that the affected extremities
are so useless, that amputation was performed.[57]

Female patient, 8 years old, admitted with nodular
changes on both legs (dorsal part of feet and left knee)
changes started 4 years ago but more sever last two years
complaint of painful changes high local temperature (she
didn’t wear any socks) generally she had atopic skin, Five
years ago she was diagnosed with epilepsy (but she didn’t
use therapy anymore)
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Burning Sensation in Feet

The Cardinal Symptoms of Erythromelalgia

?i’ Pain
i ?-nf VWarmth
' r =

Fig.1 Symptoms of Erythromelagia

Routine blood analysis were in range except the
leukocytosis

Urine normal
Fo=89(0.6-73)

IgF. total= 1153 TU/ml (0-90)
Thyroid test normal

EEG normal

MR of the head normal

Staphylococcus aureus from eroded site Fig.2 Pictures from the patient

Skin biopsy (Univesitas Klinikum-Tubingen)

Patient was treated with: antibiotics (Erythromycin
suspension a 250 mg every 6 hours 10 days) Aspirin thla 100
mg once daily, Ibuprofen/Paracetamol ,topical antibiotics
Fucidin cream and corticosteroid Momethason cream
emolients .
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There are not a lot of studies that have investigated the
prevalence of EM, so far only four have been conducted.
[42] The mean of all the studies combined results in an
EM estimation incidence of 4.7/100,000 with a mean of 1:
3.7 of the male to female ratio, respectively.[42][43]

Fig.3 Photo before treatment and after treatment In 1997 there was a study conducted in Norway that
estimated that the annual incidence of 2/100,000, with

a 1: 2.4 male to female ratio in this study population,
“epidermal acanthosis with a hyperplastic stratum respectively.[44] In 2009 there was a population-based
corneum with para - and orthohyperkeratosis. study of EM in the USA (Olmsted County, Minnesota), that
reported that the annual incidence was 1.3/100,000, with
a 1: 5.6 male to female ratio in this study population,
respectively.[45] The incidence in this study of primary
No vasculitis, no inflammation. No vasculopathy” and secondary EM was 1.1: 0.2 per 100 000 people per year,
respectively.[45] A study of a single centre in the south of
Sweden in 2012, showed the overall annual population-
based incidence was 0.36/100,000.[46] In New Zealand
(Dunedin) a study estimated that in 2013 the incidence
of EM is 15/100,000, with a 1 : 3 male to female ratio in
this study population, respectively.[43] This last study
has an estimation that is at least ten times higher than
the prevalence previously reported. This study recruited
individuals based on self-identification of symptoms
(after self-identification, patients where invited for an
assessment of an EM diagnosis), instead of participants
that are identified through secondary and tertiary
referrals that was conducted by the other studies.[43]

The histopathology describes

The upper dermis is fibrotic with an increased number of
capillary blood vessels.
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INTRODUCTION

Soft tissue reconstruction of the hand is always a complex problem to deal with because of the involvement of
muscle, tendon and bone.There are different flaps at our disposal that can be used to cover these soft tissue
defects.This flaps include local perforator based flaps, reverse flow forearm flaps, distant flaps like the groin
and abdominal flaps and free flapsl. The reverse posterior interosseous artery (PIA) flap is based on reverse flow
through the PIA via anastomosis with the anterior interosseous artery and the dorsal carpal arches near the wrist.
The distal reach of the PIA flap is also limited to the MCPJ of the fingers and the IP] of the thumb?2.

ANATOMICAL DATA

The posterior interosseous flap is Type B fasciocutaneous
flap based on the posterior interosseous artery, which lies
invested by the fascial septum between the extensor carpi
ulnaris and the extensor digiti minimi.

The artery gives off septocutaneous branches that spread
out on the deep fascia to form longitudinal fascial arcades,
as well as further branches that pass through the deep
fascia to supply the underlying deep extensor muscles.

In the lower third of the posterior forearm, direct
septoperiosteal branches to the ulna are also present3,4.

We found an anatomical study in 100 cadavers published
in British Journal of Plastic Surgery (2001),54,28-33,by
H.COSTA and other authors with very interesting results

The results confirmed that in 82 cases the artery
originated from the common interosseous artery and in
18 cases it originated from the ulnar artery.

The posterior interosseous artery passed distally in the
intermuscular septum and, in all of the 100 cadaveric
dissections,was found to reach as far as the wrist, lateral

to the ulnar head.

The anastomosis between the posterior and anterior
interosseous arteries, underneath the extensor tendons,
was present in all the dissections.

The artery gave off fasciocutaneous perforators along its
length through the septum between the extensor carpi
ulnaris and the extensor digiti minimi in all the cases.
Three main distinct patterns of septocutaneous vessels
were identified>5.

MARKINGS AND SURGICAL TECHNIQUE

The surface marking of the posterior interosseous artery
is drawn in a line between the lateral epicondyle and the
ulnar head with the forearm in full pronation. A point
9 cm (range: 7.5-9.5 cm) distal to the lateral epicondyle
marks the centre of the fasciocutaneous element of the
flap.

The important anatomical consideration is that the
fascial septum between the extensor carpi ulnaris and
the extensor digiti minimi, in which the vessels lie,
is orientated sagittally. In the distal half the artery is
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relatively superficial but in the proximal half the septum SURGICAL CASE
lies underneath the extensor digiti minimi and so the

. : A 46 year old man with a gun related injury
vessel is more deeply situated.

Preoperative Markings

This is the main reason why the dissection must be
performed from distal to proximal.

The pivot point of the reversed vascular pedicle is about
1.0 cm proximal to the ulnar head and the pedicle length
is about 7-8 cm 4,6,7.

Material and Method

5 distally based reverse flow posterior interosseous artery
flaps were performed for hand reconstruction between
2010 and 2015.

Each patient received a full surgical explanation and a
written consent was obtained.

All patients were males.
Their ages ranged from 35 to 57 years old.

The reconstructed areas included the dorsum of hand in
4 cases and the first web space in one case.

Two of the cases were post electrical burn sequelae, two
others road accidents and one of them gun related injury.

We measured in all of them the pedicle and defect length

We decided to establish a one year period of follow-up for
all the patients .

Flap Di i
RESULTS ap Dissection

We had complete survival of the flap in four of the cases
and only one partial survival

We had to deal with flap bulking in one of the cases after
six months.

The patients satisfaction varied from 7 to 9 in a range
scale from 5 to 10.

All donor sites were closed with STSG.
The mid pedicle length was 7.7cm.
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Post Op Result

Donor Site(11x6cm)
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CONCLUSIONS

The main advantage of the posterior interosseous flap
is the location of its vascular root at the anastomosis
between the posterior and the anterior interosseous
arteries, making it possible to use this flap in situations
where the main vascular radial or ulnar axes are damaged.

In our cases, we have found the flap particularly useful
for the reconstruction of first web space contractures and
large dorsal hand defects with tendon and bone exposure.

The posterior interosseous osteocutaneous flap is
useful in metacarpal reconstruction and thumb
reconstruction,leaving open possibilities for secondary
microsurgical procedures.

The major vascular advantages of this flap are the
location of the dorsal carpal anastomosis, which allows
it to be used even in the presence of extensive vascular
damage to the hand, and the preservation of the radial
and ulnar arteries, which are the major arterial supply
to the hand.
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INTRODUCTION

Medicus 2020, Vol. 25 (1): 121-124

Gangrene of the urine bladder is very rare life threatening acute urology disease that requires extremely fast
diagnoses followed by urgent and radical surgical treatment. Fronstein once noticed that gangrene of the urine
bladder is so rare that should be described each appearance as a separate case. The first such case was described
1650 by Willis (1). Two etiology factors have so far been described mostly for the occurrence of the vesical gangrene.
The first is the gangrenous cystitis that occurs in untreated acute cystitis in patients with reduced immunity or
in female who developed gangrenous cystitis post-partum (2), and the second factor is described as a complication
after embolization of the hypogastric artery or complication during pelvic thrombophlebitis (3). In the majority of
cases described, surgical treatment consisted of partial or total cystectomy and temporary urinary derivation (4).

AIMS

-Analysis of the diagnosis, operative and post-operative
treatment and follow-up of the patients with gangrene of
the urine bladder treated at our urology department.

- Comparative analysis of the results obtained with the
existing data in the world literature and relevant scientific
papers regarding surgical method used for the treatment
of such cases. - Determining the justification for second
surgical intervention and performing definitive urinary
derivation with ileal conduit.

MATERIAL AND METHODS

Three consecutive cases of vesical gangrene have been
treated in the past 18 months at the

Urology Department at the General City Hospital “8th
September” - Skopje, R of North Macedonia. All three
were admitted as acute abdomen with septic condition
and treated at the Emergency Center. Two of them were
treated due to complete vesical gangrene and the third

was treated first as acute abdomen caused by fibrotic
obstruction of the sygma as a complication after radiaton
therapy received for cervical cancer. The third case was
treated for vesical gangrene developed eight months after
the first surgery as a complication due to persistent recto-
vesico-vaginal fistula. The patient had also ren arcuatus
with bilateral uretero-hydronephrosis 2-3 degree.

RESULTS

Clinical examination, RTG of abdomen, ultrasound, CT of
abdomen, pelvic CT angiography and complete laboratory
analyses were used for diagnosis and indication for
urgent surgical treatment of the patients with the signs
of sepsis and acute abdomen. The intraoperative finding
revealed acute phlegmonoso-gangrenous peritonitis
caused by complete gangrene and perforation of the
urine bladder in two cases, and partial vesical gangrene
with vesico-rectovaginal fistula developed eight months
after partial resection and colostomy in the third
case. Emergency surgery with radical cystectomy and
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ureterocutaneostomy was performed on the patients
with complete gangrene and perforation of the urine
bladder. The third patient was treated as complication of
persistent urinary infection due to recto-vesico-vaginal
fistula and performed radical cystectomy with ileal
conduit as permanent urinary derivation. Six months
after the emergency surgery urinary derivation with
ileal conduit was performed in one of the patients due
to complete stenosis of the ureterocutaneostomy and
acute obstructive renal failure with metabolic acidosis.
The pathohistological findings confirmed presence of
gangrene of the urine bladder wall and phlegmona of
the lower part of the peritoneum. The two years’ post
operative follow up shows good health with normal
function of the ileostoma in both patients and normal
function of the ureterocutaneostoma in one patient with
normal values of the electrolytes and blood degradation
products.

DISCUSSION

In the current literature, the etiologic factors for the
occurrence of urine bladder gangrene include: urinary
infections, urinary retention, colovesical fistulas (5),
pelvic thrombophlebitis and recently more often
iatrogenic causes such as pelvic radiation, pelvic surgery
and the use of chemotherapeutic agents. In our cases the
reason for vesical gangrene in two patients was acute and
total occlusion of the a.iliaca interna s hypogastrica with
thrombotic embolus. In first case it occurred as a result
of pelvic thrombophlebitis due to hypercoagulability of
the blood and cardiac arrhythmia (picture-1,2,3).

Picture 1. Complete gangrene and perforation of the
urine bladder wall
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Picture 3 Gangrene of the front and upper wall with
phlegmonoso-gangrenous peritonitis

In the second patient thrombembolia of the hypogastric
artery occurred one week after the hip implant surgery,
complicated with phlebothrombosis of the right leg and
pelvis (picture 4,5).

Picture 4. Right hip implant one week before the
appearance of the UB gangrene
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Picture 5. Gangrene of the right vesical wall

Unlike the first two cases in the third patient the vesical

gangrene was caused by a prolonged bladder infection
caused by the appearance of a vesico-recto-vaginal Picture 7 Colovesical fistula with gangrene of the left

fistula. The patient also had ren arcuatus with bilateral upper vesical wall
uretero-hvdronephrosis (picture 6,7).

The clinical manifestation according to our described
cases could be divided in two categories: acute and
chronic signs and symptoms. Acute symptoms included:
abdominal pain, fever, tachycardia, tachypnea,
anuria, signs of ileus, laboratory signs of sepsis (high
level of urea, creatinin, potassium, hepatal enzymes,
hypoalbuminemia, hypoglobulinemia, leucocytemia, and
high level of CRP and D-dimers). RTG of abdomen showed
signs of ileus, ultrasound examination showed free liquid
in the abdominal cavity and CT revealed perforation of
the urine bladder. Chronic symptoms manifested in
the patient with vesicovagino-rectal fistula included:
continuous subfebril condition, constant suprapubic
pain, constant leakage of infected urine through the
vagina and rectum and secondary anemia. Retrograde
vesiculography and CT urography showed presence of
vesico-vagino-rectal fistula and bilateral hydronephrosis

Picture 6. Ren Arcuatus in patient with colo-vesical fistula I and 111 stage

CONCLUSION

Urine bladder gangrene is rare but extremely urgent
life threatening condition which requires radical
surgical treatment during the first 24 hours from its
appearance. Acute occlusion of one of the hypogastric
arteries with thromb embolus as a complication of pelvic
phlebothrombosis, according to our experience is the
most common cause for its appearance. Hence urgent CT
of the pelvis and abdomen and pelvic CT angiography are
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crucial diagnostic methods for differentiation from other
causes for clinical manifestation of acute abdomen. Long
presence of vesico-rectal or vesico-vagino-rectal fistula
could also result with partial necrosis of the urine bladder
wall, but unlike the acute occlusion of the hypogastric
artery it has chronic symptoms and signs. CT urography
and retrogarade urethrocystography are necessary
for confirmation of the persistence of the fistulas and
perforation of the urine bladder. The urgent patients with
clinical symptoms and signs of acute abdomen, should
be treated in two stages. The first stage should consist of
radical cystectomy with bilateral ureterocutaneostomy
as temporary urinary derivation. The second stage should
be performed at least 2-3 months after the first surgery,
where urinary diversion with ileal conduit should be
performed due to the frequent occurrence of stenosis of
the ureterocutaneostomas, as permanent treatment.

Key words: urine bladder gangrene, vesico-vagino-rectal
fistula, pelvic phlebothrombosis, chronic cystitis, post
partal cystitis.
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Sé bashku me doréshkrimin, dorézoni njé fage me
titullin e artikullit; emrin/at e autorit/ve, duke pérfshiré
emrin me jo mé shumé se dy tituj shkencor; emrin e
departamentit dhe institucionit né té cilin éshté héré
punimi; institucioni ku punon ( pér secilin autor); si dhe
emri dhe adresa e autorit té cilit do ti adresohen kérkesat
nga ana e Redaksisé (shihni Informacionet plotésuese pér
autorét)

Abstrakti duhet te jete me jo mé shumé se 250 fjalé.
Duhet té konsistojé né katér paragrafé, i klasifikuar né
Hyrje, Metodat, Rezultatet dhe Diskutimi (Pérfundimet).
Ato duhet té pérshkruhen shkurt, respektivisht, problem
genésor i studimit, se si éshté kryer studimi, rezultatet e
fituara, dhe perfundimi.

Tabelat, figurat dhe legjendat (shihni Informacionet
plotésuese pér autorét)

Fjalét kyqe -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 kyge: 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 ti
testoni ato, si dhe pérshkruani qéllimet 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 gé do té raportohet.

2. Metodat & Materialet: Ky paragraf duhet té pérfshijé até
informacion qé ishte né dispozicion né kohén gé 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 t'i
referoheni punimit né té cilin sé pari heré éshté pérshkruar dhe té

Information for authors I

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
statisTtikore, 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 gé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-bilitetit (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 -
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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 kéqija. 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 fuqginé 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
gjithmoné 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 hibliografi..

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 titullii artikullit; emriirevistés
i shkurtuar sipas ményrés sé Index Medicus; viti i botimit; numri
i véllimit; dhe numri i fages sé paré dhe té fundit.

Referencat e librave duhet té jepen sipas emrit té autorit, 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
vear of publication; the volume number; and the first and last
page numbers.

References to books should give the names of any editors, place
of publication, editor, and year.

In the text, reference numbers are given in superscript. Notice
that issue number is omitted if there is continuous pagination
through-out a volume, there is space between volume number and
page numbers, page numbers are in elided form (51-4 rather than
51-54) and the name of journal or book is in italics.The following is
a sample reference:
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Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
¢éshtja e numrave neglizhohet nése ka numértim té vazhdueshém
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-
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.

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
Shoqatés 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).

Revisté mjekésore - MEDICUS | 130

IS ISP

000000000000

Journal articles:

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-
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).












