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The Oath of Hippocrates Er

Upon having conferred on me the high calling of physician and
entering medical practice, I do solemnly pledge myself to consecrate 3%
muy life to the service of humanity. [ will give my teachers the respect 95
and gratitude which is their due. I will practice my profession with
conscience and dignity. The health of my patient will be my first
consideration. I will respect the secrets which are confided in me, even
after the patient has died. [ will maintain by all the means in my
power, the honor and the noble traditions of the medical profession..

My colleagues will be my brothers.

['will not permit considerations of religion, nationality,
race, party politics or social standing to intervene
between my duty and my patient. [ will maintain the
utmost respect for human life from its beginning even

Contrgpy to the laws of humanity. [ make these
$és solemp ly, free y and upon my honor
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ABSTRACT

Objective. The effect of weight loss on body fat distribution was examined through the trunk/total tissue and fat
mass ratios, indexes of central, abdominal obesity determined by dual-energy X-ray absorptiometry (DXA).

Material and methods. Following parameters were determined before and after weight loss: body mass index (BMI),
body weight (BW), total and trunk fat mass (FM) and its percent (FM%), tissue mass (TM) and TM fat percent (TMf%)
with DXA as well as DXA indexes of abdominal body fat distribution: trunk/total FM (Tr/To FM) and Tr/To FM%,
trunk/total TM (Tr/To TM) and trunk/total TMf% (Tr/To TMf%) in two overweight subjects.

Results. BW of 62.9+1.2 kg and BMI value of 28.98+0.78 kg/m2 before the weight loss lowered to 49.96+1.3 kg
(p<0.012) and normal BMI 22.81+0.62 kg/m2 (p<0.012). Tr/To TMf% value decrease from 1.02+0.01 to 0.97+0.03 was
significant (p<0.013) and Tr/To FM% value decrease from 1.04+0.01 to 0.99+0.02 was also significant (p<0.01). Tr/
To TM value decreased significantly from 0.55+0.02 to normal value 0.48+0.02 (p<0.019). Tr/To FM index value
decreased significantly from 0.56+0.02 to normal value 0.48+0.03 (p<0.033). Tr/To TM and Tr/To FM after weight
loss reached normal values.

Conclusions. It was confirmed that DXA indexes of central, abdominal obesity Tr/To TM and Tr/To FM were
increased in overweight subjects before the weight loss and lowered significantly after the weight loss to normal
values, indicating that normal BMI and BW reached after the weight loss were associated with normalized body
fat distribution.

Key words: dual-energy x-rays absorptiometry, abdominal obesity, weight loss

INTRODUCTION risk factor for disease, which is associated with increased
risk for cardiovascular disease. Android obesity, which
is predominantly visceral, intra-abdominal, is more
predictive of adipose-related comorbidities than gynecoid
obesity, which has a relatively peripheral (gluteal)
distribution. In a previous study, in 2011 Shubeska S. [2]
discovered with DXA that BMI increase in healthy women
was associated with a more pronounced abdominal body

Obesity is a medical condition in which excess body
fat has accumulated to an extent that it may have a
negative effect on health [1]. Obesity and central body fat
distribution are known risk factors for cardiovascular
and metabolic diseases. Excess abdominal fat is referred
to as android obesity and it is an important, independent
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fat distribution [3]. DXA enabled precise, accurate body
composition and body fat distribution assessment and
showed that BMI increase was associated with more
pronounced abdominal obesity, indicating substantially
higher risk for development of metabolic and
cardiovascular complications of the hyperinsulinemic-
dyslipidemic syndrome [2]. DXA is an excellent method
to measure and monitor body composition changes in
obese patients undergoing weight loss. DXA can precisely
monitor how much fat was lost during weight loss.

Some relationship ratios between central (android,
abdominal) regional tissue and FM to peripheral gynoid
regional parts of the body in patients with Cushing’s
syndrome (CS) were discovered as diagnostic criteria of
visceral, abdominal obesity in patients with CS [4, 5]. DXA
indexes of central, abdominal obesity trunk/total TM
and FM and trunk/total TMf% and FM% ratios discovered
extreme central body fat distribution in CS, differentiated
them significantly from healthy women with normal BMI
and obese with the same BMI as CS, and are discovered
DXA indexes of abdominal, central obesity that should be
used as DXA indexes of extreme central, abdominal obesity
in CS and non CS obese women. They are indicators of
abdominal obesity [5, 6]. DXA body composition and fat
distribution assessment may be useful in studies related
to obesity-associated risks [7, 8].

The aim of this study was to investigate body composition
and body fat distribution with DXA indexes of central,
abdominal obesity, trunk/total TM and trunk/total FM,
as well as trunk/total TMf% and trunk/total FM% and
their changes after weight loss with consequent normal
BMI and BW. It was important to discover weight loss
influence on body fat distribution.

MATERIAL AND METHODS

BMI, and BW reduction were determined in two
overweight postmenopausal (postMP) women before and
after weight loss, as well as total (To) and trunk (Tr) fat
mass (FM) and its percent (FM%), tissue mass (TM) and TM
fat percent (TMf%) and the changes of the DXA indexes of
abdominal body fat distribution Tr/To FM and Tr/To FM%,
Tr/To TM and Tr/To TMf%. BW and BMI values reduction
during weight loss were significant (p<0.012), and are
shown on Table 1.
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Tablel. BMI and BW values before and after weight loss

Before weight | After weight | P
lost lost

BMI (kg/m2) 28.98+0.78 22.81+0.62 0.012
Body weight (kg) 62.96+1.2 49.96:1.3 0.012
BMI - body mass index

Body height was measured by a wall stadiometer in
barefoot subjects with head in a horizontal Frankfurt
plane to the nearest 0.1 cm. BW was measured by a digital
scale while wearing light clothing and it was estimated
in kilograms (kg). BMI was calculated with the following
formula: weight (kg)/height (m2). DXA assessment was
performed with DXA System Lunar DPX-NT, which uses
encore 10.x Windows-XP Professional OS computers.
The entire body of the subject was scanned. During DXA
scan, the subject was in a supine position while the
x-ray scanner performed a series of transverse scans,
measured at 1-cm intervals from the top of the head to
the bottom of the toes. The DXA machine was calibrated
daily in accordance with the manufacturer’s guidelines
to ensure adequate quality control. The system enabled
simultaneous assessment of total and regional body
composition and body fat distribution.

Statistical analyses were performed using the statistical
software program SPSS for Windows, version 19.
Differences between the examined values before and after
the weight loss were tested by One-Sample T Test. P values
<0.05 were considered to be statistically significant.

RESULTS

Table 1. Tr/To TM, Tr/To TMf%, Tr/To FM and Tr/To FM% values
before and after weight loss

Before weight | After  weight p

lost lost
Trunk/Total TM 0.55+0.02 0.48+0.02 0.019
Trunk/Total Tf% 1.02+0.01 0.97+0.03 0.013
Trunk/Total FM 0.56+0.02 0.48+0.03 0.033
Trunk/Total FM% | 1.04=0.01 0.99+0.02 0.01
TM - tissue mass FM - fat mass

TMI% - tissue mass fat percent FMY% - fat mass percent

Tr/To TM value higher than cut-off point value of
0.52 before the weight loss indicated visceral body fat
distribution. Mean Tr/To TM value of 0.55 before weight
loss lowered significantly to mean value of 0.48 that is a
normal value (p<0.019).

Tr/To FM cut-off point value of 0.56 before the weight loss
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indicated visceral body fat distribution. Tr/To FM index
value decrease from 0.56+0.02 to normal value 0.48+0.03
was also significant (p<0.033).

Trunk/Total TMf% and Trunk/Total FM% also lowered
significantly after the weight loss (p<0.013; p<0.01). Tr/To
TM, Tr/To TMf%, Tr/To FM and Tr/To FM% values before
and after the weight loss are shown in Table 2.

DISCUSSION

Obese subjects have higher percentage of FM from the
total body mass compared to non obese. Central obesity
can be an early warning sign of a condition called
metabolic syndrome. The core abnormality of Metabolic
Syndrome is the increased body weight, and particularly
central, abdominal obesity as well as dyslipidemia. People
with metabolic syndrome have elevated blood pressure,
high triglycerides, low levels of HDL cholesterol and
insulin resistance. This combination of factors creates
an especially high risk for stroke, coronary artery
disease, cardiovascular disease-related mortality and
type 2 diabetes. DXA measurements of fat distribution
may be useful in studies related to obesity-associated
disease risk [3, 9]. There is a growing evidence that intra-
abdominal adipose tissue (IAAT), rather than total body
fat, is a risk factor for metabolic conditions associated
with obesity. For this reason, the evaluation of IAAT is
clinically important [10]. It was discovered with DXA
that BMI increase in healthy women was associated with
a more pronounced abdominal fat distribution [2, 3].
Because of that, effective methods for assessing visceral
fat are important to investigate its role for the increased
health risks in obesity [9]. There is an increased interest
in the evaluation of various methods for assessment of
body composition and fat distribution [11].

Menopause is a high-risk time for weight gain. PostMP
women have significantly more fat, a more central fat
distribution, andlessleantissue massthan premenopausal
(preMP) women [12, 13]. Menopause-related central body
fat accumulation potentially contributes to the increased
incidence of disease observed in postMP, compared with
preMP women [14, 15]. The subjects in this study were
postmenopausal.

DXA method determines absolute (kg) and relative (%)
total, bone, lean and fat body mass and separately their
regional values on arms, legs, head and trunk. Body
composition, including fat mass, body fat distribution and
muscle mass, gradually change with aging, even if the
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body weight and BMI remain unchanged. LBM decreases
significantly, while fat mass increases and is preferentially
stored in abdominal tissues [16, 17, 18]. Trunk FM increase
is a result of dominant android, abdominal FM increase
indicating increased risk for metabolic complications
[6]. Body fat distribution is simply determined with
DXA by the relationship of the regional (segmental) fat
compartments. The relationship of the predominantly
central, android, abdominal FM and tissue mass (TM) and
the gynoid (peripheral FM and TM) is an indicator of the
central, abdominal obesity [4]. DXA is fast becoming the
new “gold” standard” because it provides a higher degree
of precision in only one measurement and has the ability
to show exactly where fat is distributed throughout
the body. It's a very reliable method and its results are
extremely repeatable; in addition, the method is safe and
presents little burden to the subject.

It was found that low weight, independent of menopausal
status, leads to the typical gynoid pattern of fat
distribution while excess weight and obesity result in
an android pattern of distribution in pre- and postMP
women [7]. By measuring body composition, a person’s
health status can be more accurately assessed and the
effects of both dietary and physical activity programs
better directed. Since, a scale measures “body weight,”
which includes fat, muscles, bones and organs, it can’t
specifically tell how much fat had been lost, and the
only way to measure actual fat loss is to measure “body
composition,” not body weight in weight loss programs.
DXA can precisely monitor how much fat is lost during
weight loss [19, 20].

Total body analysis with DXA is the ideal way for the
serious athlete, the person monitoring or beginning a
program of exercise or weight loss, or anyone curious or
concerned about their health to receive a quick, painless,
accurate and confidential assessment of their body’s
composition. Also, measurements of body composition
and body fat distribution with DXA have provided a
research tool to study the metabolic effects of aging,
obesity, and various wasting conditions.

Changes in body composition during weight loss programs
might have a significant effect on long-term results and
sensitive DXA indexes of abdominal, central obesity are
needed, because of lack of normal reference data, which
is an issue that is currently being addressed.

CS patients are a discovered gold standard of extreme
central, visceral, abdominal body fat distribution. DXA
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indexes of central, abdominal body fat distribution in
Cushing’s (CS) could also be used as a gold standard for
abdominal obesity in non CS. They were discovered as a
diagnostic criterion of extreme central, visceral obesity in
CS. Shubeska-Stratrova S. (2015) [4], showed that the ratios
of insignificantly different central and peripheral regional
parts of the body, precisely differentiated the patients
with CS and non CS obese (non CS) with the same BMI as
(S (CO), and confirmed central body fat distribution in CS
[12, 20, 21]. In that study it was found that DXA indexes
trunk/total TM and trunk/total FM ratios differentiated
CS and CO with very high significance (p<0.001), and
discovered extreme central body fat distribution in CS.
They differentiated CS patients significantly from healthy
non obese women (C) and CO, and could be used as DXA
indexes of extreme central, abdominal obesity in CS and
non CS abdominal obese women. DXA indexes of central
body fat distribution in CS could also be a gold standard
and diagnostic criterion of extreme central, abdominal
fat distribution in different types of obesity (non CS).

Cut-off points of the following indexes confirmed extreme
central, abdominal obesity: trunk/total TM ratio higher
than 0.52 and trunk/total FM ratio higher than 0.54 [4,
12]. Normal cut-off point values were discovered, trunk/
total TM value lower than 0.51 and trunk total FM value
lower than 0.52. Tr/To TM index cut-off point value of 0.51
differentiated CS patients and C with normal BMI and
body fat distribution with sensitivity, specificity, postitive
and negative predictive and diagnostic value of 100%. Tr/
To FM index cut-off point value of 0.52 differentiated CS
patients and C with normal BMI and body fat distribution
with sensitivity and negative predictive value of 100%,
specificity of 83.3%, postitive predictive value of 85.71%
and diagnostic value of 91.67%.

In this study, mean Tr/To TM ratio value of 0.55 was
higher than normal cut-off point value of 0.51, which
confirmed abdominal body mass distribution, and
it reduced to normal mean value of 0.48 indicating
normal body fat distribution. Also, mean Tr/To FM
ratio value of 0.56 was equal with cut-off point value
of extreme central, abdominal obesity, and it reduced
to normal mean value of 0.48 indicating normal body
fat distribution. Tr/To TM reduction during weight loss
was significant (p<0.019), as well as Tr/To FM reduction
(p<0.033). Trunk/Total TMf% and Trunk/Total FM% also
lowered significantly after weight loss (p<0.013; p<0.01).
Significant reduction in these indexes of central obesity
after the weight loss confirmed reduction of abdominal
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obesity and normalized body fat distribution.

CONCLUSION

It can be concluded that trunk/total tissue mass and
trunk/total fat mass ratios values before the weight
loss confirmed abdominal obesity indicating higher
cardiovascular risk in DXA examined overweight
subjects. Significant reduction in BMI, BW and these
indexes of central obesity, trunk/total tissue mass ratio
and trunk/total fat mass ratio, trunk/total TMf% and
trunk/total FM% and their change to normal levels
after the weight loss, confirmed reduction of abdominal
obesity and consecutive normalized body composition
and body fat distribution. This showed that body weight
reduction in overweight subjects and especially in
obese subjects is important in order to improve body
composition and body fat distribution and minimize the
cardiometabolic profile and risk. These results confirmed
that DXA measurements of body composition and body fat
distribution are very useful in studies related to obesity-
associated disease risk. Tr/To TMf% and Tr/To FM% are
also useful indexes in body fat distribution assessment.
This study confirmed that these indexes Tr/To TM and Tr/
To FM are worthwhile, diagnostic procedure parameters
of abdominal obesity and obesity associated risks.
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ABSTRACT

The protein isoformes that are products of the Apolipoprotein E (APOB) gene polymorphism have partially altered
biological activity and that may lead to greater susceptibility of the patients to microvascular complications
including Diabetic nephropathy (DN) in patients with the Type 2 diabetes mellitus (T2DM). The aim of this study
was to evaluate the association between the allele €2, €3, and €4 of the APOE gene, as well as their combination,
with the development of DN in patients with T2DM from the North Macedonia. The genotypic and allele frequency
of the polymorphisms rs429358 and rs7412 in the APOE gene was determined in a group of patients with T2DM
(with and without DN), and in the control group healthy subjects. The study is designed as a case-control genetic
association study. The samples from 88 patients with T2DM were analyzed, including 57 patients with DN and 31
without DN and 26 healthy controls. The demographic, clinical and laboratory data were analyzed in addition to
the genetic profiling of the patients.

Genotyping of the APOE gene polymorphism resulted in determination of the patient’s genotype: €2/€2, €3/€3,
€4/e4, €2/€3, €2/e4 or €3/€4, as well as of the alleles: €2, €3 or €4. The results revealed a statistically significant
association of the genotype €2/€3 (p=0.016) and the allele €2 (p=0.020) with the occurrence of DN compared to
the other genotypes and alleles. The presence of this genotype increases the chances of DN by 4,24 folds and the
relative risk by 1,50 folds. In conclusion, the correlation of the APOE gene polymorphism and the development of
the DN in patients with T2DM was confirmed indicating that there is a potential applicable value in the prognosis
and treatment selection.

Keywords: APOB; polymorphisms; Type 2 Diabetes mellitus; Diabetic nephropathy.

INTRODUCTION

The type 2 Diabetes mellitus (T2DM) patients
suffer wide range of additional multi organ complications
that largely influence their quality of life. The
pathogenesis of most of the complications is often not
completely clarified and the genetic predisposition can
be considered an important risk factor. One of the most
serious microvascular complication of T2DM found in 20
to 40% of patients is Diabetic nephropathy (DN) causing
chronic renal insufficiency (1, 2). Since it is a disease that
is multifactorialy influenced, the genetic factor cannot be
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excluded.

The APOE gene, located on chromosome 19, is considered
to play a main role in the lipid metabolism and transport
since it encodes for apolipoprotein E. Apolipoprotein
E has numerous functions in the transportation
of chylomicrons, cholesterol, and other important
metabolic lipid pathways and has been associated with
the pathophysiology of dyslipidemias in carriers of
certain genotypes. In terms of the polymorphism of this
gene, there are three most common alleles: €2, €3 and
¢d. Therefore, the resulting six possible genotypes in the
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population are: €2¢2, €3¢€3, eded, €2¢€3, €2e4 and €3¢4.
The protein isoformes that are products of some of the
genotypes have partially altered biological activity and
that may lead to greater susceptibility of the patients to
microvascular complications involving a range of clinical
entities, including DN.

The aim of this study was to evaluate the association
between the allele €2, €3, and €4 of the APOE gene, as
well as their combination, with the development of
diabetic nephropathy in patients with type 2 diabetes
from the Republic of North Macedonia. More closely, the
genotypic and allele frequency of the polymorphisms
rs429358 and rs7412 in the APOE gene was determined
in a group of patients with type 2 diabetes (with and
without nephropathy), and in the control group healthy
subjects. The association might help in reduction of DN
by prevention.

MATERIALS AND METHODS

This study is prospective, observational and genetic-
associated. The demographic, clinical, laboratory and
genetic data was gathered from a group of about 100
patients with type 2 diabetes, of which a subgroup of 57
patientsis with nephropathy and a subgroup of 31 patients
are without nephropathy. Patients were selected to have
had diabetes for a similar period of time. For the patients
with type 2 diabetes, the basic criteria were: HbAlc>6.5
mmol/L and under an oral antidiabetic therapy or with
insulin. For the diabetic nephropathy, the basic criteria
were: microalbuminuria 30-300 mg / 24 h (initial phase),
or microalbuminuria> 300 mg / 24 h (advanced phase).
The 26 control subjects were healthy blood donors and
volunteers who do not have anamnestic, clinical and
laboratory signs of diabetes, nor for kidney disease, nor
have family history.

Samples of less than 3 mL venous blood with anticoagulant
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(EDTA.Na2) were collected after a signed consent of each
patient was provided, as well as with the approval of the
Fthics Committee. The isolation of genomic DNA was
by the method of Gemmell and Akiyama (3). Molecular
analyzes were performed by genotyping using TagMan
fluorescent probes with a nucleotide sequence that is
specific to the amplified region of the respective gene,
labeled at the 5-end with the FAM or VIC fluorescent
reporter dyes, while at the 3™-end with the non fluorescent
quencher NFQ. The polymorphisms rs429358 and rs7412
and therefore the presence of alleles 12, K2, and [2 of the
APOE gene was based on fluorescence genotyping with
the qRT-PCR system (4,5).

The statistical and population-genetic calculations were
performed using RealStatistics 2015 and GenAlEx 6.5,
installed on Microsoft Excel 2016. The relationship of
diabetic nephropathy in patients with type 2 diabetes
was compared with the frequencies of genotypes and
alleles of polymorphism tested with Pearson’s Chi-square
test and with the Fisher Exact Test as well as with the
Cochran-Armitage Trend test. The normal distribution
was determined by the Shapiro-Wilk test. Furthermore,
the two-way Student’s t-test and the Mann-Whitney
U-test were used in case of deviations from the normal
distribution of the values of the corresponding parameter.
The probability index or odds ratio was also calculated.
The confidence interval (CI) was calculated at 95%,
respectively, with p <0.05. For the estimation of eligibility
of the group of the analyzed patients for population-
genetic studies the Hardy-Weinberg’s equilibrium, rate of
genetic diversity and heterozygosity rate were calculated.

RESULTS

The basic demographic, clinical and laboratory
parameters for the group of the patients with type 2
diabetes with and without nephropathy are shown in
Table 1.

Table 1. Demographic. clinical and laboratory data of the patients

Parametar All patients with T2DM ~ T2DM with DN T2DM without DN
n=88 (100%) n=57 (64,77%) n=31(35,22%)
Male, n (%) 48 (54,54) 36 (63,16) 12 (38,71)
Female, n (%) 40 (45,45) 21(36,84) 19(61,29)
Age (years + SD*) 49,73 +8,21 49,88 8,60 49,59 +7,82
BMI when diagnosed with T2DM (n + SD) 29,365 £3,75 30,28 +4,66 28,45 2,85
Systolic artery pressure (mmHg * SD) 132,47 £17,67 137,02 £19,91 127,93 15,44
Diastolic artery pressure (mmHg * SD) 83,755 + 8,53 85,44 9,32 82,07 7,74
HbAlc (mmol/L = SD) 8,8 +1,68 8,98 1,93 8,63 +1,43
Total Cholesterol mmol/L 472+1,18 4,78 +1,27 4,66 +1,10
HDL-C 1,02 + 0,265 0,96 +0,17 1,08 + 0,36

*SD = standard deviation
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Genotyping of the APOE gene polymorphism resulted From the patients with diabetic nephropathy, the 24
in determination of the patient’s genotype: €2/€2, €3/¢3, hour proteinuria values were significantly higher in the

ed/ed, €2/€3, €2/ed or €3/¢4, as well as of the alleles: €2,
€3 or €4. The results revealed a statistically significant
association of the genotype €2/¢3 (p=0.016) and the
allele €2 (p=0.020) with the occurrence of nephropathy
compared to the other genotypes and alleles (Graph 1).
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Graph 1. Differences in genotypes and alleles frequencies between
the non-DN and DN patients with diabetes. Bars represent the
percentage of patients with the genotype

patients with the genotype €2/¢3 (p<0,0001) (Graph 1).
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Graph 2. Differences in the values of 24-h proteinuria in the DN
patients with diabetes.

The results from the genetic analysis showed a
statistically significant association of genotype €2/
€3 with the occurrence of nephropathy. The presence
of this genotype increases the chances of developing
nephropathy by 4,24 folds and the relative risk by 1,50
folds (Table 2.)

Table 2. Applicability of the APOE polymorphism as a potential predictive biomarker for development of DN in patients with T2DM |
Statistic parameter Value Lower bound (95%) Upper bound (95%)
Sensitivity, % 38,60 27,09 51,60
Specificity, % 87,10 70,37 95,34
Positive Predictive Value (PPV) 0,85 0,71 0,98
Negative Predictive Value (NPV) 0,44 0,31 0,56
Relative risk, folds 1,50 1,15 1,96
0dds ratio, folds 424 1,37 13,11
DISCUSSION

Type 2 Diabetes mellitus with all the accompanying
complications is a disease with a pronounced familial
predisposition which confirms the genetic factor. People
who have a positive history of DT2 in first-degree relatives
have a greater risk of DT2. The environmental factors
also play a crucial role in the development of DT2. An
abundant calorie diet, high glucose intake and sedentary
lifestyle are among the first most challenging factors in
the onset of the disease (6,7). Therefore, the combination
of the genetic predispiosition and the environmental
factors may lead to early development of DT2.

The genetic association of certain gene polymorphisms
with the development of T2DM has been extensively
studied over the past twenty vyears. Integrative
approaches derived from genetic research at the level
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of genomic, transcriptional, epigenetic, proteomic and
other levels have also been published in recent years
(8). With the application of genome-wide associative
studies by examining the connection of single nucleotide
polymorphisms, over 100 gene loci have been found to
be considered to play a role in the development of the
disease.

Although the number of studies of the APOE gene
polymorphism is not as high, it is a subject to intense
research since it was found that it can be considered a
prognostic and risk factor for other complications of
diabetes such as cardiovascular disease, cerebrovascular
and ischemic infarcts, retinopathy, and others. The
polymorphism of the APOE gene is a candidate genetic
marker for the development of DN. In most references,
the frequencies of allele K2 and the genotype K2 / K3 are
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significantly higher in patients with DN while the alele [3
and the [3 / K3 genotype were found to be renoprotectve
(9). According to the results of the Japanese study of Araki
et al. (10) allele K2 is designated as a prognostic risk factor
for the development of DN in patients with DT2. Early
determination of the risk for diabetic nephropathy may
give an opportunity for taking preventive and therapeutic
measures resulting in possible delay of this complication.

In conclusion, the detection of the APOE polymorphism
in patients with DT2 can help in prediction of the
development of the complication and such patients are
candidates for appropriate renoprotective medicaments
in combination with more frequent controls and certain
dietary and lifestyle recommendations.
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ABSTRACT

Background: Hyperhomocysteinaemia either due to mutation of the enzyme methylentetrahydrofolate reductase
(MTHFR)geneordeficiencyofvitaminB12andfolicacid,hasbeenreportedasariskfactorforcoronaryarterydisease(CAD).
The aim of this study was to determine the concentration of total homocysteine (tHcy) and prevalence of C677T
mutation of methylentetrahydrofolate reductase (MTHFR) in healthy subjects and in patients with coronary artery
disease (CAD). Also, to evaluate the concentration of tHcy and to analyse if might this mutation will use for
prediction of diagnosis of this disease.

Material and methods: The investigation comprised 123 healthy subjects control, and 81 consecutive angiography
confirmed CAD patients. The concentration of plasma tHcy was determined by cyclical enzymatic method and the
MTHFR gene polymorphism was analyzed by the polymerase chain reaction (PCR) and restriction fragment length
polymorphism (RFLP).

Results: The concentration of plasma tHcy in healthy subjects was statistically significant lower compared with
patients with CAD, p<0.001. The highest frequency of mutation of MTFHR gene C677T, was found for genotype CT,
then follows wild genotype CC and the lowest frequency of genotype TT in control and CAD groups.

Conclusions: The results have that plasma tHcy levels is a contributing factor for
development of this disease CAD Influence of polymorphysm of MTHFR gene in the examined
alleles and their combinations in genotypes on occurrence of CAD was not statistically significant.
Key words: total homocysteine, coronary artery disease, methylentetrahydrofolate reductase

shown

hyperhomocysteinemia have been identified as a risk
factor for atherosclerosis3. The mechanism for the
vascular lesions induced by hyperhomocysteinemia
remains unclear. Experimental evidence suggests that
Hey facilitates the vascular oxidative process, thereby
altering the coagulation system, and reduces the
vasomotor regulation of the endotheliumd4.

INTRODUCTION:

In spite of the large number of epidemiological data about
the association of hyperhomocysteinemia and artery
thrombosis, little is known about the pathophysiology.
A spectrum of mechanisms have been involved in the
occurrence of artery thrombosis. Some of them also
participate in the occurrence of vascular diseases 1,2.

Coronary artery disease (CAD) is the consequence of
atherosclerotic plaque disposition on the coronary
artery wall. High levels of total homocystein (tHcy),
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More recently, interest in the role of the genetic factor
in the occurrence of moderate hyperchomocysteinemia
has increased. Its manifestation depends on interactions
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between environmental and genetic risk factors.
Individual susceptibility to the disease has been
associated with functional allelic variation. Thus, the
identification of gene polymorphisms relating to the
formation of atherosclerotic plaques, and consequently,
thrombi, may contribute towards developing early
diagnostic methods and guiding preventive procedures5.
The latest investigations have demonstrated that the
gene responsible for MTHFR polymorphism is localized
at chromosome 1p 36.3 and it is composed of 11 exons
and 10 introns. Codon 677 of MTHFR gene on exon 4 is
responsible for hyperhomocysteinemia 6,7. The common
CKT change in the sequence of the genetic code in
MTHFR enzyme is at nucleotide 677 and the mutation
results in substitution of alanine by valine at position
222 of the polypeptide 7,8. Mutation of C677T gene might
influence composition of intracellular folate pool, and
therefore, the homozygous form of this mutation and the
heterozygous one in a lesser degree is associated with an
increased Hcy concentration and a low folate status 7,9.

The aim of this study was to determine the concentration
tHcy and prevalence of C677T mutation, of MTHFR in
healthy subjects, control and in patients with CAD and to
evaluate might this mutation will use for prediction of
diagnosis of CAD.

MATERIAL AND METHODS

The investigation comprised 204 subjects divided into
two groups.

1. Healthy subjects (control group), n=123
2. Patients with coronary artery diseases, n = 81

1.The control group of subjects was consisted of blood
donors from the Institute of Transfusion Medicine in
R of Macedonia, who were declared to be healthy by a
medical doctor. Exclusion criteria in the control group
included positive family history for hereditary disease
associated with impaired homocysteine metabolism as
well as diseases that were also known to be associated
with impaired homocysteine metabolism.

2.Coronary artery disease in patients was diagnosed by
ultrasonography and/or coronarography at the Clinic
of Cardiology, Medical faculty, Skopje, R of Macedonia.
Exclusion criteria in this group of patients was positive
family history for hereditary diseases associated with
impaired homocysteine metabolism, diabetes mellitus,
cerebrovascular insult, autoimmune diseases (systemic
lupus erythematodes), severe form of psoriasis, all types

Original scientific paper I

of carcinoma, kidney failure and transplantation, thyroid
gland diseases, usage of hypolipidemics and vitamin B6,
B12 and folic acid.

All patients and healthy inviduals included in this study
signed a written consent to participate in the study
which was approved by the Committee of the Ministry of
Education and Science from the Republc of Macedonia (
No. 13-1672/4-02).

Several days prior to blood analyses, each respondent got
specific instructions: to avoid protein-rich food or fatty
food 24 hours prior examination. Blood samples were
drawn from antecubital vein in the morning, after 10-12
hours fast. Concentration of serum tHcy was determined
by cyclic enzymatic method at the Institute of Medical
and Experimental Biochemistry, Medical Faculty in
Skopje. The assay method was based on enzymatic
conversion of homocysteine to S-adenosyl homocysteine,
followed by quantification of S-adenosyl-L-homocysteine
by glutamate dehydrogenase . NADH like coenzyme
transform into NAD+ and this is manifested as decline
apsorbancy to 340 nm 10.

Genetic polymorphism of C677T in MTHFR enzyme was
analyzed by polymerase chain reaction by Schneider 11,
at the Institute of Molecular Biology and Human Genetics
at the Faculty of Natural and Mathematical Sciences
in Skopje. Isolation of genomic DNA from nucleic cells
(leukocytes) was done with sodium chloride - extraction
and subsequent precipitation with ethanol, amplification
of regions of MTHFR gene was done by polymerase chain
reaction and detection of CXT missense mutation in
C677T in MTHFR gene was made by restriction analysis
(Polymerase Chain Reaction-Restriction Fragment
Lenght Polymorphism - PCR-RFLP),Figure 1

STATISTICAL METHODS

Genotype and allele frequencies in CAD and control
groups were compared by Chi square testing. The
characteristics of patients and controls were evaluated by
comparing biochemical findings using the Student t-test.
Additionally, we performed multiple logistic regression
model testing on the interaction of genotype and the
total Hey levels as a known risk factors. (*All analyses
were performed using SPSS v.11.5 (SPSS Inc., Chicago,
USA) statistical analysis software.) A two-tailed p value of
p < 0.05 was considered statistically significant.
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RESULTS

The results of concentraton of serum total homocysteine
in both investigated groups are presented on Table 1.
Patients with CAD had significantly higher levels of tHey
compared with control group, p<0.001.

In both groups, the highest frequency in the healthy
subjects and patients the mutations in the MTFHR gene
had C677T, heterozyguos genotype CT in (46% vs 50 %), of
homozygous wild genotype CC (44% vs 33%) and the lowest
frequency has the of genotype TT with (10% vs 17%) Table
2.

Comparison of tHcy plasma concentrations with a
specific C677T polymorphism genotype in the MTHFR
gene in all of examined groups is shown in Table 3. The
lowest concentrations of tHcy were obtained in both
investigated groups with genotype CC, higher in the
heterozygous CT genotype, and the highest in those
with a variant genotype TT individuals,. Analysis of the
differences have shown that statistically significant
were only among the genotypes CC and CT in the control
group (p <0.05). Differences in concentrations relative
to the genotypes of the both analyzed groups were not
statistically significant (p> 0.05).

The statistical comparison of the wild-type allele C allele
with those of the variant T and genotype the wild type CC
with those of the heterozygous CT or homozygous variant
TT of the MTHFR C677T polymorphism of the control
group in relation to examined group of patients with CAD
is shown in Table 4. From the table it can be concluded
that, the presence of either of the two alleles C or T does
not have a significant correlation with the risk of CAD in
relation to a control. healty group Namely, none of the
p-values calculated according to the two types of analyzes
from the group of x2 tests, nor did they show statistically
significance (p> 0.05) according to Fischer’s test. Similarly,
there is no connection either between the presence of
the wild type genotype CC, nor the CT and TT genotypes
containing the variant allele, with the examined group
of patients with CAD. Although with greater variations,
additional statistical analysis of the probability ratio OR,
risk ratio RR, and confidence interval (95% CI) confirmed
the absence of association of these genetic parameters
with the group of patients with CAD.

From all this it follows that the risk of CAD does not differ
significantly in persons with examined alleles and their
combinations into the genotypes.
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DISCUSSION

The levels obtained for total plasma homocysteine were
significantly higher in patients with coronary artery
disease in comparison with the control group, p<0.001.
Our data are in compliance with observations from a
number of other studies in which they confirmed that
hyperhomocysteinemia, even moderate, is a independed
factor for development of coronary artery disease 12-16.

The assotiation between higher risk of CAD in individuals
with hyperhomocysteinemia, so it is still  unclear
questionable.17.

The polymorphism of the MTHFR gene C677T is
responsible in most cases for mild to moderate
hyperhomocysteinemia and is one of the rare genetic
risk factors proven today. Our findings have shown
statistically differences in the healthy subjects, control
group between the lowest homocysteine concentration
in individuals with the genotype CC with higher in those
with the heterozygous CT genotype and with the highest
in those with the variant TT genotype, p<0.05. This fact
proves that the mutation of the MTHFR gene C677T may
affect the composition of the intracellular folate capacity
(pool), which is involved in methabolism of homocysteine,
so that the homozygous of this mutation, and to a lesser
extent the heterozygous, is accompanied by an increased
concentration of tHcy18-20. In this sense, it has been
proven that folic acid stabilizes and preserves the function
of the mutated enzyme, a fact that will be the basis for the
eventual treatment of hyperhomocysteinemia 20,21.

The MTHFR genotypes C67/T in control
group are associated with the level of tHcy.
The presence of either of the two alleles C or T does not
have a significant correlation with the risk of CAD in
relation to a healthy, control group. Namely, in the group
of CAD none of the p-values calculated according to the
two types of analyzes from the group of x2 tests, nor even
according to the Fisher test, show statistical significance
p>0.05. Similarly, there is no connection either between
the presence of the wild type genotype CC, nor the CT
and TT genotypes containing the variant allele, with
the examined group of patients with the CAD. Although
with higher variations, additional statistical evidence of
the absence of association of these genetic parameters
with the tested group is obtained with the values of
the probability ratio (OR), the risk ratio (RR), and the
confidence interval (95% CI) 19,22 .

Naghshtabrizi et all, show that there is compliance
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with most published papers that the risk for CAD is
related to the genotypes CT and TT and that there is a
statistically significant difference between moderate
hyperhocysteinemia and these genotypes 23. Some
studies, performed in patients with CAD, confirm our
understanding that hyperhomocysteinemia is a fact for
development of this disease, but it is not statistically
significant in the examined alleles and their combinations
in genotypes (p> 0.05) 24.

There are also other risk factors wich increased
the additional risk for development the CAD beside
hyperhomocysteinemia, there is a search for new such
as lipoprotein (a), fibrinogen, C-reactive protein, because
only with the classic conventional risk factors it is not
possible 25.

In our study, the average homocysteine level was
significanty higher in the patient group than the
control. This is in agreement with observations by other
investigatiors.

Also, our findings present mutations in the gene MTHFR
C677T are not single factors for development of CAD,
but they have influence on tHcy levels. The proven is
that the coronary artery disease is a complex disorder
where environmental and genetic markers both play an
important role.
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Tablel. The concentrations of the tHcy (mmol/L) in control and patients with CAD

tHey
mol/L Control Patients with
group N CAD p
Xx+p» [N
123 9,7£3,65 81 16+5,93 p<0.001

The results are expressed with mean + standard deviation, p statistically significance

Table2: The frequencies of polymorphism of MTHFR gene C677T in both groups

Genotype Control (%) CAD(%) )
N=123 N=81
CcC 44 33 <0.05
CT 46 50 <0.05
TT 10 17 <0.05

p, statistical significance;
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Table 3. Comparison of tHcy concentration (mmol/L) with the MTHFR C677T polymorphism genotype in control and
CAD group

Genotype Control grou Group of CAD
tHey (umol/L, tHey (umol/L)
N=123 N=81
CC 9,32 +£1,83 16,28 = 494
CT 12,24 + 2,82 19,81 + 5,28
TT 14,70 + 5,54 20,62 + 4,96
CCand CT p=0,001 p=0,054
CCand TT p=0,146 p=0,104
CT and TT p = 0,444 p=0734
The results are expressed with mean + standard deviation, p statistically significance 19 8bp

175b
Table 4. Comparison of the frequencies of the allele and genotypes of the MTHFR C677T polymorphism in the control

over the CAD group

Control CAD x2-test Fisher

Parameters (N=123) (N=81) Yates Pearson P OR RR 95%CI
P p

Alel
C 174 102 0.301; 0.232 0.261 1.472 0.825 0.781-2.775
T 72 60 0.301; 0.232 0.261 0.680 1.212 0.360-1.281
Genotype
CcC 60 8 0.351; 0.249 0.274 1.677 0.763 0.695-4.046
CT/TT 63 53 0.351; 0.249 0.274 0.569 1.311 0.247-1.439

* The statistical significance is calculated according to the x2 test with Yates correction and according to Pearson.

**Fisher’s Exact Test for Probability Two-way distribution; OR, Odds Ratio; RR, Risk Ratio; CI, confidence Interval at
Qs

1 2 3 4 5 6 7 8 9 10 11 M

Figure 1

Detection of MTHFR polymorphism. On lane 6 there is wild type (CC) genotype, on lanes 1, 3, 4, 9 and 11 there are
mutant heterozygous (CT) genotype and on lines 2,5,7,8 and 10 mutant homozygous (TT) genotype; M, molecular
weight marker
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»EP, [1P 1 KI-67 KAJ ITPUMAPEH KAPIIHHOM HA JI0JKA N KAJ
METACTA3U BO AKCWIAPHUTE TUMOHH JA3/TH®,

Apnunpa Jakymu !

"MHctutyT 3a [TaTonoruja, Knunnuku YauBepsutetcku Llentap-KocoBo

Medicus 2019, Vol. 24 (2): 142-148
AIICTPAKT

BoBep : KapuuHoMm Ha JjojKa € efleH MaJIMTHEH TYMOP MHOT'Y UecCT Kaj )KeHUTe U eJleH O] BOAEUKUTE MTPUUNHUTE TN
3a CMPTHOCT O Ma/UrHu 3ab0sTyBama Kaj JkeHnuTe BO CBeTOT. MoreKyriapHuTe OMoMapKkepy Kako 1To ce EcTporeHoT
u [IporectepoHoT, UMaar 3HauajHa yjiora BO TPETMaHOT Ha MallMeHTU KOU MMaaT KOPUCT Off eHIOKPKHa Tepariuja.
Heonamua 1 Ku-67 e paroprupat 3a n1a Ouzie He camo MPOTHOCTUUKU (haKTOp, TYKY U KaKO eJleH BayKeH MapKep BO
aryiMKaLyjata Ha afjjyBaHTHa Tepanuja. BakeH omiydyBauku aKTop 3a TepalleBTCKaTa cTpaTervja e MmpucycTBOTO
Ha MeTacTasu, 0cO6eHO BO perroHasHuTe TUMMbHHN jas3id, 3aToa BayKHO € JIa ce UCITUTA MOJIEKY/IapHUOT TTPOodus Ha
MeTacTasuTe, OUIEjKN HEKOU TIOJIATOIM YKAKyBaaT Ha HeCcTAaOMIHOCT Ha PerenTopuTe Ha TYMOPCKUTE KIIETKU BO
TEeKOT Ha MeTacTaTCKUOT ITPoLiec.

Len : Jla ce mpoydyaT XOPMOHCKUTe pellenTopyd U Ku-67 cO MMYHOXMCTOXEMUCKA MeToJla Kaj MHBA3UBHUOT PaK Ha
Iojka, 1 Ja ce criopenu ekcripecujata Ha EP, TP n Ku-67 momery npumMapHUOT TYMOP M METacTaTCKUOT TYMOP BO
aKCHIapHUTE JIMMMHU jasiin.

Iu3aja : VIcrmuTyBameTo € PeTpoCTIeKTUBHO-TTPOCTIEKTHUBHO.

Marepujan u Mmetoan: Bo ucTpaskyBameTo 6ea BKydeHH 30 MCTIUTAHWUKM, MMAIMEHTKH CO MHBA3UBEH paK Ha J0jKa
1 CO MeTacTas3u BO akcuiapHute muM@Hn jasznu. CybjekTruTe Kou 6ea BKJIYUeHU BO UCTPAKyBameTo, 6ea TIOJIoKHI
Ha pajuKaaHa MacTeKTOMUja M akcujajiHa [uceKiuja. HarmpaBena e aHanmu3a HAa MMYHOXMCTOXEMUCKUTE Ooerba
Ha TKUBOTO Off TTPUMAapPHUOT KAPIIMHOM U Ha TKUBOTO OJf METACTATCKUOT JIETO3UT BO aKCUJIApHUTE JIUMQHU jasi.
myHoxucToxemujarta 3a Ep, I1p u Ki-67 peuentopute Gelie nmpuMeHeTa CIiopes IPOTOKOIUTE Ha MPOU3BOLAUTENIOT.
(En vision+, DAKO Denmark).

Pesynratu : OBa UCIIUTYBawe € CIIPOBEJIeHO Ha TKMBOTO Ha TpUeceTTe TMallMeHTU-’KeHW Ha BO3pacT off 33 - 75
roguHn. TyMopoT co rpaguyc 2 goMuHupaiie Kaj 63.3% (19 ;xkenn). I'pazgyc 1 He e HajieH Kaj HUTY eJieH cJ1ydaj, JofeKa
co rpagyc 3 6ea mpoHajoern 36.7%(11 sxenn). EP-riosuTuBHN mpumapHu Tymopu Oea 76.7%, nopeka EP-niosuTuBHN
MeTacTaTCKU TYMOPU BO akcumapHuTe muMdHn jasnu 6ea 70%. CtarmkaTa Ha coBIiararme oetre 66.7%, Iofgeka cTarnkara
Ha HecoBIIarame oerre 33.3%. [1P-mo3suTuBHN MpuMapHU TyMopu 6ea 70%, mozeka [1P-TTo3UTUBHNI MeTacTaTCKU TYMOPU
BO aKcuiapHure TUMbHN ja3imu Oea 63.3%. Crarkara Ha coBarame Oelle 73.3%, mofleKa cTallkaTa Ha HecoBIlarame
berre 26.7%. Excripecujara Ha Ku-67 belte metektupana Kaj 80% IprUMapHU MHBA3MBHU KapLMHOMM Ha J0jKa, U Kaj
76.7% MeTacTaTCKM TYMOPH BO akcuiapHuTe muM@Hy jasnu. Crankara Ha coBrarame Oelie 83.3%, mojeKa crarkara
Ha HecoBrarame oOerte 16.7%.

3akyJok : Bo Hamata crynuja Hema 3HadajHa pasnuka 3a EP TP u Ku-67 peuenrropure, momery npuMapHUOT TYMOP
1 MeTacTa3uTe BO aKCUJIApHU TMMQHHU jas3ii, MeryToa Bo oBaa CTy/Mja ce 3abesiekyBa Jleka CTeTlleHOT Ha COBIArambe
3a EP u TP Bo oBMe fBe joKalMy 3a pak Ha [I0jKa He e MPeMHOTy BUCOKA, M HefoCTAaTOK Ha CUTHU(MUKaHIIa BO
OBOj acTieKT 61 Mesken fa 6ufle ropasyd MaaruoT 6Poj Ha MPUMepoI.BUCOKOTO MPUCYCTBO HA HecoBIMarame (Mako
HecurHnUKaHTHO BO MOMeHTOB) Ha EP u T1P perjerrropu rnomery mpruMapHUOT TYMOpP Ha JI0jKa U BO aKCWIapHUTE
MeTacTasu, He 03BOJIyBa MOKHOCT Jla ce cyrepupa feKa eKkcripecujata Ha efHa Jjiokauuja 3a EP u 1P na Bau
rofieAHAKBO U HA ApyraTa JoKalluja.

Kityunu 300poBU : ecTporeH, mporectepoH, Ku-67, perentop, KapiuHOM
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BOBE]]

KapijHoM Ha JI0jKa e eJieH MaJIurHeH TYMOpP MHOTY UecT
Kaj JKeHHTe, U aKo LITO Ce PacTe BO eieH eKCIIOHUpaH
OpraH, Koj ¥Ma jIeceH MpUCTAIl 3a caMoer3aMiHUpame U
KJIMHUAYKO Jujargoctuiimpame. OBa Heolla3Ma e rojeM
Ipo0JIeM U efieH off BOIEUKUTE IIPUUMHITEITH 32 CMPTHOCT
Of1 MaJINTHK 3a00/TyBaba Kaj JkeHuTe Bo cBeToT (1,2,3)

OBa HeoI/1a3Ma ce OIKIIYBa KaKO XeTeporeHa IpoMeH/INBa
0o7ecT, Kako BO KIMHUUYKUOT TaKa ¥ BO IATONONIKHAOT
acIeKT, HO MCTO Taka ¥ OJTOBOPOT Ha TepamujaTa U
IporHo3ara ce pa3indHu.(4,5,6)

Pusuunurte bakTopu 3a TMojaBa HAa paK Ha JI0jKa ce
VTBPIIEHH: BO3PACT, TOJ, PENpOAYKTUBHUTE (haKTOpH,
XOpPMOHAJIHaTa HepaMHOTeXa, IueTa, U Kako MHOTY UecTa
TojaBa IMOKaKyBa MIOBP3aHOCTA CO CEMEjCTBOTO, Kajie IITO
ce upentuduryaar ae renu (BPIJA1 m BPIIA2), kou
3HAUMTEJTHO T'0 3roJIeMyBaaT PU3MKOT Off PaK Ha Jiojka. (7)

IHBa3sMBHMOT  JYKTaleH KapIMHOM, MpeTCTaByBa
HajroyieMarpyraHa MHBa3MBeH paK Ha jojka. IHBa3sBHHOT
KapIMHOM Ha JI0jKa e Ipyla Ha enuTe/InjaHi MaJIurHu
TYMOPH KOY Cé KapaKTepu3KpaaT co MHBa3Kja Ha OKOTHOTO
TKHBO U € CO M3pa3eHa TeHJIeHIMja 3a MeTacTasu, Kaje
TI0YECTO Ce CPEeTHYBAaT aKCMJIApPHU TUMGbHH jas/u, Kou
BO HCTO BpeMe IIPeTCTaByBaaT 3HauaeH MPOTHOCTHUKH
dakrop. (7,8, 9)

[IpujaBeHn ce MHOTY OCHOBHM TYMOPCKM OMOMapKepu
3a mojo0po Mpero3HaBame Ha TyMOpOreHesara Ha
KapIMHOM Ha JI0jKa, IIporpecuja Ha 0ojecTa, MHCTPYKLMH
3a JIEKYBarbe, KaKo U 3a IPOrHOCTUYKYA U NPeBU/JINBH
menu. (3,10)

TpapunonaaHuTe Oomapkepu Kako 1irro ce Ecrporen (EP)
u [Iporectepos (ITP) He ce caMO KIMHUYKY IPOrHOCTUUKM
(aKTOpPH, TYKY MCTO TaKa MMaT CUTHU(UKAHTA VIIora Ha
ceNleKTHpame Ha MaleHTH Kou O0u umane OeHeduT of
eH/IOKpKHa Teparnyja. (3, 8, 10)

Ku-67 e buomapkep Ha KieTouyHaTa Ipomidepaliyja cTo e
n3paseHo(eKcIpecupa) Bo jaJipoTo Ha KIIeTKHTe BO (ha3uTe
Ha kierounuoT 1uknyc(Gl, S, M). Heogamua u Ku-67 e
paropThpaH 3a Jia Oujie He caMo MPOTHOCTUYKY (haKTop,
TYKY ¥ KaKo efleH Baj)keH MapKep Ha arylMKaliyjaTa Ha
ajjyBaHTHa Tepanuja. (11)

KnacMyHMOT XMCTOMATONOIIKY Tperses 3a MpPorHo3a U
TpeTMaH Ha MallieHTHTe BKIyUyBa : roJieMiHa Ha TYMOpOT,
XUCTOJIONIKYM TOATHI, CTereH Ha audepeHIujaiiuja,
MeTacTasu Bo nuMGHATe ja3mu, TMMQOBACKYIapHa
nHBa3mja, ekcripecuja Ha EP u TP penenitop, mpekymepHa
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eKcIpecuja Ha Xep-2/Hey W MHJEKC Ha mpomidepaiyja
npeky Ku-67.0Bue nogaroliiy ce fo0KMeH! Off BHUMATeTHUTEe
MATOIOIIKY aHa/IM31 BO TPUMEPOLIUTE Off Tal[ieHTUTe CO
KapIXHOM Ha Jojka. (3,8,10,12,13,14,15,16)

Baken opyuyBaukm  (paktop 3a  TeparmeBTCKaTa
cTparervja, Koja Ke TO Ofpegu HUAHUOT HCXO[ Kaj
TaleHTUTe, € MPMCYCTBOTO Ha MeTacTa3d, 0COOEHO
BO peruoHasHuTe JUMQHU ja3nu. [leHec, BaKHO e Jla
ce WHCIUTa MONMEKYTapHHOT Mpouym Ha MeTacTasH,
OMIejKM HEKOM TIOJIATOIM YKaKyBaaT Ha HeCTaOMTHOCT
Ha peIeNTopuTe Ha TYMOPCKUTE KJIETKM BO TEKOT Ha
MeTacTaTcKHoT mporiec (6,17,18,19,20,21)

IIEJT HA UCIIUTYBAILETO

1. [la ce ucnuta u crnopenu ekcrnpecujata Ha EP, IIP u
Ki-67, momery mpuMapHUOT U METACTaTUUKUOT TYMOP
BO aKCUIapHUTe TMM(HY ja3/u Kaj MHBa3UBeH JyKTaleH
KapIIMHOM Ha JI0jKa.

MATEPUJAJI U METOIN

OBa mpoyuyBawme BKIyUYyBa TpHUeCeT TMAalMeHTH,
IMjarHOCTUIIMPAaHU CO MHBa3MBEeH KapIMHOM Ha [I0jKa,
MpPeKy XUCTOMATONONIKO HCIUTYBame U3BPIIEHO  BO
Yuuepsurerckuor Kminuuku llenTap Bo Kocoso.

CuTe manyeHTH Ko¥ Oea BKJIYEHH BO TPOYUYBabETO MMaa
MeTacTasy Bo akcunapHute nuMbHn jas3mu. [laiueHtuTe
Owie TOIOKHM  HAa pajidKajHa MAaCTeKTOMMja |
aKcumapHa aucekiyja. Cute MaleHTH Ko Oea M30paHu
BO CTYHMjaTa, He Oea TOJ/I0}KEeHH Ha IIPeTX0/IHa Teparuja.

HcnvtyBameTo e peTpocreKTMBHO-TIPOCTIEKTUBHO, Koe
ce peamu3upa co napadUHCKU OTOKOBH M MPHMEPOI
Ha HOBM maiueHTH. [laneHTnTe Koy Oea MCIMTYBAaHU
Oea Ha Bo3pacT off 33-75 rO[[MHM, a UCIIUTYBAbETO Oele
omobpena o KomureroT 3a ETnka Ha MemuI[MHCKIOT
(axynTeT Ha YHuBep3uTeTcKaTa KiuHuka Bo KocoBo.

lIMyHOXMCTOXeMHUjaTa Ha MaHyajJeH HauMH Oeme
nprMeHeTa Kako MeTofi. UMyHoxucroxemujaTa 3a EP, [P u
Ki-67 perierrropurte Gelie ipuMeHeTa COpe]] POTOKOIUTE
Ha npousBoguresior. (En vision+, DAKO Denmark).

CeueHuTe TYMOpaZHM TKUBA 3-4 MMKDOHH, ce
nenapaduHUpaaT Npeky TomwmHa of 60*C 3a emeH
yac, MoToa ce MOTOMYBAaT BO UMCT KCUJION [iBa MaTH
of mo 15 MMHYTH, NpPOJO/KYBajKM Ha eTaHOI CO
pasmuny mporeHTr(99%, 95% u 70%) 1 3aBpuIyBajKu BO
JleCTWIMPaHa Bofia.
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JleTekTHpame Ha aHTUIeHOT ce U3BpIIH co oydep (ph 9.0
win ph 6.0) 1 co 3aTomiyBame Ha CajIOT 3a MCIAPYBakbe
(omoxry 95°C).

[Tocne 61oKMpame Ha eHjjoreHaTa IePOKCHIa3a, TKUBaTa
ce MHKYOMpaar co MpUMapHO aHTUTeNno 3a 30 MUHYTH
1I0TOA Cce BPIIM HCIUIaKHYBame co Tpuc oOydep 3a 10
MUHYTH, Ce alUIMIipa CeKyHJapHOTO aHTUTeno 3a 30
MUHYTH, TI0TOa ce WcIIakHyBa co Tpuc Oydep, ce
ammIyupa xpomoreHa cyocradua (JAB) 3a 10 muHyTH,
1a MOBTOPHO HCIUIAKHYBame CO JleCTUIMpaHa Boja 3a 5
muHyTH. CeueraTa ce 60ja[CyBaaT CO XeMaTOKCHJIMH 3a
e/THa MMHYTa, KOU Ce UCIJTAKHYBAaT CO TeUHa Bofia, I0Toa
ce JieXuprpaaT BO aJIKOXO0JT Ha TOj HAUMH 3ToJIeMyBajKu ja
KoHueHTanujara ( 70%, 95% 1 99%). ITo ucmIaKHYBambETO
BO K/IWIOM cCe MOKPWBaaT CO MOKPUBHO CTaKIO U Ce
rOTOBU 32 MUKPOCKOIICKO U3TJIe[lyBambae.

MUKPOCKOIICKA EBAJIYALINJA

Nurepnperanujata Ha EP u [IP umyHoxucroxemujaTta
ce M3BellyBa CIOpe], ymaTcTBaTa Ha AMePUKAaHCKOTO
3ppyxkenre 3a Kmuamuka Onromormja (ASCO). (22)
Pesynrarute 3a EP u 1P exkcripecuja ce ofpefyBaT Kako:
0, +, ++ 1 +++.

0 (HeraTHBO) HeMa HYK/IeapHO 00embe

+ (MO3UTHBHO) HYK/IeapHOTO Ooeme e 0-25%

++ (MO3UTUBHO) HYK/IEapHOTO Ooembe e 26-50%
+++ (HO3UTHBHO) HYKJIeapHOTO Ooeme e Haft 50%

luTepnperanyjaTa Ha MHAeKC Ha mnponudeparuja ce
Mepu mpeky Ku-67, Koja ce u3BegyBa ofi OlleHYyBaibe
Ha TMPOIIEHTOT Ha KJIETKUTe, cO O0eme Ha jalipoTo BO
[OJIMIbATA CO TIOBMCOKA MUTOTHUHA aKTUBHOCT.(23)

3a mapkepoT Ku-67 ro ynorpeouBme rpanuiiarta 14%, Kako
JIMUT 3a lepuHIpatbe Ha CIyJanTe BICOKa/HICKA.(24)

PE3YJITAT!

Bo wuctpaxyBamero Oea BKayueHH 30 MCITUTAaHUYUKH,
MaleHTKU CO MHBa3MBeH paK Ha Jl0jKa U CO MeTacTasu
BO aKcwiapHuTe muMbHU jasmu. [lanueHTkuTe Gea Ha
poceyHa Bo3pacT off 55.33 = 12.3 roguHu, HajMiajiaTa
malyeHTKa uManle 33 rofguHM, HajcTapara Oemie Ha 75
ropuiiHa Bospacrt.(Tab 2)

JlecHocTpaHa JloKanu3aiyja Ha 3abonyBame uMaa 43.3%
(13 keHu), co nmeBocTpaHa JIOKanM3anuja Oea 56.7% (17
skeun).(Ta0 1)
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Tymop co rpaguyc 2 momuHupanie Kaj 63.3% (19 kennu).
(Tab 1)

Tabena 1 Jlokanu3aluja U rpajiyc Ha TYMOP

Bapuja6a n (%)
Jlokanu3anuja

Jlecto 13 (43.33)
JleBo 17 (56.67)
I'papyc

2 19 (63.33)
3 11(36.67)

Tabema2  BospacT Ha MardeHTKY 1 rojieMUHa Ha TYMOPOT

Bapujabna mean + SD min-max median
BO3pacT 5533123 33-75

rojieMiHa Ha 3.39+198 1.3-115 2.5
TYMOPOT (cm)

Bo cornacHocT co pesynrartute of Tabena 3, EP-mosutuBHI
HpUMapHU TYMOPH 0ea 76.7% (n=23), mopeka EP-no3utuBHM1
METaCcTaTCKX TYMOPHM BO aKCHJIapHUTe TMM(HH jas3u Oea
70% (n=21). Crankara Ha coBmarame Oeme 66.7% (n=20),
ZofeKa CTalKkara Ha HecoBmarame Oemre 33.3% (n=10).
Mery HuB, 20% (n=6) marueHTKM uMmaa EP-mosurtuBen
npuMapeH Tymop, Ho EP-HeraTBeH MeTactaTcku, u 13.3%
(n=4) marenTKN uMaa EP-HeraTuBeH mpuMapeH TyMOp,
Ho EP-1o3uTHBeH MeTacTaTCKU TYMOP.

Kappa koeduuumentor umaiie BpegHoct op 0.153, mrro
VKa)KyBa Ha €J1ab0 coBIarame BO eKcrpecujata Ha EP
PEIIeNTOpPOT MOMEr'y MPUMMAPHUOT MHBA3MBEH [VKTa/leH
KapIMHOM Ha Jlojka M MeTacTasute BO JIUM(HUTE
aKCHMJIapHU ja3JI.

CraTMcTMUKAaTa aHa/iM3a 3a  KOMIlapalyjaTa Ha
eKcIpecjaTa Ha OBOj Mapkep Mery MpPUMApHUOT U
METaCTaTCKUOT TYMOP BO aKCHMIAPHUTE TUM(bHH ja3/i Kaj
VHBa3MBEH KapIMHOM Ha JI0jKa, He TIOTBP/IU CTaTUCTUUKH
curinduKanTHa pas3nuka (p=0.56).
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Tabena 3 Excrpecuja Ha EP perjentopoT momery npuMapHUOT ¥ METACTATUIKKOT TYMOP Ha JojKa

[lpumapen Tymop MeTacTaTHYKMOT TYMOP Ha JI0jKa

Ha fojKa EP nosuruB EP Heratus N Kappa T prlevel
EP nosutuBHu 17 6 23 0.153 0.848 0.397
EP HeraTuBHU 4 3 7

BkymHo 21 9 30

Chi-square = 0.34 p=0.56

Pesynrarute o Tabena 4 mokakyBaart fieka [1P-mo3utiuBHu
npumapHu TyMopu bea 70% (n=21), mogeka I1P-mo3utiBHI
METaCTaTCK{ TYMOPH BO aKCMIapHUTe TUM(HH jas3iu bea
63.3% (n=19). Crankara Ha coBmarame oerue 73.3% (n=22),
JlofleKa CTamkaTa Ha HecoBmarame Oemre 26.7% (n=8).
Mery nuB, 16,7% (n=5) manmeHnTky umaa IIP-no3uTuBeH
npuMmapeH Tymop, Ho [IP-HeratuBen meTtacraTcku, u 10%
(n=3) marpenTku uMaa I1P-HeraTHBeH mpUMapeH TYMOp,
Ho [IP-mo3uTHBEH MeTacTaTCKU TYMOP.

Kappa koedunuentor umanie BpegHoct op 0.403, mro
VKa)KyBa Ha CpeJiHa jauriHa Ha COBIIarabe BO eKCIpecujaTa
Ha [IP pemenTopoT moMery MpUMapHUOT WHBa3MBEH
KapIMHOM Ha Jl0jKa M MeTacTasuTe BO JIMMQHHUTe
AKCUJTAPHU ja3JTd.

He ce moTBpu cTaTUCTHMUKA CUTHU(DUKAHTHA pa3/iMKa
BO eKcIpecHjaTa Ha OBOj MapKep Mery MpPUMapHUOT U
METaCTaTCKUOT TYMOP BO aKCUJIAPHUTE TUM(pHH jas3/i Kaj
MHBa3MBeH KapiuHOM Ha f1ojka (p=0.58).

Tabena 4 Excrpecuja Ha [TP perienitopoT moMery IIpuMapHUOT i METaCTaTUUKKOT TYMOP Ha JiojKa

[lpumapen Tymop MeTacTaTHUKUOT TYMOP Ha JI0jKa

Ha fojKa [P no3utus [IP HeraTus N Kappa T prlevel
[1P no3uTuBHU 16 5 21 0.403 2232 0.026 sig
[IP HaraTMBHU 3 6 9

BxkymHo 19 11 30

Chi-square = 0.3 p=0.58

CormacHo pesynTaTuTe off Tabena 5 ekcrpecuja Ha Ku-67 Oeme erekrupana Kaj 80% (n=24) mpuMapHu MHBa3UBHU

KapLMHOMHM Ha J0jKa, M Kaj 76.7% (n=23) MeTacTaTCKu
TYMOPH BO aKcuiapHuTe nuMpHM jasmu . Cramkara Ha
coBmarame Oeme 83.3% (n=25), mojeka cramkara Ha
HecoBmarame Oeme 16.7% (n=5).Mefy HuB, 10% (n=3)
TaleHTKY Maa Brcoka npomudepanyja Ha Ku- 67 Kaj
npuMapeH TYMOp, HO HucKa Ku-67 kaj metacTasw, u 6.7%
(n=2) marMeHTKM MMaa HUCKa mpomidepaiuja Ha Ku-67
Kaj mpMMapeH TyMop, HO BHCOKa npomudepanyja Ha Ku-
67 Bo MeTacTaTCKu TYMOP.

Kappa xoedunumenror umanre BpegHoct op (.51, mrro
VKaKyBa Ha CpeJiHa jaurHa Ha COBIarame BO eKCITpecyjara
Ha Ku-67 pellenTopoT momMery MpUMapHUOT WMHBa3KBEH
KapIMHOM Ha Jlojka M MeTacTasuTe BO JUM(QHUTE
aKCUJIAPHU ja3/Tu.

CraTvcTHuM HecurHU(MKAaHTHa Oellle pas/iMKaTa BO
ekcripecrjata Ha Ku-67 perientopot Mery mpiuMapHHOT K
METaCTaTCKUOT TYMOP BO aKCH/IapHUTe TMMQHH jas/iu Kaj
MHBa3MBeH JIVKTa/leH KapIiMHOM Ha Jiojka (p=0.58).

Tabena5 Excrnpecuja Ha Ku-67 peLienTopoT momery mpuMapHUOT M METaCTaTUUKKOT TYMOP

[IpumapeH Tymop MeTacTaTUUKKOT TYMOP Ha JI0jKa

Ha AojKa Ku-67 Bucoka Ku-67 Hucka N Kappa T prlevel
Ku-67 Bricoka 21 3 24 0.510 2.806 0.005 sig
Ku-67 Hucka 2 4 6

BxymHo 23 7 30

Chi-square = 0.1 p=0.75
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CTATUCTUYKA AHAJIN3A

3a craTMCcTMuUKa 00pab0TKa Ha IIOflaTOLIMTe, I00MEHH
BO TEKOT Ha MCTpa)kKyBameTo Oelle HarmpaBeHa 0asa BO
cratuctuukuor porpam SPSS for Windows 23,0.

3a ofpeayBame Ha CTENEHOT Ha COBMArame BO
eKcITpecHjaTa Ha aHATM3MPAHUTe XOPMOHCKHU PerienTopu
Oere kKopucteH Kappa TecTor.

CriopebaTa Ha CTaTyCOT Ha OBME MapKeph Mery
MPUMapHUOT ¥ MeTacTaTCKX MHBA3WBEH KapILKHOM Ha
7ojka Oere aHaym3upana co Chi-square test).

3a  CTAaTMCTMUKM  CUTHU(MKAHTHM Oea  3eMeHH
BpenHocTuTe Ha p<0.05.

JUCKYCHJA

PakoT Ha [ojkaTa e HajuectaTa Heolla3Ma CO BHCOK
cTerleH Ha cMpTHocT. OBOj pak OCBeH CTeleHOT U
CTa[JUyMOT, HAa DYTMHCKM HAuMH Ce BpeJHYBa U CO
cratrycoT Ha XxopMoHckute peuentopu (EP u IIP) u
excrpecuja Ha Ku-67, npeKky UMyHOXMCTOXeMUCKY METOU
CO 1|e/l la Jloarame JIo TOYHATA JIMjarHO3a, W 3a Jla ce
n30epe coofiBeTHa Tepamnuja. (2, 24).

Hamata men  Oeme jJga TH  VHOTpeOuMe
MIMYHOXMCTOXeMUCKMTE METO/IH 3a J1a o UfIeHTH(DUKyBame
CTaTyCOT HAa XOPMOHCKHUTE DELeNTOpPU M eKcIpecujaTa
Ha Ku-67, mocakyBajku ma MoKaxkeMe COBIIarame WK
HecoBIarawme Ha OBHe MapKepu MoMery WHBa3MBHUOT
KaplMHOM Ha JI0jKa ¥ MeTacTaTMYKUOT BO aKCHJIapHU
jasnmu. OBOj MeTOfl HAa PYTUHCKM HAuUMH Ce M3BeyBa 3a
CEKOj C/Tyuaj co MHBa3MBeH KapIMHOM Ha JI0jKa, OujejKu
Ha mnanuHetute co mo3utuBeH EP u IIP um ce Hygu
ajjjyBaHTHAa XOPMOHCKa Teparnuja, 0ouuHo TamoKcudeH.
Ku-67 e efmeH BaxeH MapKep Ha alUIMKalldjaTa Ha
ajjyBaHTHa Tepamnuja. (23,24,25,26)

Ce nmpenmocraByBa [leKa BO  [OBEKETO — CJydau
MPUMApPHUOT TYMOP Ha JI0jKa r'o UMa UCTUOT XOPMOHa/IeH
npoua co MeTacTasuTe BO aKCHIapHUTe jas3mu. Bo
TI0C/IeJIHUBE TOJJMHU, MMa HEKOM aBTOPY KOU TIPeTCTaBuja
CBOWTE pe3ylITaTh CTO TMOKaKYBaT 3a HEeCOBIarambe
BO XOPMOHAJIHUTE pelleNTopy ToMery MNpUMapHUOT
KaplUMHOM U HHMBHUTE aKCWJIapHU MeTacTasu. Bo
crypujata Ha Amir E et al., e panmoprupan coBmarame
Ha EP u IIP peuentopute, momery mpuMapHUOT TYMOP
¥ MeTacTa3HTe BO aKCUIapHH ja3mu Bo camo 46%.(27) Bo
PeTpoCIeKTHBHATA CTYAMja Ha aBTopoT Broom RJ et al.,
Kajie 1mTo Oea BKIydeHu 80 cyyau, MMaliie HecoBITararme
on 21% 3a EP u 37% 3a IIP.(28) UcTo Taka Bo efHa Jipyra
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PETPOCIIeKTHBHA CTHMja CTEEeHOT Ha HecoBIarame
oemre 30% 3a EP, momeka 3a 1P 6emre 39%.(29)

[lomaToiure ofi Hamara CTygWja MOKaKyBaaT 3a
HecoBrmaratbe Ha EP wu [IP penentopure momery
NPUMApHUOT KaplMHOM M HAa MAaTacTaTUYKUOT CO
BpenHOCT ofi 33.3% omHocHO 26.7%. OBaa cTyaMja HMaKo
IITO BKJIY4yBa MaJl OPOj MMPHMEPOLIH, OKaKa PeTaTUBHO
HUM30K TIPOIIeHT Ha CoBMarame BO ctaTycoT Ha EP u IIP
nomery TPUMApHUOT M MATACTATMUKUOT KapI[MHOM,
CJIMYHO CO TOpeHaBelleHUTe CTYJUM, Mako LITO BO
CTAaTHCTUUKM acTeKT He MOKaKa CUTHU(DMKaHTHA Pas3uKu
Bo mpucycTBo Ha EP u IIP penerrtopn.

Bo HamaTa cTyguja CTeleHOT Ha coBmarame Ha EP
(66.7%) u TIP (73.3) cTaTycoT moMery mpuMapHUOT TYMOD U
MeTacTa3uTe BO aKCUIAPHU ja3Jiy, He e BO UCTa JIMHKja CO

CTY[JUNTe KOU [T0Ka/Kaa HajBUCOK CTelleH 3a HecoBIIarame.
(3,30,31)

CTo ce ofHecyBa 3a eKcrpecujaTa Ha Ku-67, momaTonuTe
Ofl HalllaTa CTyAMja He Hajjoa 3HauajHa pa3iuka Ha Ku-
67, momery mpumapHuoT TyMop(80%) U Kaj MeTacTasu BO
aKcUIapHu TUMGHH ja3nu(76.7%), OHOCHO CTeNeHOT Ha
coprarame Oerre 83.3%. CIMUHM MOJATOLM Cce HaoraaT
Bo crynujata Ha Taefik et al.,(32), Ho HeKou Apyru aBTOpPU
Hajfl0a HajBUCOKa eKcTipecuja Ha Ku-67 Bo MeTacTasuTe Bo
aKCHTapHH ja3/ii BO criopefiba co IPUMapHUOT KapIuHOM
Ha J10jKa.(33,34,35)

3AK/IYYOK

Hue mojmoBMe 10 3aKIVYOK Jeka BO HalllaTa CTyAHUja
HeMma 3HauajHa pasnuka 3a EPIIP u Ku-67 penjenrropure,
HoMery MPUMapHUOT TYMOP U MeTacTa3uTe BO akCUIapHU
nmuMbHH ja3id, MeryToa Bo 0Baa CTyIuja ce 3a0eexyBa
JieKa cTeneHoT Ha coBmarame 3a EP u IIP Bo oBue fiBe
JIOKaIlMM 3a pak Ha [I0jKa He e MpPeMHOr'Y BHCOKA, U
HeJIOCTaTOK Ha CUTHU(DMKAHIIA BO OBOj acIeKT O MeKes
Ia Ouje Tmopagu MamuoT 0poj Ha mpumepouu. [lopagu
OBaa MpHMYKMHA, Ce TperopauyBa Jla Ce 3rojieMd OpojoT
Ha IPUMEpPOLH, CO Iie/l 3a Ja MOMKeMe Jla JOCTHrame
1o BepnuBUTe 3aKiaydyord. OBa BMCOKO HMPHMCYCTBO Ha
HecoBIarame (Mako HeCUrHU(UKAHTHO BO MOMEHTOB) Ha
EP u IIP penerrtopu oMery mpuMapHUOT TYMOP Ha Ji0jKa
1 BO aKCWJIAPHUTe MeTacTasu, He JJ03BOJyBa MOMKHOCT Jla
ce cyrepupa jieka eKcIipecujaTa Ha efiHa Jiokaiuja 3a EP u
IIP ma Bayku MofieJHAKBO U Ha Apyrara JoKaluja.
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ABSTRACT

Introduction The aim of this study was to evaluate glycemic control in different age groups of diabetic patients at
first and last regular structured visit and to compare the results between groups with regular and irregular visits.

Materials and methods This research is a prospective, longitudinal clinical study performed in 2016-2017 involving
twenty specialists in family medicine in North Macedonia. Data from 276 patients were obtained, after one year
follow up, during which they were asked to have regular structured visits every 3 months. According to regularity
of visits, they were divided in two groups: a) regular and b) irregular. The patients were divided in three age
categories with age-adjusted target HbAlc level for optimal glycemic control: a) group I (<65 years) < 7%; b) group
11 (65-75 years) < 7,5%; and c) group III (>75 years) < 8%.

Results In age group <65 years with regular visits mean HbAlc was significantly improved from first to last visit
(p=0,001) and significantly more patients achieved age-adjusted HbAlc target for optimal glycemic control at last
visit vs. first visit (p=0,0176). This was not found in the same age group with irregular visits, as well as in the other
age groups, irrespective of regularity of performed visits.

Conclusion Younger patients <65 years demonstrated significant improvement in glycemic control after performing
regular structured visits. No significant improvement was seen in other age groups.

Keywords: age, HbAlc, glycemic control, diabetes, regular visits

INTRODUCTION safety. Findings from three landmark diabetes studies
conducted on middle-aged and older patients with type
2 diabetes, Action to Control Cardiovascular Risk in
Diabetes (ACCORD),[1] Action in Diabetes and Vascular
Disease: Preterax and Diamicron Modified Release
Controlled Evaluation (ADVANCE),[2] and the Veteran
Affairs Diabetes Trial (VADT),[3] demonstrated that
intensive glucose control (<6% or <6,5%) did not resulted
in improved cardiovascular outcomes. ACCORD trial
results demonstrated significantly higher cardiovascular

Diabetes management is a very complex process that
requires a lot of efforts for achieving many targets
(glycemia, blood pressure, lipids, weight etc.) in order
to be successful. Despite the recent recommendations
for avoiding glucocentricity when managing diabetes,
one should not interpret these as achieving optimal
glycemic control is becoming less important. On the
contrary, this means that glycemic targets should be
achieved, but not at a cause of compromising patient’s
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disease related mortality in the group with intensive
glycemic control, as well as 3-fold increase in severe
hypoglycemic events. Many studies confirmed that due
to age-related decrease in -adrenergic receptor function
elderly patients are highly susceptible to hypoglycemia
and consequent increased risk to develop cognitive
impairment, dementia, all-cause hospitalization, and
all-cause mortality [4-7]. On the other hand, other study
based on the large NHANES survey concluded that HbAlc
>8.0% was associated with increased risk of all-cause and
cause-specific mortality in older adults with diabetes [8].
Therefore, current treatment guidelines recommend
individualized glycemic targets for diabetic patients [9-
11]. Although the target for optimal glycemic control is
generally set to <7%, guidelines acknowledge that tighter
glycemic target of HbAlc <7.0% [48 mmol/mol] may not be
appropriate for some patients. Less stringent HbAlc goals
such as <7,5% [58 mmol/mol] and <8% [64 mmol/mol] are
considered appropriate for majority of elderly patients,
depending on present age and life expectancy, diabetes
duration, risk of hypoglycemia, established comorbidities,
macrovascular and/or microvascular complications,
cognitive impairment and functional dependence [11-14].
The goal can be set even higher, up to 8,5% [69 mmol/mol]
if the patient is highly functionally dependant, like for
example in cases of frail or dementia [11],[14].

There are many factors contributing to achieving optimal
glycemic control. Although older age is associated with
higher HbAlc values in general population, it can’t be
concluded that older diabetic patients are less likely to
achieve optimal glycemic control. Some studies reported
that younger age in diabetic patients is associated with
worse glycemic control. [15-17). This is also dependant
on individual lifestyle interventions and treatment
adherence, as well as regular diabetes monitoring. As
for all chronic diseases, compliance to doctor’s advices
and regular visits to doctor’s office is consider beneficial
for diabetes management. Clinical practice guidelines
recommend regular examinations at a defined time
period for evaluation of diabetes management progress
and introducing adequate measures timely.

The aim of this study was to compare mean HbAlc values
and proportion of patients achieving age-adjusted HbAlc
target for optimal glycemic control in different age groups
of diabetic patients at first and last regular structured
visit, after a follow up of one year, and to compare the
results between groups of patients with regular and
irregular visits.
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The study was approved by Ethic Committee at the
Medical Faculty, “Ss. Cyril and Methodius” University in
Skopje. To the best of our knowledge such study hasn’t
been conducted so far in North Macedonia and we believe
it can bring some additional insights for better diabetes
management in our country.

MATERIALS AND METHODS

This research is part of a prospective, cohort, longitudinal
clinical study performed in the period 2016-2017 involving
twenty specialists in family medicine from different
regions in Republic of North Macedonia (Skopje, East and
West). More than 400 patients with diagnosed diabetes
have been recruited and followed up for one year, during
which they were asked to have regular structured visits
every 3 months. Inclusion criteria for selection were:
patients with diagnosed type 2 and type 1 diabetes for at
least one year, age >18 years, signed informed consent.
Exclusion criteria were: age <18 vyears, diabetes in
pregnancy and during breastfeeding, gestational diabetes
and patients refusing therapy. At the end of the study
period complete data from 276 patients were obtained.
According to regularity of the visits performed, the
patients were divided in two groups: a) group with regular
visits - 168 (60,9%) and b) group with irregular visits - 108
(39,1%). Patients who omitted two consecutive visits were
considered irregular.

The subjects were divided in three age categories: a)
group I < 65 years; b) group II - 65 to75 years; and c)
group III > 75 vears. For each of the three groups the
target level of HbAlc for optimal glycemic control was
adjusted for age, as follows: a) group I < 7%; b) group II- <
7,5%; and c) group III < 8%. The targets were set based on
present patient’s age and life expectancy, as per current
guidelines recommendations [11-14].

STATISTICAL ANALYSIS

Data was statistically analysed in SPSS software package,
version 22.0 for Windows (SPSS, Chicago, IL, USA).
Qualitative series were processed by determining the
coefficient of relations, proportions, and rates, and were
shown as absolute and relative numbers. Quantitative
series were analysed with measures of central tendency
(average, median), as well as with dispersion measures
(standard deviation, standard error). Chi square test
was used to determine the association between certain
characteristics in the groups of subjects. To test the
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difference between independent/ dependent groups
Kruskal-Wallis H, Wilcoxon signed rank test and
McNemar Chi-squar test were used appropriately. A two-
sided analysis with a significance level of p<0,05 was used
to determine the statistical significance.

RESULTS

Results from this study are presented and compared
between the groups of patients with REGULAR and
IRREGULAR structured visits.

In the group with REGULAR structured visits (N=168),
mean age was 60,5+9,6 years, median (IQR)=61,5 (56-68),
minimum/maximum age 32/85 years. In the group with
IRREGULAR structured visits (N=108), mean age was
58,9+10,5 years, median (IQR)=60 (53-66), minimum/
maximum age 26/80 years. For p>0,05, there was no
significant difference between the groups related to age
(Mann-Whitney U Test: Z=1,5606; p=0,1186).

Mean HbAlc value, as well as proportions of patient
achieving age-adjusted HbAlc target for optimal glycemic
control were analysed from the first vs. last visit data in
the groups with regular/ irregular structured visits.

L. In the group with REGULAR structured visits we found
that the highest mean HbAlc at first visit was observed
in the age group < 65 years (7,61,7%;median (IQR)=7,4
(6,3-8,1); min/max 5,3/14,7%) vs. highest mean HbAlc at
last visit in the age group 65 to 75 years (7,1£1,2%; median
(IQR)=7 (6,1-7,8); min/max 5,7/12,7%). Lowest mean HbAlc
at first visit was seen in the age group >75 years (6,9+1,3%;
median (IQR)=6,5 (6,0-7,2), min/max 5,8/9,1%) vs. lowest
mean HbAlc at last visit in the same age group (7,1+1,2%;
median (IQR)=6,6 (6,4-7,3); min/max 5,9/10%). Mean HbAlc
in the age group 65 to 75 years at first visit was 7,2+1,4%;
median (IQR)=7,1 (6,1-7,6); min/max 5,3/12%. Mean HbAlc
in the age group < 65 vears at last visit was 7,11,1%,
median (IQR)=6,9 (6,4-7,8), with min/max 5/10,8%.

No significant difference, for p>0,05, between the three
age groups regarding mean HbAlc was shown both at
first and last visit. (Kruskal-Wallis H test: Chi-square
(2)=3,8324; p=0,1472 and Kruskal-Wallis H test: Chi-square
(2)=1,1007; p=0,5767, respectively).

Significant change with Wilcoxon signed rank test, for
p<0,025, regarding mean HbAlc at last vs. first visit was
observed in the age group < 65 years (Z=3,305; p=0,001) in
favour of lower HbAlc at last visit (Table 1). No significant
change, for p>0,025, regarding mean HbAlc at last vs.first
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visit was seen in the other age groups, 65 to75 years
(Z=0,009; p=0,993) and >75 years (Z=0,533; p=0,594).

Table 1. Wilcoxon signed rank test for HbAlc at last/first
visit per age group- patients with REGULAR visits

g 3 Last/ first Last/first Last/first
\?{/;lrtl:lc();(cr)rrelsilgned Group < 65[Group -65 to75(Group >75
years years years
% . [5,505) &90%9) (0,553)
symp. Sig. K 99
Dailed) £10,001 0,594

* according to Bonferroni correction significant for <0,025

Regarding the proportion of patients with REGULAR
structured visits achieving age-adjusted HbAlc value for
optimal glycemic control, we found that in the group
<65 years, for p<0,05, there was a significant difference
between the first and last visit, in favour of last visit
(McNemar Chi-square=5,63; df=1; p=0,0176). In groups
65 to75 vears and >75 years, for p>0,05, no significant
difference between the first and last visit was observed.
(McNemar Chi-square=0,08; df=1; p=0,7728) vs. (McNemar
Chi-square=0,50; df=1; p=0,4795). (Table 2)
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Table 2. Analysis of achieving age-adjusted optimal glycemic control (HbAlc) per age group at first/last visit for group

with REGULAR structured visits

REGULAR STRUCTURED VISITS
HbA1c1 last visit
Age groups D
yes no total
Group < 65 years
os N 34 8 42
¥ % 31,5% 74% 38,9%
o N 22 44 66 McNemar Chi-square=5,63;
_E % 204% 40,7% 61,1% df=1; p=0,0176*
== N 56 52 108
=%
=& [foul % 519% 481% 100%
Group - 65 to75 years
ves 5 gg 9 61 8 g% 6
% 9% 8% 6%
=& N 6 0 16 McNemar Chi-square=0,08;
SR Y % 11,8% 9,6% 314% df=1; p=0,7728
=8 total N 35 b 2
2= % 68,6% 31.4% 100%
Group > 75 years
N 6 1 7
ves % 66.7% 11% 77.8% .
= N ) McNemar Chi-square=0,50;
gs % 111% LI 2.2% df=1; p=04795
£& ot % T78% 027% 100%
lage-adjusted target for optimal glycemic control * significant for p<0,05

II. In the group with IRREGULAR structured visits the
highest mean HbAlc at first vist was seen in age group
< 65 years (7,5+1,5%; median (IQR)=7,3 (6,5-8,3); min/max
5/14,6%) vs. highest mean HbAlc at last visit in age group
>75 vears (7,5+0,8%; median (IQR)=7,8 (7,1-8,1); min/max
6,4/8,3%). Lowest mean HbAlc at first vist was seen in
age group >75 vears (7,2+0,8%; median (IQR)=7 (6,9-7,8);
min/max 6/8,2%) vs. lowest mean HbAlc at last vist in age
group 65 to 75 years (7,2+1,7%; median (IQR)=7 (6,2-7,6);
min/max 4,6/12%). Mean HbAlc in the age group 65 1075
years at first visit was 7,4+2%; median (IQR)=7,1 (6,0-7,7);
min/max 4,9/12,4%. Mean HbAlc in the age group < 65
years at last visit was 7,3+1,8%; median (IQR)=7 (6,2-8,0);
min/max 4,2/17,4%.

For p>0,05, no significant difference between the three
age groups was seen regarding mean HbAlc at first and
last visit (Kruskal-Wallis H test: Chi-square (2) =1,1007,
p=0,5767 and Kruskal-Wallis H test: Chi-square (2) =
1,2443; p=0,5368, respectively).

For p>0,025, no significant differences regarding mean
HbAlc at last vs. first visit was observed in each of the
three age groups; (Table 3)
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Table 3. Wilcoxon signed rank test for HbAlc at last/first
visit per age group- patients with IRREGULAR visits

3 3 Last/ first Last/first Last/first
glrllcl(()sx%éls§1gned Group < 65|Group -65 to75|Group >75)
years years years
% . [[1,500) 8)9186) (2,025)
symp. Sig. )
(2-tajled) 0.194 0.043

*according to Bonferroni correction significant for <0,025

Regarding the proportion of patients with IRREGULAR
structured visits achieving age-adjusted HbAlc value
for optimal glycemic control, for p>0,05, the results
demonstrated no significant difference, between first and
last visit in all three groups (Table 4)



L O

Original scientific paper I

Table 4. Analysis of achieving age-adjusted optimal glycemic control (HbAlc) per age group at first/last visit for group
with IRREGULAR structured visits

IRREGULAR STRUCTURED VISITS
HbAlc1 last visit
Age groups P
yes no total
Group < 65 years
N 21 6 2
ves P % % %
% ﬁm/ 2’31 2(75'5/ McNemar Chi-square=2,45;
- N df=1; p=0,1175
% 9% 18,9% 44,6% 63,5%
S5 N 35 39 74
=g
=& ol % 473% 52,7% 100%
Group - 65 to75 years
o N 16 3 19
v % 55.2% 10,3% 65.5% .
_ g N 4 10 McNemar Chi-square=0,08;
E L % 13,8% 20.7% 34,5% df=1; p=1,0000
I8 lowl N 20 9 29
m=fes % 69% 31% 100%
Group > 75 years
o N 3 1 4
v % 60% 20% 80% .
— & N (0 1 1 McNemar Chi-square=0,00;
Bh= g % 0% 20% 20% df=1; p=1,0000
=8 total N 3 2 2
SEles] % 60% 40% 100%
lage-adjusted target for optimal glycemic control * significant for p<0,05

DISCUSSION

According to the results from our study younger patients
(age group <65 years) regularly visiting doctors and
performing necessary examinations as per clinical
guidelines recommendations demonstrated significant
improvement in glycemic control, after a follow up
period of one year. Significantly lower mean HbAlc values
(p=0,001) were found at last vs. first visit and significantly
more patients in this group achieved age-adjusted HbAlc
target for optimal glycemic control at last visit vs. first
visit (p=0,0176). This was not observed in the same age
group with irregular visits. No significant improvement
in glycemic control was observed in the other age groups,
irrespective of regularity of performed visits. However,
it is fair to mention that the age group <65 years had the
highest mean HbAlc value at first visit both in patients
with regular structured visits (7,6+1,7%) and in those
with irregular structured visits (7,5¢1,5%). This finding
correlates with findings from other studies demonstrating
that younger diabetic patients have poorer glycemic
control. [15-19]. This is becoming even more important

having in mind that the age-adjusted target for younger
patients should generally be lower compared to older
patients targets, unless there are serious concomitant
conditions and complications limiting life expectancy
or posing a risk for severe hypoglycemia. But, despite
the fact the younger age can be associated with worse
glycemic control, this was also found for irregularity of
visits. [19]. Our findings in the age group <65 years leads
to a conclusion that regular structured visits contributed
to improvement in glycemic control in this age group,
whereas irregular did not. Regular structured visits
per se should mean more vigilant diabetes monitoring
and consequent interventions, like changes in lifestyle
behavior and treatment modalities, when necessary.
Lifestyle behavior was found to be strongly associated
with HbAlc levels in middle aged (51-64 y) patients with
type 2 diabetes. [20]. This could also be one of the reasons
why regular visits in our study resulted in significant
improvement in glycemic control in this age group, but
in order to confirm this further analysis on lifestyle
changes should be performed. In our study we also found
that older age group > 75 years, although the result
was insignificant, was the only group demonstrating
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worsening in glycemic control after a follow up of one
year, in both groups with regular and irregular visits.
A systematic review evaluated longitudinal trends in
HbAlc and associated factors in diabetic patients and
concluded that younger age was associated with poorer
HbAlc trajectories in type 2 diabetes. [21]. In our study,
we saw different results, even though HbAlc trends in
all age groups seems to be stable, as per criteria used in
this systematic review (change in HbAlc during follow
up from baseline of less than 1%). Another longitudinal
study evaluated predictors of glycemic control in type
2 diabetes [22]. In this study authors acknowledge that
mean HbAlc fluctuated differently over time for various
age groups. The youngest age group <50 vears initially
declined in HbAlc after three months and then steadily
rose in the following fifteen months, whereas other age
groups 50-65 years and >65 years fluctuated over time. It
is believed that younger patients, with shorter diabetes
duration, and especially if below one year from diagnosis
are willing to introduce lifestyle changes at the beginning,
but the motivation seems to decline over time. Our study
did not include patient with less than one year from
diagnosis, so we believe that improvement in glycemic
control in our age group <65 years is not due to “initial
motivation”, but rather regularity of visits performed
maybe contributes to “reintroduced motivation” in this
age group.

Study limitations

Age-adjusted glycemic targets used in our study are just
a small step forward towards individualized glycemic
targets and are intended to give us as realistic picture
as possible. However, these targets did not take into
considerationimportant factors such as diabetes duration,
risk of hypoglycemia, presence of complications and
comorbidities, as well as patient’s preference. Therefore,
one should not simply translate those targets into clinical
practice without considering other factors.

In our study, multivariate adjustment for other variables
than age has not been performed when evaluating HbAlc
change from baseline to last visit.

CONCLUSION

Understanding factors contributing to better glycemic
control is of utmost importance for successful diabetes
management. Our study demonstrated that regular
structured visits in diabetic patients can contribute to
improving glycemic control in selected age group of
patients <65 years, but not in other age groups. Further
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analysis for evaluating other contributing factors would
be beneficial.
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ABCTPAKT

BeHTpasHa XepHHa (MHI[U3MOHA XepHUa) IPeTCTaByBa MPOTPY3Uja Ha I[peBaTa U/UIH IPyrUTe TKUBA Ha abJOMEHOT HU3
JIy3HaTa off MPeTX0/JHATA a0JJOMUHA/IHA OTepalija, 3aToa YIliTe ce 03HauyBa U Kako MoCTonepaTuBHA xepHua. [lenra
Ha 0BOj TPV]] € MOKa;KyBakbe Ha 3acTalleHoCTa Ha BeHTpaiHaTa XepHua Bo onmTiHa ['octuBap Bo nepuop ox 2014-2018
roguHa. CTyaujaTa e U3BplIeHa IpocneKTUBHO Bo mepuof o, 2014-2018 romguHa Bo XMPYPIIKOTO Ofifie/ieHKe BO OIIITa
oonuuia “®epupg Mypap,,- l'octuBap. O6paboteHu ce 92 mareHTH, off KoM 31 ce Maku, fjofeka 61 ce xeHu. Kopucrenn
orepaTMBHU METOJIU 3a ONlepaTMBEH TpaTMaH Ha BEHTPaJHATa XepHUaA Cce 0TBOPEeHA MEeTOjla CO AMPEKTHa CYTyTpa u
OTBOpPEHa MeTofla CO MOCTaByBame Ha Mpekuuka. Of 92 manyeHTH JujarHOCTULIMPAHK CO BeHTpamHa XepHua 33,69%
ce o MaIku 1on (31 manumeHTy) , joaeka 66,31% ce op skeHckuoT non (61 maruenty). Of BKymHO 92 maryenTy, 87
(94,56%) maieHTH ce oriepHpaHy co OTBOPEHa MeTOJIa CO JUPeKTHa CyTypa, Tofieka 5 (5,44%) maleHTH ce onepupaHu
CO OTBOpPEHa MeTofIa CO TI0CTaBYBabe Ha MPeKUIKa.

R)’IYQHI/I 360pOBI/IZ BeHTpaJlHa XepHua, MHIKM3KMOHa XepHHKa, [TOCTOoIIepaTBHa K1jla

BOBE]] HepBu Ipu omepatuBeH 3adar.(l,2) MHuupeHnaTa Ha
BeHTpajiHaTa XepHua e 10%, mocyie MPBUOT pPeLUfIUB e
50%, mociie APYruoT peluamB e 55%, mofeKa mocjie ceKoj
CrIeJleH PeLuIuB e OKoMy 75%(3). OnepaTUBHUOT TPeTMaH
Ha BeHTpaJIHaTa Kijla MOKe Jia Oujie Co OTBOpPeHa MeTojia
WM JlalapocKoncka MeToma. OTBopeHaTa MeTofia-
IJIACTHKA Ha MPeHUOT abJJOMUHA/IeH SUJT MOKe Jia Oupie
TlocTa cepro3Ha MHTEePBeHIMja a BO TOCTONEePaTUBHUOT
TOK MOJKe JIa Ce 110jaBy IIOBTOPHO PeIuB. Ha ucTtata Bo
KpeupameTo Ha IJIaCTUKaTa Ha MPeJHUOT abJjoMUHaIeH
SHJ, MO)Ke Jla Ce HamlpaBd JMpeKTHa - CyTypa Ha
aHATOMCKUTe CJI0EBU Ha a0[JOMUHATHUOT SUJ] M CAHUPatbe
Ha [eeKTOT WM, JOKOJIKY IIOCTOM IIoroyieM JedexT
WIM u3pa3eHa c1aboCT Ha abOJOMUHATHUOT SHJ, Ja ce
KOPHUCTAT pPa3Hd BUIOBM HA MPekKHU KOM BO 3aBUCHOCT

BeHTpanHa xepHMa (MHIM3MOHA XepHHMa) MPETCTaByBa
MpOTPy3Wja  Ha IpeBaTa W/WIM J[pyruTe TKHUBAa Ha
abJIOMeHOT HM3 Jy3HaTa Off TPETXOfIHaTa a0J[OMUHAHA
omepanuja, 3aToa VyiITe ce O3HauyBa M  Kako
nocronepaTiBHa xepHua. [Ipeaucnonupauku hakropu 3a
HacTaHyBamkeTO Ha BeHTpajHaTta xepHua ce: 1. Mectoro
Ha OTepaTHBHUOT pe3; paHa Bo (ha3a Ha 3apacHyBambe
JIOKaJM3UpaHa BO CpefHaTa JIMHWja Ha aOfOMeHOT
MpeTCTaByBa Hajclab0TO MeCTO 3a HaCTaHYBambe Ha
WHIM3MOHKTe XepHuH, 2.Dakropu KoM BIMjaaT Bp3
3apacHyBaeTo Ha paHaTa; MH(eKIuja, XeMaToM, rpyda
OTepaTMBHA TEXHMKAa CO TpayMaTH3Mpame Ha TKUBaTa
¥ HEWCIIPaBHO MPUOMIKYBIE Ha CJI0EBUTe HA PaHATa,
TIOCTOTIePAaTUBHO Kallame,3.OlTeTyBabe Ha MOTOPHH
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Of] TMIIOT, MOJKE Jla Ce IUTacKpaaT MHTPAIePUTOHEaTHO
WIM eKCTparepUuTOHeasHo. 3a pasiiMKka Off OTBOPEHHOT
omepaTHBEH IIPUCTAll, JIAMApPacKONCKUOT TpPeTMaH Ha
BEeHTpa/lHa KWia e MoHoBa Meropa. Omepanmjata ce
M3BeJlyBa CO TOMOII Ha TMOCeOHM MHCTPYMEHTH KOU Ce
BOBe/yBaaT BO abJJOMUHA/IHATA TIPa3HIHA IIPEKY BOJUUN
- TPOoaKapHy- IIACKPaHU Ha CTPOro ONpe/ie/leHn MecTa Ha
PeJHUOT a0JOMUHAIHKOT SUjI. TUIIOT Ha OIepaTUBHUOT
NpUCTall Cermak 3aBMCH Off BUJOT HAa BeHTpajHaTa
KWla, TOJleMHHATa Ha BEeHTpaJHaTa KiWila, MCKYCTBOTO
Ha XMUPYProT M MaTepujaiiTe €O KOM pacrojara
xupypror(2,4,5,6).

IE]T

[lenta Ha 0BOj TPY/ € MOKaKyBarbe Ha 3acTaleHoCTa Ha
BeHTpaJIHaTa XepHHa BO OMIITHHA ['ocTHBap Bo MepHof, of
2014-2018 ropuHa.

MATEPUJAJIN 1 METO[IN

CrynujaTa e u3BpIIeHa MPOCTEKTUBHO BO TIEPHOJ Off
2014-2018 roguHa Bo XMPYPIIKOTO Ofijie/ieHKe BO OIIITa
oonuua “@epupg Mypap,- T'octuBap. ObpaboTenu ce 92
malyeHTH, of Kou 31 ce Maku, fjofieka bl ce KeHu.

KOpI/ICTeHI/I OIlepaTHBHU METOJU 3a OIlepaTUBEH TpaTMaH
Ha BeHTpPa/IHaTa XepH1a ce OTBOpeHa MeToja CO TMPEKTHa
CYTYyTpa " OTBOp€Ha MeETO[la CO IIOCTaByBakhe€ Ha
MpeKHUUIKa.

PE3YJITAT!

On 92 manyeHTy AMjarHOCTUI[PaHH CO BeHTpaiHa XepHHUa
33,69% ce ox maniku 1o (31 maruenTy) , gomexa 66,31% ce
of1 JKeHCKHOT 11o1 (61 marjieHTH).

Profesional paper

naryent (17,39%), ox xou 6 ce maku, fomeka 10 ce jkeHu.
Bo 2015 ropuHa ce onepupanu 21 nauuentu (22,83%), o
KO 7 ce ofi MAalIKKOT Mo U 14 maiueHTH of] }KeHCKUOT
nionn. Bo 2016 roguua ce onepupanu 19 mamuentu (20,65%),
o7 Kou 8 ce off MaIKKOT Mo, fofeka 11 ce off KeHCKUOT
nor1. Bo 2017 roguna ce onepupanu 16 mamumenti (17,39%),
0]l KoM 5 ce of] MalIKUOT o, Jojeka 11 manueHTn ce
off, KeHckuoT mon. Bo 2018 roguHa ce omepupanu 20
narueHTu (21,74%), of Kou 5 ce o MALIKUOT M0, I0feKa
15 ce op1 JKEeHCKHOT TOJL.
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I'paduron 2. 3acTameHoCT Ha BeHTpaJHaTa XepHHA

criopef] TOJOT BO COOJIBETHHUTE T'OJMHKU BO IMEPUOJ Off
2014-2018 roguna.

2014 | 2015 2016 2017 2018

BO3pacT (M | K |M |[X |M | |M | |M | | BKYIHO

VS LI A VA VAR A O VA P VA VA P

2020 |1 {7 v a |y (e ]/ 1) | |4

030 [/ 10|/ () ]y [o ]2t |7

4049 |1 (1 |1 |3 (2 |1 |/ [1 )1 |1 [12

W mam

W HeHH

5059 |2 (3 |3 |4 |3 |5 |1 |4 |/ |6 |3

6069 |1 (3 |1 |3 |/ |3 |1 |2 |2 |6 |22

7079 |1 |2 (1 )2 |2 (1 |2 |3 |/ |1 |15

BKymHo (6 (10 |7 |14 18 |11 |5 |11 |5 |15 |92

Tabena 1. 3acTaneHocT Ha BeHTpa/IHaTa XepHUA T10 MO/ U
Bo3pacT Bo nepuof o 2014-2018 roguHa.

Op BkymHo 92 mamuentu, 87 (94,56%) manumeHTtu ce
OMepUpaHu CO OTBOPeHAa MeTofja CO JMpPEeKTHa CYTypa,
mozmeka 5 (5,44%) malyeHTH ce omepupaHd CO OTBOpeHa

Op BkynHo 92 manuenTy, Bo 2014 ropuna ce onepupanu 16 METO/A CO MOCTABYBAbE Ha MPEKUIKA.

I'pacpuroH 1. 3acTaneHocT Ha BeHTpaJIHa XePHUA CIIOpe[
Ton
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JTUCKYCHJA

BeHTpasiHUTe KWIM HAacTaHyBaaT HAjuecTo Ha MECTOTO
Ha orepaTuBHUTe pe3oBU. IlpuuMHKM 3a MojaBa Ha
BEeHTpajIHa KuJla ce rpyba Xupypiika paboTa, IojaBa Ha
TIOCTOTIePaTHBHA WMH(QEKI[Mja Ha olepaTMBHATa paHa,
KOpHCTele Ha JIOIM MaTepwjajid 3a 3aTBOpame Ha
ollepaTMBHATa paHa, M 3aTBOpame Ha oONepaTHMBHATa
paHa Toj| TeH3Wja, KaKo U JIolIaTa OMIITa COCTOj0a Ha
MAIMHTOT XWIIOMPOTeMHEMUja U aHepruja Kaj TeIKu
OonmHu. Hajuecto BeHTpaJIHUTe KUIIM C€ T10jaBYBaaT aKo
BO MOCTONEPATUBHUOT TEPHOJ, MAIMEHTOT e U3JI0KEeH
Ha ToroieM (M3MYKMA HAlop M T0jaBa Ha 3rojeMeH
aboIMMHAJIEH MTPUTUCOK (Halaj| Ha Kalllabe, MojaBa Ha
3aIeK M CJIMYHO) KaKo M, TIPUCYCTBO Ha KOJIOCTOMA VI
WIe0CTOMA.- TI0jaBa Ha IapacTOMAaIHU KUn(2,3).

BenTpanHa Kujma MoKe [a ce I0jaBU IIOCTIe CeKoja
XMPYpILIKa MHTEPBeHIMja KaJie ITO MMaMe 3a3/IpaByBatbe
HaabJOMUHATHUOT SU| IYPU U TTOCITe MUHMMAaJTHU MHI[3UH
Ha a0OJOMMUHATHMOT SHJ KaKo MPU JIamapoCKOICKUTeE
WHTepBeHI[MK. Bo HeKou ciiydaeBM, BEHTPATHUTE KU
MOKe Jla JOCTUTHAT OTPOMHY JJUMEH3UM U BO KUJIHATa
Keca Jla ce Haora rojmeMm Jien off 1peBaTa U BO TaKBU
CTyyaeBH, JIOKOMKY Taa COCTOj0a € TIOfIONTOTPajHa,
PEKOHCTPYKIMjaTa Ha abOJOMUHANHUOT SHJ MOXe Jia
lioBefie 710 KOMIIpecHja Ha I[peBaTa M 3ro/ieMyBaibe
Ha abOJOMMHAJIHMOT TpPUTHUCOK, PETKO [0 HaMajieHa
BaCKy/lapu3alyja Ha I[peBaTa U OTEKHATO JUIIEHe Kaj
TaIMeHTOoT TI0pa/iu MOIUTHYBame Ha fujadparmara(l,2).

OmepaTMBHMOT ~TPeTMaH Ha  BeHTpajHAaTa Kujla
MOKe [a Ouze Cco OTBOpeHa WM JIalapOCKOICKa
metofa. OTBopeHaTa MeTofa- IUIACTMKA Ha MPEIHUOT
aboMHHAIeH SUJ MOKe fla Ouje [ocTa CepHo3Ha
MHTEepBeHIMja a BO IIOCTONMEPATHBHUOT TOK MOKe [ia ce
10jaBM MOBTOPHO PeLMMB. Ha McTaTa Bo Kpempamero
Ha IIaCTHKaTa Ha MPeJHUOT abJOMUHAJIEH SHT MOKe Jla
ce HalpaBH [JUPeKTHA - CYTypa Ha aHATOMCKUTE CJI0eBH
Ha a0JJOMMHAJIHHOT SHJl M CaHMpame Ha JIeeKTOT WIIH,
JIOKOJIKY TIOCTOH TOrosieM fiepeKT uin u3paseHa craboct
Ha a0/IOMMHAIHHOT SH], [la Ce KOPUCTAT PasHY BUIOBY Ha
MPEKU KO} BO 3aBHCHOCT O] TUTIOT, MO3Ke [ia Ce IIacKpaar
MHTpaNepUTOHEeaTHO WIn eKCTparepuToHeasHo.
3a pasaMKa Ooff OTBOPEHMOT OMepaTHBEeH IIPHCTall,
JIaMapacKoICKUOT TPETMaH Ha BeHTPaHa Kija e IIOHOBa
meTtopa. OnepaifijaTa ce U3Be/yBa CO IIOMOLI Ha OCe0HN
MHCTPYMEHTH KOM Ce BOoBefyBaaT BO aOfjoMMHAalHaTa
Npa3sHUHA IIPeKy BOAMYM - TpOaKapH- IUIaCMpaHH Ha
CTPOTO OIpeJie/IeH: MecTa Ha MPeJHUOT a0JOMUHATHAOT
sum(2,4,5,6).
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TurmoT Ha oTepaTUBHUOT MPUCTATI CeTIaK 3aBUCH Off BUJIOT
Ha BeHTpa/HaTa KWia, ToJleMMHaTa Ha BeHTpajHaTa
KWIa, UCKYCTBOTO HA XMPYProT U MaTepujalinTe cO KOU
pacronara xupyprot. Kaj Hac HajuecTo ce mpuMeHyBa
orepaliyja Ha BeHTPalHa XepHKa CO OTBOPeHa MeTofIa.

[TocTonepaTuBHO, HajuecTa KOMIUTHKalMja € HH(peKIuja
Ha oIrepaTMBHaTa paHa, I[0jaBa Ha pelUAUB Ha
BeHTpa/HaTa Kuia, a 0pU TpPeTHpame Ha ToNeMu
BEHTPaJIHU KU, BpaKambeTo Ha COf[PKUHATA Ha KM/THATaA
Keca BO a0OJjOMMHa/IHaTa MpasHMHA MOXKe [ia JIOBefie
70 TIopeMeTyBame Ha BacKylapu3aljjaTa Ha I[peBaTa
W 3rojieMyBaime Ha WHTPaaOJOMHUHATHUOT IMPUTHUCOK
TI0paJiv IITO TIOHEKOTalll Ce TIPaBaT U JIeJIyMHU PeceKIuu
Ha I[peBaTa Co 1€ /ja Ce CMeCTH COJ[PKMHATa Ha KWIHATa
Keca BO a0JIoMMHAJTHATa IpasHuHa(3,7).

Bo ezeH of TpymoBuTe Kou Oea IIeJT Ha MCTPaKyBarmbe,
OWla HampaBeHa CTYWja CO J[Be TPYIM Ha MAIMeHTH,
OfT KoM ef[HUTe 0Oea TPeTUPaHU CO MpPEKUUKa a JPYTuTe
co mopucunmpana Mayo metoma. U mokpaj moronemara
CTallKa Ha TpojaBeHW KOMIUIMKALUM, ce TIOKakKalo
JleKa OTepaTHBHUOT 3ahaT cO KOPHCTEHe Ha MpeKUJKa
e TOCyllepuopeH BO OfHOC Ha JMpPEKTHa CyTypa.
OnepaTuBHUTe Pe3yATaTU ce clefleHH 28 Mecelu Hu
TnaiyeHTHTe 0Oea TOJieIeHM BO JIBe TPYIH, OJIHOCHO,
THe Oea TOfle/ieHW TI0 TIONM - JKEeHCKM W Mamku. Ha
TalyeHTUTe Off TpyraTa co MallKu 110/ Oua M3BefieHa
omepaija Co KOPHCTele Ha MpekuuKa, JofieKa TaK
Kaj TpymaTa coCTaBeHa Off JKeHCKH TMOJ OWIa M3BefieHa
Tpajii[MoHasHa onepaniuja. OHa LITO ce TMOKaXao Kako
Pe3y/ITaT Kaj oBa MCTPaKyBawe € JleKa pe3ylTaTute ce
To7100pH Kaj rpymarta co MalIKy 1oJI, OHOCHO, Kaj OBaa
rpyna MalyeHTUTe MOKPAaTKO BpeMe IMpecTojyBajie BO
OOTHUIIA, TPOIIEHTOT Ha MH(EKI[MK e HaMaJieH, ¥ OHa IIITO
e IoCcTa BKHO e JIeKa OpojoT Ha MOTpeOHY peoriepariuu e
HaMaJIeH Kaj Ipyrara co MalieHTH off MaIlKu 11o71(8).

3AKJIYYOK

m Bo XupypumKoTO OjijiefieHde BO OIIITa OOTHMIIA
“@epup Mypag,,- l'octusap, Bo nepuop ox 2014-2018
rofyHa, BKYITHO 92 malueHTH ce IUjarHOCTULIMPAHK
CO BEHTpPa/Ha KuJia, MpPM IITO HajroeM Opoj of
TalyeHTHTe ce off JKeHCKUOT 1ojt (61 manyeHT! umm
66,31%) Bo ofjHOC Ha MAIIKKOT o7 (31 MarueHTy Win
33,69%).

m Hajronem Opoj Ha marpenTd ( 31 malueHTH WK
33,69%) omepupaHH Ofi BeHTpajHa XepHHA Ce BO
Bo3pacHa rpyna of, 50-59 rogunu.
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m  Op BKymHO 92 maiyeHTH, HajrojieM 0poj Ha IaleHTH
(87 manmenTy wm 94,56%) ce onepupaHu co OTBOPEHa
MeTOfia CO JUPeKTHa CYTypa.

| KOpI/ICTeI{)e Ha aJleKBaTHa MeTO[la 3a VCIIEIIHO
JIEKYBaib€ Ha BEHTpPa/IHA X€PHHA € MHOI'Y ouTeH on
COHHiaHeH 1 €eKOHOMCKH aCIIeKT.
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ABSTRACT

Introduction: Diabetes represents an important social disease, which affects almost 5-8% of world population.
(Kodama et al.,2013). The most common forms of diabetes are: type I diabetes, insulin dependent, or youth type,
and type II diabetes, or non-insulin dependant, also adulthood diabetes.

Aim of study: Fructose effect on carbohydrate, adiponectin, insulin and other metabolic parameters metabolism.
The role of interleukin 6 (IL-6) in mechanism of insulin resistency and diabetes and the role of tumor necrosis
factor (TNF- @) in mechanisms of obesity, insulin resistance and pre-diabetes.

Material and methods: 128 Adult rats (3 months of age), Wistar species of both genders, weighting 160-180g and 65
white young rats (10-25 days) weighting 45-60g were taken for purposes of this study. The number of experimental
animals in individual groups is between 5-8 while the details are added in the results section. The application of
palm oil was conducted through special probe using oral administration straight into gastro-intestinal system.

Results: Figure 1 shows the differences of TNF-a after palm oil administration. There are statistically significant
raised levels of this cytokines in blood of both young and adult rats compared to control cases. In Figure 2 it is
emphasized the effect of palm oil (30 and 60 days) in IL-6 blood levels of young and adult male rats. Figure 3 shows
the impact of palm oil, applied 30 and 60 days respectively against GTT of adult rats of male gender. The results
of GTT studies on young rats are shown in Figure 4. They show the differences in GTT, which are statistically
significant in day 60 compared to 30 days of palm oil treatment.

Conclusion: Elongated administration 60 days of palm oil in experimental rats of adult and young rats, raise the
blood levels of TNF-a and IL-6, thus changing metabolism of carbohydrates with data supporting pre-diabetic
conditions.

Key words: adiponectin, palm oil, cytokines

Diabetes is an important social disease, affecting 5-8% of ~pancreatic beta-cells function, which produce and secrete
world population. The most common forms of diabetes the hormone - insulin, important for carbohydrate
are: type I diabetes, insulin dependent, or youth type, and metabolism in both human and a lot of experimental
type Il diabetes, or non-insulin dependant, also adulthood naimals. Diabetes is characterized with disruption of
diabetes. carbohydrate, protein and lipid metabolism and it is

The pathogenesis of diabetes is wide and many key related with many risk complications.

factors are included like genetics, nourishing, infection, Many factors leading to diabetes are not clear enough,
stress, enviroment pollutants and others, while in most though. We can mention here obesity, free radicals and
cases there is a combination of two or more of those some cytokines which may be responsible for diabetes
factors. The main pathogenic event is the distruption of development. Literature analysis of adiponectin role are
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published by (Gateva P, Besim M, Boyadjieva N, 2012). It is
documented that adiponectin is produced and secreted
by adipocytes. It belongs to anti-infective adipocites and
there is data that proves that during weight gaining,
adiponectin production and secretion is reduced. The
research results clearly show that reduced production
of adiponectin is positively correlated with insulin
resistency, atherosclerosis and dislipidemy (Kadowaki,
2005). Adiponectin appears from different cytokines
which are active during inflammation. It is also proved
that TNF-a and PPAR-y reduce gene expressin for
adiponectin. Studies on substances which raise the
sensitivity of insulin receptors for insulin, show that
adiponectin levels in both human and rats are raised.
Over-weight patients, after losing weight show the
tendency of raising adiponectin levels and also improve
insulin resistency. (Despres et al., 2005).

Generally, all the published facts show that adiponectin
produced by cytokines and adipocytes has a role on type
I diabetes pathogenesis. The widely fructose use as a
replacement for glucose raise the question for its effect on
adiponectin. There are only few studies on farmacological
substances and food combinations. Some of the studies
are focused on the effect of fructose towards indicator
changes of carbohydrates and adiponectin.

Adiponectin is raised during adipocyte differentiation
(Carbone et al., 2012). Three isoforms of adiponectin are
well known: low molecular weight, medium- and high
molecular weight (Magkos et al., 2007). HMW adiponectin
is the most biologicallyu active form and it establishes
changes of total adiponectin during obesity (Almeda-
Valdes et al., 2010). Adiponectin can also rasie the cell
oxidation, thus improving insulin resistency (Carbone
et al., 2012), and also can stimulate gluconeogenesis in
the liver, which physiologically reflects on lowering
blood glucose levels. Adiponectin also has inflammatory
activity and it’s role is in insulin regulation of T-Cells
(Carbone et al., 2012). IL-6 is added onto mechanisms,
through which obesity activates insulin resistance.
Many authors establish the important role of TNF-a
and IL-6 in activating insulin resistance. One of the
hypothesis is that, during adipose tissue growth there is
increased adipocyte hypoxia, which is expressed against
transcriptional hypoxia inducible factor 1, with changes
in NF-xB activation, ultimately leading to adipocyte
function changes and TNF-a and IL-6 secretion (Bruning
etal., 2012).

The role of tumor necrosis factor-alpha (TNF-a) in

Profesional paper I

mechanism of weight gaining, insulin resistance and
pre-diabetes

TNF-0. is an anti-inflammatory cytokine, which is
produced by various types of cells, but mainly from
macrophages and lymphocytes. There is data that suggest
that is also produced by fat cells during weight gaining
and also that its secretion is also raised. The studies on
TNF-0 and weight gaining show that there is difference
between persons with and without fat mass increase.
Also there are studies with show the contrary, that
there is no correlation between these two parameters
(Codonier-Franch P et a., 2012). This has led researches
to stand behind the hypothesis that leptin, adiponectin
and other important metabolic factors regulate the
secretion of TNF-a. Most of the researches have come to
the conclusion that more studies are required to present
role of TNF-a in humans in obesity, as most of the facts so
far are based on experimental studies.

As TNF-a is an important inflammatory cytokine, its
role in obesity development is undervalued. Clinical
and experimental studies suggest that TNF-a regulates
insulin sensitivity through insulin receptors. The studies
on different nourishing and farmacological substances
on TNF-a and diabetes risk are new and provide more
facts on discussion about the role of cytokines in insulin
sensitivity mechanism.

The role of interleukin 6 (IL-6) in insulin resistance and
diabetes mechanism

As we have already state, IL-6 is produced and secreted
by fat tissue. Curat et al (2004) studies show that
adipocytes secrete IL-6 and that it does take part on
glucose and lipid homeostasis regulation. Chung et al
(2006) studies document decrease of GLUT4 transporters.
There are studies that suggest that para-adipocytes
secrete considerably more IL-6 than adipocytes (Mack
et al., 2009). Also, we can agree that pro inflammatory
cytokines take part on diabetes pathogenesis (Calle MC et
al., 2012). Studies (Bahceci M et al., 2007) on healthy
persons with/without obesity and on diabetic patients
with/without obesity has shown different raised levels of
IL-6 mainly on obesse ones. It is important the correlation
between IL-6 raised levels and raised C-reactive protein
on obesse people with or without diabetes. The highest
values are shown where hoth factors are present, obesity
and diabetes. Also data suggests that IL-6 stimulates
insulin secretion through increased GLP-1 expression on
pancreatic cells (Ellingsgaard et al., 2011).
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Raised levels of IL-6 are linked with damaged function of
the liver, and carbohydrate disturbance. Analysis show
that increased production and secretion of IL-6 in obesity
leads to increased production of insulin and thus leading
to decrease of pancreatic beta cells function decrease.
Provided all the published materials, it can be concluded
that IL-6 produced by WAT, skeletal muscle and liver, has
a role on mechanisms of insulin sensitivity and type 2
diabetes development.

Aim of study

Fructose effect on carbohydrate, adiponectin, insulin
and other metabolic parameters metabolism. Interleukin
6 role on diabetes and insulin resistance mechanism.
The role of TNF-X in obesity, insulin resistance and pre-
diabetes mechanisms.

Materials and methods

128 Adult rats (3 months of age), Wistar species of both
genders, weighting 160-180g and 65 white young rats (10-
25 days) weighting 45-60g were taken for purposes of this
study. The number of experimental animals in individual
groups is between 5-8 while the details are added in the
results section.

Standard conditions of specific rooms and temperature
were met as was needed for experimental animals care.
For the control group it was provided palm oil while for
experimental group pig oil was used. All of the rats had
water acces of Ad Libitum type. During fructose studies
rats had access on fructose solution, which is described
better on result section.

Results

Results are shown in Figures below. Figure 1. shows TNF-K
changes under palm oil influences. Raised levels of these
cytokines in adult rats blood compared to control group
are statistically significant. (*p<0.05; **p<0.001).
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60 days *%_ compared to Juvenile Control
* *k k%
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g 150 4 -
[=d
Q
<)
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4
|_
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Adult Control Juvenile Control Adult Palm Oil Juvenile Palm Oil
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Figure 1. TNF-a levels in adult and young Wistar line rats
serum with or without application of palm oil during 30
and 60 days.

Statistical analysis

One way ANOVA: P<0.0001: the variances among column
means are significantly greater than expected by chance.

Bartlett: The SD’s belong to the same population.
Bonferoni: tcr=2.697; HO: if t>ter, then P<0.05
Discussion

In each group of rats palm oil application bring to
statistically significant raised levels of TNF-a in blood
serum (p<0.001 for young rats, p<0.01 for adult ones).
The power of this effect is not influenced neither from
age nor from timing of palm oil application. Results of
raised levels of TNF o under the influence of palm oil
application show statistically significant results both on
adult rats and young rats compared to control groups. It
is well known that TNF a is a pro-inflammatory cytokine,
and for the first time the results show that its levels raise
after continued application of palm oil in experimental
animals of different ages. Results show that there is an
increased risk either on young or adults under palm oil
influence.

We have continued studies on defining second cytokine
IL-6. In figure 2 are shown changes of IL-6 levels under
palm oil application. Reports show significant changes at
young rats compared to adult rats, and also both groups
show statistically significant between experimental
group and control group.

* -compared to Control Adults

1600 **. compared to Control Juveniles
*%k

*%

30 days * *
60 days L% l%

1200 4

800

IL-6, pg/ml

400 4

Adult Control  Juvenile Control  Adult Palm Oil Juvenile Palm Oil

Group

Figure 2. Palm oil effect (30 and 60 days) on blood IL-6
levels on juvenile and adult male rats.
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Data statistical analysis

One way ANOVA: P<0.0004. Variations among column
means significantly differ than expected by chance;
Bartlett: SD'd belong to the same population; Bonferony:
critical t=3.418.

Discussion

1. Palm oil application causes statistically significant raised
levels of IL-6 in both groups.

2. In same conditions, IL-6 levels are not influenced by con-
tinuation of studies, so it is reckoned that increased lev-
els will be the same in day 30 and 60 respectively

During studying time it was realised GTT in day 30 and 60
respectively. In Figure 3 are presented results from GTT.
These results show the changed levels which are more
important in minute 90 and speak same as data for pre-
diabetes.

12+
10 min.
V27230 min
K] 60 min

* - compared to 0 min.

*

GTT, mM

C-30 days PO-30 days C-60 days PO-60 days

Group&duration

Figure 3. Palm oil effect, applied on day 30 and 60, on GTT
levels of adult male rats

* - compared to 0 min.
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12 %% - compared to 30 min. V27230 min
1 £ 60 min

Tl g o
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C-30 days PO-30 days

Group&duration

C-60 days PO-60 days

Figure 4. Palm oil effect on young male rats GTT applied
on day 30 and day 60.
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Discussion

Generally speaking, results show development of
prediabetes with a significant risk at young rats
chronically treated with palm oil. Raised levels of both
cytokines are shown. Pre-diabetes condition correlates
with raised levels of TNF-a and IL-6, and to see these
changes in this study we have demonstrated those blood
levels on male experimental rats, under palm oil effect.
It is known that this cytokine takes part in inflammation
mechanism (Michaud et al., 2013; Zhang et al., 2013).
Studies have shown data in which inflammation has
a role on diabetes pathogenesis (Everard et al., 2013;
Di marco et al., 2013; Pedicino et al., 2013; Game et al.,
2013; Donathy, 2013; Cildir et al., 2013 . Furthermore,
published data support that obesity is linked with risk of
inflammation (Ramsay et al., 2013; Sobieska et al., 2013;
Carillon et al., 2013; Grant et al., 2013; Borgesson et al.,
2013; Wright et al., 2013).

Experimental studies and their result show that palm
oil in blood raise levels of pro inflammatory cytokines.
This can aid as a prove that prediabetes development in
experimental animals happens because of TNF -a and
IL-6. Differences, which has been documented between
young and adult rats, prove to be a high risk for diabetes
development after continuous usage of palm oil from
youth and adolescents. This data are of the first published,
but are a basis for future studies on mechanism through
which palm oil changes both cytokines and carbohydrate
metabolism.

Conclusion

60 days elongated administration of palm oil, in
experimental rats of adult and young age, raise blood
levels of TNF-a and IL-6 changes metabolism of
carbohydrates with data also supporting the development
of pre-diabetic condition. More important, is the risk
which appears in young, non mature experimental rats.
If we make a correlation with humans we can conclude
that individuals who use food products which contain
palm oil, will be more predisposed to develop health
disturbances which can cause pre-diabetic condition and
later leading to diabetes.

Recommendation

From the results in our scientific research we can
recommend: to take care in usage of food products
which contain palm oil, specially from everyday usage of
these foods. This represents a good health education for
adolescents and youth individuals.
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CTAIIKA HA PEIIMJTNBHUA KPBABEIbA 110 APTOH IITA3MA
KOAT'YTAIIMJA 1 MHJERIMCKA TEPAITIJA CO AIPEHAJIH U
MOIUJOKAHO KAJ KPBABEUKW AHTHOIUCIUIA3MY BO TOPHUTE
MAPTUN HA TACTPOUHTECTHHAJIHNOT TPAKT

Arun Pamapmanu!, Buktopuja YanoBcka BanoBa', Coma bojarmesa!, Mepu TpajkoBckal, Bnagumup
Aunpnpeescku', Menrop Kapemanu', bypum Mopaxumu!

1YHI/IBepi’»I/ITETCKa KJIMHUKa 3a raCTpoeHTepoxenaTonomja

Medicus 2019, Vol. 24 (2): 165-169

BOBE]]

AHrrofucCIIa3uUTe Ha >KeTYOHUKOT U AYOAEHYMOT Ce MPUUMHA 32 TOPHO FaCTPUHTECTUHAJIHO KpBaBehe U Kaj 4%
-7% Ol yllaTa CO aHTMOAUCIUIA3UHU. TeparnucKuTe MeTOIU IITO ce KOPUCTAT 3a HUBHOTO JIEKYBame e eHI0CKOIICKH,
a BO HMB CIlaraar: aproH rjiasma koarynaruja (AITK), TeXHUKM Ha eJleKTpoKoarysaluja, MexaHnuka XemocTasa co
KJIATICHpae, acepcka poto-Koarynaiuja 1 WHjeKIncKa Teparuja co CKJIepo3aHTHUA CpeficTBa.

[emu: Jla ce yTBpM cTarkaTa Ha pelyIMBHU KpBaBerbha Kaj MalyleHTy cO KpBaBeUKM aHTUONUCIUIA3KUNA BO TOPHUTE
naptuu Ha ['UT Tpetupanu co AIIK 1 uHjeKkimMcKkara Teparnuja co pacTBOp Ha ajipeHasiviH 1 oM 0KaHO.

Matepujan 1 metoau: Bo crymmjata ce BKydeHU 35 nainyeHTy TpetupaHu co AlTK, u 15 nmauueHTH co MHjeKLucKa
TepariMja co pacTBOp Ha ajipeHasinH 1 1,5% p-p Ha MoJIMJOKaHoJ, aluIMLMpaHy BO 1 OKOJIY caMaTta aHIMOZMCIIIa3mja.
IIBeTe TepanucKku oMUy ce peaJiIn3hpaHu Co eHI0CKOIICKU TTpucTarl. [larjueHTure ce ciaefileHd BO TeK Ha 4 BUBUTH, a
Ha BTOpara 1 TpeTaTa BU3UTa Ce HalpaBW €HIIOCKOICKa KOHTPOJIa.

Pesynratut: Micrimrany ce BKyrHO 50 marnpeHT Ha Bo3pacT off 18 o 64 rogunu (cpegHa Bospact 55 rogusn). Of1 HUB 32
(64%) mamku TaryeHT 1 18 (36%) >KeHCKM MalMeHTy JIeKYBaHU BO TeK 2 TOAWMHU CO cpeiHa BO3PacCT of 55 TOAMHI.
AHanM3aTa MoKayka MoBMCOKa CTallka Ha pelyMIMBHU KpBapeta Kaj MaljeHTuTe TpeTupaHu co afgpeHaiviH, Mpu To
.Cé YTBP{IM CTATMCTUUKM 3HAuajHa pas3jrKka Crarkara Ha pelIMBHY KpBapema Oelle CUrHU(MUKAHTHO ITOBUCOKA Kaj
raLeHTruTe Kou bea TpetupaHu co agpeHanuH - p<0,01. [Torpeba on TpaHcdy3uja Ha MUEHU ePUTPULIMTY 1Maa 34
raiueHTy (68%) Bo TeK Ha IpBaTa XOCIIUTaIN3aluja.

Saknyyok: EHJIocKonujaTa e KJjlydHa T[polefypa BO JIMjarHOCTULIMpame W JIeKYBamheTo Ha aHrMOJIUCIIa3uUTe BO
racTPOMHTECTMHAJIHUOT TPakT. TpeTMaHoT Ha aHruoaucruiasuure Ha ropHute naptun Ha [T co AIIK e curypha
MeTOJIa CO HUCKA CTAllKa Ha HecaKaHu eeKTH U BUCOK CTeleH Ha Teparucka edrkacHocT. OBaa CTyauja OTBp/yBa
MOHMCKA CTalKa Ha PelU/IMBHA KPBaBekba, a Co Toa, MOBUCOKA TeparnucKka e(puKacHOCT Kaj MalleHTUuTe TpeTupaHu
co AlIK.

Knyunn 360poBU: pelMINBHN KpBaBerba, aHTMOAMCIIIA3M]a, aproH Tula3Ma Koaryialyja.

BoBen : Aurumogucrnasuute (AJl) ce abepaHTHM KpPBHU
caJIoBM KOM MOKe Jla MMaaT pa3/IMyHa JIOKaIu3aluja, Ho
HajuecTo ce HaoraaT BO IaCTPOMHTECTHHATHUOT TPAKT.
lako aHATOMCKH Ce C/IMUHK Ha TeJTaHreKTa3KTe, CelakK ce
pas3/MKyBaaT off HUB. McToTaKa ce cpeTHyBaaT BO CKJIOI
Ha CHCTeMCKM M KOHreHUTaJTHU Oonectu. TakcoHOMMjaTa
IJIaBHO ce Da3Kpa Ha eHI0CKOINCKUOT u3re (1).

AJ]l e Hajuecra BackymapHa MandopManuja Ha I[W
TPAKT U HAjUecTo Ce OTKPUBA Kaj MOCTapH MAljUeHTH.
[louecto ce nornupaaT BO 1leKYM U Ha acleHJeHTeH

KO/IOH.. KnMMHMUKaTa mpe3eHTalldja MOMKe Jia Bapupa off
acHMITTOMAaTCKa M HeKpBapeuKa JI0 JKUBOTO 3arpo3yBavka
xemoparuja (2).

IIpeBaneHiija Ha AHTHOUCIIIA3UUTE TEIIKO MOXKe Ja
ce mpotieHu. Criopes; HeKOM aBTOPH, Taa U3HECYBA OKOMY
0,8% (3), mako, co TpUMeHa Ha JOBOJIHO CEH3UTHBHU
OMjaTHOCTYKMA METOIM, IIpeBajieHI[aTa e BepojaTHO
JaneKky IIOBMCOKAa Off OHaa IITO Ce KOHCTaTupa BO
KnuHMuKaTa npakca (4). Ce cmera pmeka 40-60%
HaleHTd ¥MMaaT II0BeKe Off efHa aHTHOAMCIIIA3uja
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(5). Knacuduranujata Ha aHrHOAMCIUIA3MUTE ce Oa3upa Ha JIOKAIM3aldjaTa, roieMHHaTa U cropey; OpojHOCTa Ha

aHTHoMCIIIa3uuTe (Tabena 6poj 1).

Criopey ToKanu3anuja Cropeyt BemMunHa Crmopep;, bpojHOCT
TacTpnyHn Mayu (co mpeyHuK < 2 MM ) Comuraphu (n=1)
JlvoeHanHu uTepmenujaphu (mpeuHuk of 2 o 5 Mm) | Mysrrumu (n=2 mo 10)
JejyHanHu

lneanHu Tonemu (peyHuK >5 MM) Iudysuu (n>10)
Kononcku

Taberna 6poj 1. Knacudukaiuja Ha aHrHogucIiasuu (6)

European Endoscopy Club in: Schmit A, van Gossum A.
Proposal for an endoscopic classification of digestive
angiodysplasias for therapeutic trials. Gastrointest
Endosc 1998; 48:659.

Aurvopucniia3ud Ha TOPHH TaCTPOUHTECTHHATHU
MapTUM.

AHrMOfIUCIIIa3UUTe HA KENYIHUKOT U [IyO[leHYMOT ce
NpPUYMHA 32 TOPHO TACTPUHTECTMHANHO KpBaBewe WU
r'YOMTOK Ha KpB Kaj 4-7% of IuIjaTa co aHrMOAUCIIIa3uK
(7). ManuecTHOTO U OKYITHOTO KpBapeme ce MPUCYTHH
Kaj 49% ox manuentute Ko umaaT AJl, a Kaj ocTaHaTUTe
51% ce cmeTaar 3a cyyaeH Haof, (8).

MoTpeba ojx Tepamnuja Ha AJ]

Kaj cure marmeHT co OKY/ITHO KpBaBere U MaHU(eCTHa
CHJiepolieHNYHa aHeMHUja ce COBeTyBa TPeTMaH BO TeK
Ha eHJIOCKOIICKMOT Iperyie]], IYPH ¥ Kora Hema 3HaIy 3a
aKTUBHO KpBaBembe. JJOKOJKY e HOTPeOHO, Kaj IaljueHTHTe
JIOTIOJIHMTENTHO Tpeba [ja ce Iperopaya Tepamuja co
Tpernapar Ha xkesne3o (9).

Teparmcrm're MeTOoan

Bo JIEKYBAETO Ha aHIMOAUCIUIa3UUTE MOKe [a Ce
KOpucCTaT cjlieaHuBe MOJa/IUTETU: €HJ0CKOIICKH,
PeHATeHONMOMKY, XUPYPIIKU 1 MeJUKaMeHOT3HHU OIILINH.

EHJIOCKOTICKMOT ~TpeTMaH BK/IyYyBa: aproH IUTasMa
koarynanuja (AIIK), TexHHMKH Ha eJleKTpOKoaryjaiuja,
MeXaHWYKa XeMocCTa3a CO KIWICHpame, jacep ¢oTo
Koaryiaiyja ¥ MHjeKIMCKa Teparnuja co CKJIepo3aHTHU
cpenctBa (10). [Tokpaj HUB, MOKe 71a [la Ce KOPUCTAT U
aHruorpacdwuja co embomusanuja (11).

Apron mnasma koarynaiuja (AIIK).

Apronckara mia3ma koarynamuja win AllL e MeguiaHCKa
EHJIOCKOIICKA ITI0CTAlKa Koja ce KOPHCTU IPBEHCTBEHO
3a KOHTpO/la Ha KpBapeme Off OfipefieHu Jie3ud BO
racTpOMHTECTUHANMHUOT TpakT. Ce  afMMHMCTpUpa
3a BpeMe Ha e30(haroracTpofiyoJeHOCKONja WK
KOJIOHOCKOTIH]a.
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AIIK BkiyuyBa ymoTpeba Ha Mja3 Off jOHM3MpAH rac
Ha aproH (mmasma) Koj € HacoueH MPeKy COHJaTa IITO
ce mpeHecyBa TIpeKy eHjockorn. CoHflaTa ce MocTaByBa
Ha OfipefleHO pacTojaHhe Off Jie3ujaTa Ha KpBaperbe,
a racoT Ha aproHOT Ce UCIYIITa jOHWU3MPaH CO BUCOK
HarioH  (12).  BucorodpekBeHTHaTa  eJeKTPUYHA
CTpyja T0TOA ce CIpoBeyBa HU3 MJIa30T Ha Tac, IITO
pesyATHpa €O Koaryialyja Ha Jjie3djaTa Ha KpBapere
Ha JpYTMOT Kpaj Ha MJa30T. bupjejku He ce mpaBu
(M3MUKN KOHTAKT CO Jie3ujaTa, MoCTanKkaTa e 0e30eHa
(13) ¥ MOKe J]a ce KOPMCTH 3a JIEKyBaibhe Ha KpBapeme
BO [IeIOBU Of TaCTPOUHTECTMHAJHUOT TPAKT CO
TEHKH SHJIOBM, KaKo IITO e IleKyM. [lmabounMHata Ha
Koarynarja OOMYHO € CcaMo HeKONKY MUJIMMETpH.
AIIK ce KopucTu 3a TpeTHpame Ha CIeJHUBE JIE3UU:
aHrvopuciasud Bo M TpakT, ractpuuHa aHTpajHa
BacKy/lapHa eKTasuja, MOCTUPAUjAlliCKU TPOKTUTHLC,
pak Ha e3odarycor u ap. (14).

MHOTryOpojHU CTY/IVH ja jaBaat MojIpiikaTa 3a e(yMKacHOCT
u curypHoct Ha ATTK Bo KIMHMUKaTa Tpakca Bo cropesioa
CO JIPYTH TEXHUKH (2).

Xupypmka peceknuja: OBaa MeTofla € WHJIMIMpaHa
caMo Kaj TTallieHTH CO JKMBOTHO 3arpo3yBauko KPBaBembe,
rosieMa rmotpeba off TpaHc(y3UK U TOYHO YTBPIEHO MECTO
Ha KpBaBeme.

MenmukamMeHTO3Ha Tepamuja: XOPMOHCKa Teparuja
CO  eCTPOreHM  (+IporecTepoH), MHXMOMTOPM Ha
aHrHoreHe3ara (TalTMIOMU/I) M COMATOCTaTUHCKH aHaJI03H
(oxTpeorup) (15,16).

Ilenu Ha TpymoT: /la ce yTBpP/IM CTANKaTa HA PeLUIUBHU
KpBaBema Kaj TMalieHTH co KpBaBeuky aHIMOIUCIUIa3hu
Bo ropuute maptuum Ha [T Tperupanu co AIIK u
WHjeKI[CKaTa Tepanuja cO PacTBOP Ha ajipeHauH U
TOTUIOKaHOI.

Marepujan u metopu: CTyaujaTa BKIyUyBa BKYIHO 50
naruenTy Hap 18 romunu. Kputepuym 3a BKIyuyBarme BO
CTyfIujaTa e eHJIOCKOIICKY MOTBP/IeHH eJlHa WU ToBeKe
KpBapeukd aHTMOJMCIUIA3UM BO TOPHUTE MapTUM Ha
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['IT co maHudectHo KpBapemwe. BKymHO 35 maiueHTH
ce tpetupanu co (AIIK), a ocranatute 15 co MHjeKIMCKa
Tepanyja CO PacTBOP Ha aJpeHAIMH U TOJUIOKAHOL.
[IBeTe TepanucKu OMIUK Ce Pean3upaa co eHJ0CKOTICKU
TpUCTaIl.

[IpBaTta rpyna Ha mamnueHTd ce Tpetupaiie co AIIK Bo
TeK Ha TOPHOJUIeCTUBHA eHIOCKOIHUja, CO MpUMeHa Ha
jauHa om 30W u mpotok off 1-2 L/min. Bropara rpyma
Oellle JIeKyBaHa CO MHjeKI[MCKa Teparuja co pacTBOp Ha
ajipeHasuH 1 1,5% pacTBOp Ha MONMUI0KAHOJ, AU PaHI
BO M OKOJIy camMaTa aHTHOJIMCIUIa3uja, BO KOJIMYMHA O
MakcuMyM 20 MJI pacTBOp Ha afipeHanuH 1 1-2 Mj1 pacTBOP
Ha TOJU/IOKAaHONI, CO MPYMeHa Ha UIjia 3a eHJI0CKOIICKa
xemocra3sa. [lanmenrure ce cnefiea 6 Meceny Bo Tek Ha 4
BU3UTHU, U TOA BO HYITa Touka ¥ 1o 4, 8 u 24 Hepmenu.
Ha BTOpara u TpeTaTa BU3UTa Ce HAlPaBU eHOCKOICKa
KOHTPOJA.

I[TopaTonuTe Gea craTucTHUKKM 0OpaboTenu co (SPSSInc.,
Chicago, IL, CAJl) co yrorpeba Ha cpefjHa BpPeJHOCT *
cranpapgHa pesujanmja (SD) co 95% (CL), Chi-squere
test 3a KkBayMTaTHBHUTE Oee3u u Student’s t u Mann-
Whitney-u-test 3a HymepuukuTte 6enesu. BepojatHoct (p)
co BpegHocT < 0.05 ce cMeTa 3a CTATUCTUUKM 3HAUajHa.

PesynraTn:

Wcnutann ce BKymHo 50 maleHTH Ha BospacT of 18
1o 64 roguun. Op HuB 32 (64%) Mamky maryenTty u 18
(36%) KeHCKH TaLeHTH JIeKyBaH! Ha YHUBEP3UTeTCKaTa
KIMHMKa 3a ['acTpoeHTepoxenaTosoryja Bo CKoIlje BO TeK
2 TOJIMHY CO CPeJIHA BO3pacT 071 55 rojiHu (rpachukoH 1).

Ounctpmbyumja Ha nauneHTUTE No Non

18 wencKn
NALHEHTH
36t

32 MALIKH
MAUNHEHTH
04%

I'pachukon 1. [lucTpuOyIMja Ha MAL[EHTUTE IO MOJL.
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Tepanmja co AIIK 11 agpenainn

1S manuesTH
€O TP EHATHE
30%%

JEmayueHTH
co ATTR

-000

I'paduron 2. [uctpuOyIMja Ha MalMeHTHTe CIpeMa
tepanuckuoT npuctan AIIK u agpeHanun

Jlokanusaruja Ha
AHTHOJIUCIUTa3UjaTa

33 nmalueHTH JKETYTHUK
17 JKenyaHuK u iyofieHyMm

bpoj Ha marenT!

Tabena Opoj 2. Jlokami3anyja Ha aHTHOAUCIIIA3UKTE

Cnuka 6p.1 EHIoCKOIICKM MOI7Ie]i Ha aHTMOUCIUIACTHYHA
IIPOMeHa Kaj Halll ITaIiueHT off eHjocKkomuja Ha ropeH ['UT.

167 | Medical Journal - MEDICUS



Wiixittx/zzzzzz2z2dz4

I Profesional paper

CrankaHa peunaus

ApnpeHanum —
ANK -

Q 1 2 3 4

Bpoj Ha nauMenTH

I'pachukon 6p.3 Cranka Ha peLUMB CO HeCAKaHW JIe3UU
(ynkycn).

HanpaBen e Mann-Whithey test p<0,01.

CTaTMCTMUKM 3HauajHa e CTalmKkaTa Ha PeluiuB CO
KpBapema Kaj MalieHTUTe TpeTHpaHu CO ajipeHasTiH.

Huckycuja:

Ucnegenn Oea BKymHO 50 Mal[eHTH €O KpBapeme off
ropeH racTPOMHTECTMHAIEH TPAKT U [MjarHOCTUI[MPaHa
e aHruopMcIUiasuja. Bo ofHoc Ha AMCTpUOyIIMjaTa Ha
MalyeHTuTe MO MO/, MOOpojHM Oea MAIUEHTHTe Off
Mmamiky non. Op BkymHo 50 maiueHTH, Kaj 35 HalueHTH
aHTMOJUCIUIA3UMTe Oea TPeTHpaHW CO arpoH Iia3Ma,
a Kaj 15 nanuenTyu co anpeHanuH. CpeiHaTa BO3pacT Ha
nalyeHTUTe 55 TOJMHU Ce COBMAJHA CO MJIATOIUTE Off
NUTeparypara (2).

Ce yTBp/M TOMaJIa CTalKa Ha PEIU/IMBY Ha KPBAaBEHETO
Kaj rpylmara Ha MalUeHTd KoM 0ea TpPeTHpaHH CO
arpoH Ila3Ma BO cropefi0a CO MHjeKI[icKaTa Teparuja
CO pacTBOP Ha aJpeHAIMH ¥ MONUJOKAHON, IITO Ce
COBIara co IojiaTonute of nmuTeparypara (2). Bo mpyra
CTYIMja He e JOKajkaHa pas3/iMKa BO TPETMAHOT Mery
KOH3epBaTHBHaTa Tepamuja u Tepamuja co AIIK (15,17).
Cropeq, NoKamu3anyjata, morojieM Opoj Ha TaLUeHTH
1Maa aHT'MOAMCIIIa3uM Ha JKeNyOHUK 66% B.c.34%, IITO ce
COBIIara co mogaToluTe off tureparypara (17,18).

[IpBaTa KOHTpONHA eHJIOCKOMMja Kaj CUTe MalldeHTH
TPeTHpPaHd CO arpoH IUlasMa Oelle co ypefieH Haof.
Cramkara Ha pelUMIMBHU KpBapemha CO HeCaKaHU Jie3UH
(ynKycH) Oellle CTaTUCTUYKY 3HAUajHA Kaj MallMeHTHTe KOU
Oea TpeTupanu co agpeHamut p<0,01. [ToBeke peryuIuBHIA
KpBapema 0ea YOUeHM Kaj MAlMeHTUTe TPEeTUPaHH CO
agpeHamuH (19-21).

Bo ofiHOC Ha aHeMU3UpaweTo, CpeJiHUTe BPeHOCTU Ha
XeMOIJIOOMHOT TI0CTIe MHTepBeHIMjaTa 6ea CTaTUCTUUKK
3HauajHO MOBMCOKM Kaj Tal[MeHTUTe KOu Oea TPeTUPaHH
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€O arpoH 1a3ma. Bo cryauu off iutepatypara e IoKaxKaH
oeneduror op AIIK 1 HamazeH HPOLIEHT Ha PeLUUBHI
KpBapema U aHemusupame (12). Bo peTpocmekTiBHa
CTy[Mja Ha Saperas, He e HajleHa pa3jMKa BO OJHOC Ha
IPOIEHTOT Ha IAIMEHTH Ha IIOBTOPHO KPBapeme BO
criopefiba co KoH3epBaTHBHATa Tepamnuja 87% HaCIpoTH
73% w 74% wacmporu (15).

3aknyuok: EHflockomujaTa e KiayuyHa TIpolefiypa BO
IMjarHOCTUIMPakbe U JIEKYBAamheTo Ha aHTHOIUCTIIa3UKTe
BO TaCTPOMHTECTUHAJIHMOT TpakT. TpeTMaHOT Ha
aHTMOZIUCIUTa3UKTe Ha ropHuTe maptuu Ha I'UT co arpon
TJ1a3Ma e CUTyYpHa MeTo/ia ¥ CO HUCKA CTalnka Ha HecakaHu
ebeKTM M BHCOK CTeleH Ha Tepamucka epUKacHOCT
(22). Bo Hamiata cTyauja IOTBpAMBME MOMaJ CTEIleH Ha
pellMUIMBaHTHN KpBaBea Kaj MalldeHTHTe TpeTUpaHu
CO aproH Ija3Mma Koarynauuja. [leHec ce mpenopauyBa
na ce kopuct AIIK Kako mpBa /MMHMja Ha Tepanuja Ha
KPBapeUKUTe aHTMOMUCIIIA3HH (2).
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ABSTRACT

Aim: the aim of this study is to compare individual characteristics associated with blood donations in a small
transfusion center for two years period.

Material and methods: a total of 1725 volunteers were studied to evaluate their motivation for blood donation
in 2017 and 2018. A questionnaire was prepared by our physicians , covering sociodemographic characteristics,
history of blood donation and reasons for donate. Motivation was classified as internal- altruism and external
motives.

Results: The main motivations were 1036( 48%)-altruistic, 734 or 34%- Good for one’s health and Free health screen
and laboratory test 150 or 6,9% It is shown that 1184 blood donation volunteers (55%) had internal motivation and
321 or 45% had external motivation for donate blood. Internal motivations were higher in women, regular and
educated donors.

Conclusion; Internal motives are the main reason for blood donation in our transfusion center. Altruistic messages
can be used in recruiting and retaining donors. Many of the donors were motivated by external factors- mainly
to improve their own health status, especially in older donors. The blood establishments should intensity their
efforts to motivate women and lower educated people to donate blood. Our study suggest that population- based
investigations could be a helpful tool to describe donor rates and to guide future recruitment strategies.

Key words: blood donation, Donor, Motivation

INTRODUCTION meeting personal needs or goals. Everyone who wants to
donate, has a specific motivation. Some researches show
that there are differences in the factors that motivate
first-time donors with respect to that in repeat donors.
At the first donation, external factors such as social
pressure by peers or friends are important factors in
decision to donate, but become less important with repeat
donation. Internal factors such as a desire to help others,
a sense of duty or desire the help to Red Cross, become
more important over time. The purpose of this study
is to investigate the motivational factors of our blood
donors in our region with regard to their demographic
characteristics and history of blood donation.

Blood transfusion is a fundamental and requisite part of
any National Health Service. Human blood is an essential
element of human life and there are no substitutes.
Human blood is rare, valuable and very much in need. The
need for blood and blood products is being felt more than
ever as the population grows. Because, the only source
of supply is the blood donor, motivating and retaining
donors is the only way to meet this need. Motivation
of blood donors is one of the greatest challenges faced
by the blood collection facilities today. Motivation is a
compelling force of activity which is directed towards
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In 2017 and 2018 vear, a total of 2159 blood units were
collected in Transfusion department Strumica, which
serves about 92000 of population. That means 22 units
per 1000 population and that is a good achievement
according WHO map on blood donation rates, although
an higher level is necessarily ( as it is in some developed
countries) All of these collected blood units, were obtained
from voluntary, non- remunerated blood donors.

MATERIAL AND METHODS

A total of 1725 volunteers were studied to evaluate their
reasons for blood donation. All selected volunteers
were entered into the study voluntarily and interviewed
regardless of whether they were accepted for donation or
not. A questionnaire was designed by the physicians, with
two different sections.

The first section covered socio-demographic
characteristics- age, sex, marital status, education level,
job, and personal history of blood donation which means
first time donor, repeat donor or regular donor.

The second part consisted of a list of reason for donating.
The physician was responsible for interviewing the
donor and asking about his/her main reason to donate.
The donors usually mention several factors when they
were asked about their main motivation. So we decided
that the first response will be considered as the main
motivation. Motivations were listed as phrases that might
be expressed by volunteers as follows:

m Altruistic motive: helping patients, helping others,
helping people, moral or social obligation, performing
a good job, saving life.

m Health screen: blood group determinate, physical
examination of blood pressure and hemoglobin, free
laboratory tests.

m Curiosity: no specific reason, want to know how is to
donate blood, want to visit a donation center, having
a new experience.

m Social pressure: influence of co- workers, friend,
boss, family.

At the end of the donor selection interview, the final

outcome (accepted or deferred) was recorded in the

questionnaire by the physician.
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RESULTS

Table 1 show the socio- demographic characteristics and
history of blood donation in participants.

Characteristics Number | %
Sex

Male 1842 85,3
Female 322 14,7
Age(years)

18-25 647 29,9
26-45 1187 55
Older than 45 323 14,9
Place

Urban 1878 87
Rural 281 13
Education

Basic- primary school 388 179
Junior school(as gymnasium) 1036 48
Faculty 518 24
Marital status

Single 626 29
Married 1533 61
Donor status

First time 431 20
Repeated 712 33
Regular 1014 47

Regarding employment status, 1455 (67%) were employed,
704 (33%) were unemployed, students were 616 (28%) and
retiree 77 (3, 6%).

Table 2 show the most frequent motivation for blood
donating.

Helping others 1036 (48%)
Good for one’s health 734 (34%)
Curiosity 118 (5, 5%)
Free health screen and laboratory test 150 (6, 9%)
Having a blood donation card 26 (1, 2%)
Social pressure 97 (4, 5%)

The reasons given in the group “good for one’s health”
were: reduction of blood viscosity, feeling better, mood
changes, acne vulgaris, losing weight, treatment of
hyperlipidemia. We decided to separate motives into
Internal (altruism, helping others) and external (the
remaining reasons).
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Table 3 show the motivation based on demographic

characteristics and history of blood donation

So, 1184 blood donation volunteers (55%) had internal
motivation and 321 or 45% had external motivation for
donate blood. Internal motivations were more significant
in women, more dominates in older than 46 years, equally
represented in both single and married, more significant
in more educated blood donors, and most common in
regular donors.

DISCUSSION

The study showed that altruism is the main reason for
blood donation in our blood center, which is consistent
with similar studies in other countries. There is a
significant relationship among altruism and sex, history
of blood donation, age and the donor’s education level.
Women have higher levels of altruistic motivational
factor, consequently leading to a greater response
to altruistic messages by women. The proportion of
female blood donors is significantly lower than male in
our transfusion center. So more efforts must be made
to attract female donors. Regular donation was also
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associated with higher levels of altruism. So, our main
task is to promote voluntary, regular blood donation
without any compensation, with adequate campaigns

Characteristics nfo’iti‘é‘:t‘ﬁ)ln m{)‘{ﬁiﬁﬁiln. especially to the predefined target groups.The same thing
Number (%) Nﬂggg&) happened with educated blood donors- althruism is the
Sox main motivational factor for their donation, so knowledge
about blood donation and altruism seem to be a winning

Male 181 (45, 5%) 1003(54, 5%) .. . .
combinations in every transfusion center.Older donors
Female 14144, 5%) 181156, 5%) have higher scores of altruistic motivation.There may be
Age a psychological impact in older donors who have a sense
18-25 301146, 5%) 346 (53, 5%) of improvement in their general health. One of important
26-45 606 (51%) 581 (49%) factors in our study to donate blood was “Good for one’s
Older than 46 145 (44%) 180 (56%) health”-345 of blood donors. Although it is good that
Place blood donors have a good perception of blood donation,
Urban 967 (51, 5%) 911 (48, 5%) considering blood donation as a means of reduction in
Rural 153 (54, 7%) 128 (45, 3%) cholesterol level, reduction of weight, treatment of acne
Marital status and so on- has no sound scientific basis .It is possible
Single 304 (48, 5%) 322 (51, 5%) that some of them are well aware that blood donation
Married 752 (49 %) 781 (51%) is important for patients. Therefore, they continue to
Education donate regularly. It seems that the slogan “good for one’s
Basic- primary 202 (52%) 186 (48%) health has a need to be evaluate in near future. Screen
Junior school (such | 524 (50, 5%) 512 (49, 5%) health tests represented a main motivational factor
as gymnasium) in 4, 7% of blood donors. Do they have to control their
Faculty 247 (48, 5%) 271(52, 5%) HIV, Hepatitis B and C, Syphilis status- or they want to
Donor status control only their blood pressure, hemoglobin level and
First time 214(49, 5%) 217 (50, 5%) blood type- is unknown, and it will be subject to next
Repeated 363(51%) 349 (49 %%) investigation. Simultaneous evaluations of the results
Regular 461 (45, 5%) 553 (54, 5%) of the screening tests and motivational factor could give

more valuable information.

CONCLUSION

Thisstudyhasseveral strengths. Mostof the questionnaires
were completed by physicians rather than by blood
donors. Results should be compared with the results in
other transfusion centers in our country, also and centers
in other countries. This study also was an evaluation of
motivation in blood donors nationwide. Limitations
exists and may influence the final results and conclusion.
And conclusion is - that altruistic reasons are the main
reason for donation by majority of our blood donors. Most
of them are female, regular and high educated donors.
Altruistic messages can be emphasized in recruiting and
retaining these group. About half of blood donors were
motivated by other motivational factors, the main factor
being improvement of their health. Understanding blood
donor motivations is crucial to improving effectiveness
of donor recruitment and retention programs. We have
to work hardly and to motivate prospective donors in the
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sociocultural settings, both inside the hospital as well as
in the community.
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ECURIA E TUBERKULOZIT SIPAS MOSHES ,GJINISE DHE RAJONEVE E
KOSOVE PER PERIUDHEN 2003-2014

Rukije Mehmeti,Drita Salihu,Xhevat Kurhasani

Medicus 2019, Vol. 24 (2): 174-177
HYRJE

Tuberkulozi éshté shkaku i nénté i vdekjeve né mbaré botén dhe shkaktohet nga njé agjent i vetém infektiv qe eshte
Mycobacterium tuberculosis. Ekziston njé barré ende e larté e sémundjes se Tuberkulozit ne Kosove dhe progresi nuk
eshte aq i shpejte sa pér té arritur Objektivat e Zhvillimit té Qéndrueshém pér t'i dhéné fund epidemisé globale té
tuberkulozit. Kerkimet pér diagnostikime té reja, medikamente, regjime té trajtimit dhe vaksinat po pérparojné, por
ngadalé. Financimi pér kujdesin dhe parandalimin e TB éshté rritur duke ju falenderuar donatorve pér mé shumé se
10 vjet, por mungesat e financimit nga shteti ende ekzistojné. Megjithate perkunder ketyre veshtiresive Tuberkulozi
ne Kosove tregon nje trend renjeje

Qéllimi Qéllimi i kétij punimi éshté prezantimi i ecurise te te semuarve nga Tuberkulozi sipas moshes, gjinise dhe
rajoneve gjate periudhes 2003-2014.

Materiali dhe Metoda Ky éshté njé studim retrospektiv i percjellur prej vitit 2003-2014 ne Kosove. Jane perpunuar
te gjitha skedat e mjekimit te te semureve me TB ne tere Rajonin e Kosoves, dhe ne studim u perfshine te gjithe te
semuret me TB, Nga kartelat klinike te pacienteve eshte mbledhur informacioni: sociodemografik si per moshen,
gjinine dhe vendbanimin

Pér analizén e té dhénave éshté pérdorur programi statistikor SPSS 20.0. Variablat e vazhdueshém jané pérmbledhur
si mesatare + deviacionin standard (SD) dhe statistika tjetér deskriptive e tyre. Eshté pérdorur testi K2 dhe Fisher
exact test pér krahasimin e pérqgindjes ndérmjet variablave kategoriké. Per krahasimin e moshes se pacienteve jane
perdorur testet jo-parametrike Man Whitney dhe Kruskal Wallis. Vlerésimet pikésore jané shogéruar me intervalin e
besimit 95% CI. Vlera e p <0.05 u konsiderua statistikisht e réndésishme. Té gjitha testet statistikore jané té dyanshme.
Pér vizualizimin e té dhénave jané pérdorur tabela, diagrama dhe grafiké.
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REZULTATE DHE DISKUTIMI 1200 |

1000 -

Né studim jané pérfshiré 10669 pacienté te shperndare

sipas viteve dhe te dhenat jane analizuar sipas gjinise ~ *°

moshes dhe rajoneve. foo
400 -
Tabela 1 Karakteristikat sociodemografike te pacienteve
200 -
Variablat N % 0
2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014
Gjinia
FE— %3 290 Ng baze. te dhen.ave te prezentuara ne tabelen .dhe
diagramin 1 numrin e te semuarve nga tuberkuloza sipas
Meshkuj 5446 51.0 . . . . ..
viteve, numri me i madhe i rastevete ka gene ne vitin
Mosha, M (SD) 422 (20.6) 2003 dhe 2005 derisa numri me i vogel 2011 dhe 2014 cka
Grupmosha, vite tregon se Tuberkulozi shenon renje ne Kosove nga viti ne
<20 1711 160 vite.
21-30 2372 222
31-40 1558 14.6
41-50 1164 109
51-60 1203 11.3
>60 2661 249
Vendbanimi
Fshat 6283 59.0
Qytet 4386 41.0
Vitet
2003 980 92 Figura 2. Shpérndarja e rasteve sipas gjinise
2004 916 8.6 Nga numri i pergjitheshem i te semuarve 5223 ose 49%
2005 1033 97 prej tyre ishin femra dhe 5446 ose 51% meshkuj pa
2006 a7 73 ndryshim statistikisht té réndésishém ndérmjet tyre
(Mann-Whitney p=0.1) Raporti i pacientéve meshkuj/
2007 891 84 femra ishte 1 : 1.04. Nese i krahasojm te dhenat tona
2008 900 84 me vende tjera ato plotesisht perputhen me te dhenat
2009 837 78 e shteteve ne rajon (Shqiperi2 Magedoni5, Bosnie e
2010 P 82 Hercegovine6, Serbid dhe Kroaci3)
2011 803 75
2012 889 8.3
2013 906 8.5
2014 812 76

Tabela 2 Statistika e permbledhur e moshes

Variablat | M SD Min Q1 Median Q3 Max
Total 0.0 20.6 0 24.0 38.0 60.0 101
Femra 03 20,5 1 24.0 38.0 61.0 101
Meshkuj | 41.8 20.6 0 24.0 39 60.1 98
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Mosha, vite

204

Femra Mes'hkuj

Figura 3. Krahasimi i moshés sé pacientéve sipas gjinisé

Mosha mesatare e meshkujve eshte 41.8 (+20.5) vjec
(rangu 0-98 vje¢) ndersa mosha e femrave eshte 42.3
(+20.6) vjec (rangu 1-101 vjec) pa ndryshim statistikisht té
réndésishém ndérmjet tyre (Mann-Whitney p=0.1)

Edhe pse te gjitha grup-moshat jané té rrezikuara me
tuberkulozé verehet mbizoterimiirasteve ne grupmoshen
21-30 vjec me 22.2% te totalit dhe ne grupmoshen >60 me
24.9% te totalit, me ndryshim statistikisht te rendesisehm
me grupmoshat e tjera (p<0.001) Pra, tuberkulozi ne
Kosove paragitet mé shume te personat me moshé mbi
60 vijec, sikurse edhe né vendet e zhvilluara evropiane.

Gjakova

L 6%
Mitrovic:
8%
Gjilan
10%

Verehet ge numri me i madh i rasteve eshte nga Rajoni
i Prishtines 3331 (31.2%), me ndryshim statistikisht te
rendesishem me Rajonet e tjera (12=30.7 p<0.01), ndjekur
nga Rajoni i Pejes me 1674 (15.7%) raste, Rajoni i Ferizajit
1632 (15.3%), Prizrenit me 1444 (13.5%) raste, Gjilan 1044
(9.8%), Mitrovica 875 (8.2%) dhe Gjakova 669 (6.3%)
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Tabela 3. Numri i rasteve dhe incidence e TB sipas
Rajoneve (raste/100000)

Qyteti Popullsia | N Incidenca
(raste/100000)

Prishtiné 201214 3331 1655.5
Peja 97481 1674 17173
Ferizaj 109885 1632 1485.2
Prizren 179868 1444 802.8
Gjilan 91009 1044 11471
Mitrovica 85122 875 10279
Gjakova 95548 669 700.2

2000.0

1800.0 | 17173 1655.5 P<001

1600.0 - ] 1485.2
8 1400.0 ]
% 12000 s 1027.9
g 1000.0 - :
g 800.0 | i 7002
E 600.0 -

400.0 -

200.0 -

0.0 T T T T
Peja Prishtiné Ferizaj Mitrovica Prizren Gjilan Gjakova

Figura 3. Incidenca e TB sipas Rajoneve (raste/100000)

Nga te dhenat e prezentuara shofim se Incidenca me e
larte eshte ne Rajonin e Pejes

Me 1717.3 raste/100000 banore, ndjekur nga Prishtina
(1655.5 raste/100000 banore), Ferizaj (1485.2 raste/100000
banore), Mitrovica (11471 raste/100000 banore), Prizren
(10279 raste/100000 banore), Gjilan (802.8 raste/100000
banore), dhe Gjakova (700.2 raste/100000 banore). U gjet
ndryshim statistikisht i rendesisehm i incidences se TB
sipas Rajoneve (p<0.001).

120 -
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100 1 I =
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% 60 -
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Edhe sipas Rajoneve mbizoteron trajtimi spitalor kundrejt
trajtmit ambulator, pervec Rajonit te Ferizaj (p<0.01). Ne
rajonin e Pejes nuk e kemi asnjé rast ge eshte trajtu ne

Dispanseri meqe Rajoni i Ferizajit nuk ka Spital.

PERFUNDIMET

Né vazhdimési kemi njé rénie té vazhdueshme té numrit
té té sémuréve nga tuberkulozi pér periudhén e analizuar
nga viti 2003-2014,

Gjithesej ne studim jané pérfshiré 10669 pacienté prej
tyre 49% ishin femra dhe dhe 51% meshkuj. Raporti i
pacientéve meshkuj/femra ishte 1:1.04

Mosha mesatare e meshkujve eshte 41.8 (+20.5) vjec
(rangu 0-98 vjec) ndersa mosha e femrave eshte 42.3
(+20.6) vjec (rangu 1-101 vjec) pa ndryshim statistikisht té
réndésishém ndérmjet tyre (Mann-Whitney p=0.1)

Verehet mbizoterim i rasteve ne grupmoshen 21-30 vjec
me 22.2% te totalit dhe ne grupmoshen >60 me 24.9%
te totalit, me ndryshim statistikisht te rendesisehm me
grupmoshat e tjera (p<0.001)

Numri me i madh i rasteve eshte nga Rajoni i Prishtines
31.2%, me ndryshim statistikisht te rendesishem me
Rajonet tjera (¥2=30.7 p<0.01), ndjekur nga rajoni i Pejes
me 15.7% raste, rajoni i Ferizajit 15.3%, Prizreni me 13.5%
raste, Gjilan 9.8%, Mitrovica 8.2% dhe Gjakova 6.3% raste.

Né Kosové, tuberkulozi edhe pse né rénie té incidencés nga
viti né vit, ende paraget njé vatér endemike tuberkulare.

Incidenca me e larte eshte ne Peje 17173 raste/100000
banore, ndjekur nga Prishtina (1655.5 raste/100000
banore), Ferizaj (1485.2 raste/100000 banore), Mitrovica
(11471 raste/100000 banore), Prizren (1027.9 raste/100000
banore), Gjilan (802.8 raste/100000 banore), dhe Gjakova
(700.2 raste/100000 banore). U gjet ndryshim statistikisht
i rendesisehm i incidences se TB sipas rajoneve (p<0.001).

Nuk verehet ndryshim sinjifikant ndermjet rajoneve
persa i perket i trendit te rasteve ne vite (p=0.2).

Edhe sipas qyteteve mbizoteron trajtimi spitalor kundrejt
trajtmit ambulator, pervec qytetit te Ferizaj meqe nuk
ka spital rajonal dhe te semuret kryesisht trajtohin ne
QKUK si dhe ne spitalet tjera rajonale .

REKOMANDIMET :

1. Diagnostikimi i hershem, perpunimi i kontaktit dhe
zbulimi i rasteve te TB me kohe do te ndikoj dukshme

Profesional paper

ne zvogelimin e numrit te rasteve me tuberkuloz.

2. Veprimtaria edukativo shéndetésore per parandalimin
dhe kontrollin e tuberkulozit duhet te realizohet né
ményre té vazhdueshme dhe sistematike né institu-
cione shéndetésore dhe ato jo shéndetésore si dhe
duhet te gjinden mekanizmat qé do té shpien deri tek
géndrueshméria formale e késaj veprimtarie.
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SALVAGE RADICAL CYSTECTOMY WITH ILEAL CONDUIT DIVERSION
(BRICKER PROCEDURE) AS A METHOD OF CHOICE IN THE
TREATMENT OF HIGH GRADE INVASIVE CARCINOMA OF THE URINE
BLADDER
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"Department of urology, General City Hospital “8th of September”, Skopje, R of North Macedonia
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ABSTRACT

Introduction: Radical cystectomy and lymph node dissection is considered as the gold standard treatment for muscle
invasive urothelial carcinoma of the urine bladder. According to the EAU guidelines, radical cystectomy should be
performed in patient with T2-T4a, NO-Nx, MO stage of bladder cancer. If the patient is not undergoing neoadjuvant
chemotherapy, radical cystectomy should be performed within 12 weeks of diagnosis/staging. For the patients who
had preoperative radiation therapy the usual time between the end of the radiation and the cystectomy is from
3-6 months.Unfortunately significant percentage of the patients in our region has been still diagnosed with high
grade invasive carcinoma in their third and fourth stadium, combined with continuous haematuria, bilateral
hydronephrosis and pain in the lower abdomen because of the neoplastic infiltration in the perivesical tissue. The
salvage radical cystectomy with ileal conduit urinary diversion (Bricker procedure) is indicated in nonrespondin
patients to chemo and radiation therapy, multiple recurrences of the tumor, acute massive bleeding and patients
with inoperabile vesico-vaginal or vesico-rectal fistulas as definitive surgical solution after the radiation therapy.

Materials and Methods: Radical cystectomy was performed in 46 patients at the Department of urology, General
City Hospital “8th of September” -Skopje, for the past three years. The postoperative pathohistological findings
revealed: 4 patients with stage I (pTa pNoMxG2), 13 patients with stage II (6 with pT2aNoMo, 5 with pT2bNoMo
and 2 wih pT2cNoMx-with infiltration in the prostate gland), 22 patients with stage III (13 with pT3aNoMo, 6 with
pT3bNoMo, 3 patients with pT4aNxMx G3) and 7 patients with stage IV pT4bN1M1.

Results: Salvage radical cystectomy with ileal conduit urinary diversion (Bricker procedure) was performed in 9
patients (19,56%). From those: 2 patients with stage II were operated because of massive haematuria, in 5 patients
with stage IV radical cystectomy was performed because of severe pains in the lower abdomen, haematuria,
bilateral hydronephrosis gr 3-4 with high level of creatinin, urea and potassium and in 2 female patients the
radical cystectomy was performed because of post-irradiation inoperable vesico-vagino-rectal fistula. Average
follow up of the patients was 2,63 years.

Overall three years survival is 95,6% (44 patients) with postoperative mortality rate 4,34% (2 patients). Three years
survival of the patients with salvage cystectomy is 88,9% (8 patients) with postoperative mortality rate 11,1% (1
patient).

Conclusion: Salvage radical cystectomy with ileal conduit urinary diversion is still the best option as life saving
surgical solution in patients with acute massive haematuria, block infiltration of the neoplastic process combined
with bilateral obstruction of the ureters and patients with inoperable post irradiation vesico-vaginal or vesico-
rectal fistulas.

Keywords: salvage cystectomy, radical cystectomy, muscle-invasive bladder cancer, ileal conduit urinary diversion
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INTRODUCTION

Bladder cancer is the ninth most common diagnosed
cancer worldwide, with more than 380,000 new cases
each year, more than 150,000 deaths per year, and an
estimated male-female ratio of 3.8:1.0. (1)

Radical cystectomy (RC) and lymph node dissection
is considered as the gold standard treatment for
musclelinvasive urothelial carcinoma of the urine
bladder. According to the EAU guidelines, radical
cystectomy should be performed in patient with T2-
T4a, NO-Nx, MO stage of bladder cancer. If the patient
is not undergoing neoadjuvant chemotherapy, radical
cystectomy should be performed within 12 weeks of
diagnosis/staging. For the patients who had preoperative
radiation therapy the usual time between the end of the
radiation and the cystectomy is from 3-6 months. Other
indications for RC include recurrent superficial tumours,
BCG-resistant Tis, T1G3 and papillary tumors that cannot
be controlled with TURB and intravesical therapy.

Standard radical cystectomy in men includes removal of
the bladder, prostate, seminal vesicles, distal ureters, and
regional lymph nodes. Standard RC in women includes
removal of the bladder, entire urethra , adjacent vagina,
uterus, distal ureters, and regional lymph nodes.

Comparing with the elective radical cystectomy, the
salvage radical cystectomy (SRC) is indicated as an
extorted life saving surgical method in patients with
recurrent macrohaematuria with secondary anemia,
recurrent severe pains, non-responders to conservative
therapy, recurrence after bladdersparing treatment,
non-urothelial carcinoma, patients with muscle invasive
bladder cancer (MIBC) combined with obstructive bilateral
hydronephrosis and it can be also used as a definitive
solution in patients with unsolvable vesico-vaginal,
vesico-rectal or vesico-vagino-rectal post irradiation
fistulas.

The SRC should be also distinguished from the palliative
cystectomy where the surgical intervention is limited
only on cystectomy (without lymphadenectomy,
prostatectomy, removal of the seminal vesicles and the
distal ureters).

Most of the issued articles concerning SRC confirm
this method as a solution for patients not responding
to neoadjuvant radiation therapy (2,3,4), patients with
massive bleeding of the bladder cancer (5) and patient
with failed partial cyctectomy (6).

Profesional paper I

Unfortunately significant percentage of the patients in our
region has been still diagnosed with high grade invasive
carcinoma in their third and fourth stadium, combined
with continuous haematuria, bilateral hydronephrosis
and pain in the lower abdomen because of the neoplastic
infiltration in the perivesical tissue.

The most common urinary diversions described in
the available urology articles, used within the radical
cystectomy are: ileal conduit, orthotopic bladder and
ureterocutaneostoma (7).

MATERIALS AND METHODS

Radical cystectomy was performed in 46 patients at
the Department of urology, General City Hospital “8th
of September” - Skopje, for the past three vears. The
postoperative pathohistological findings revealed: 4
patients with stage I (pTa pNoMxG2), 13 patients with
stage II (6 with pT2aNoMo, 5 with pT2bNoMo and 2
wih pT2cNoMx-with infiltration in the prostate gland),
22 patients with stage III (13 with pT3aNoMo, 6 with
pT3bNoMo, 3 patients with pT4aNxMx G3) and 7 patients
with stage IV pT4bNIML.

AIMS

1. Determining the indications for salvage radical cystec-
tomy in our patients with muscle invasive carcinoma of
the urine bladder.

2. Determining the most useful urinary diversion during
the radical cystectomy.

3. Determining the efficacy of the surgical versus conserv-
ative treatment of the patients with high grade muscle
invasive carcinoma of the urine bladder.

4. Determination of the survival rate after salvage radical
cystectomy in our patients.

Results: From 46 radical cystectomies performed at
our Urology Department, salvage radical cystectomy
with ileal conduit urinary diversion (Bricker procedure)
was performed in 9 patients (19,56%). From those:
2 patients with stage II were operated because of
massive haematuria, in 5 patients with stage IV radical
cystectomy was performed because of severe pains in the
lower abdomen, haematuria, bilateral hydronephrosis gr
3-4 with high level of creatinin, urea and potassium and
in 2 female patients radical cystectomy was performed
because of post-irradiation inoperable vesico-vagino-
rectal fistula.
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The postoperative patohistological findings revealed the
following stages of the bladder cancer: stage I - 8,69%,
stage II - 28,2%, stage III - 43,53% and stage IV - 19,56% of
the patients underwent radical cystectomy. (Diagram 1.)

St.1-8,69%
St.lI- 28,2%
St.lll- 43,53%
St.IV -19,56

Diagram 1. Percentage of patients with different stage of
the bladder cancer

Average follow up of the patients 2,63 years.

Overall three years survival is 95,6% (44 patients) with
postoperative mortality 4,34% (2 patients). Three years
survival of the patients with salvage cystectomy is 88,9%
(8 patients) with postoperative mortality 11,1% (1 patient).

Postoperative pathohystological findings ,

.

Stadium I (pT1 pNo pMx G1) 4 (9,09%) ’
Stadium 2 (pT2a No Mo G2) 6 (13,6%)
Stadium 2 (pT2b pNo pMx G2) 6 (13,6%)
Stadium 2 (pT2b pNo pMx G3) 1(2,27%)
Stadium 3 (pT3a pNx Mx G3) 13 (29,5%)
Stadium 3 (pT3b pNo pMo G3) 4 (9,09%)
Stadium 3 (pT4a pNx pMx G3) 3 (6.81%)
Stadium 4 (pT4b pN1 pM1 G4) 7 (15,9%)
Overall: 44

Table 1. Pathohystologycal stages after the radical
cystectomies

Salvage radical cystectomy was performed in 9 patients
(19,56%) without preoperative neoadjuvant therapy
(radiation or chemotherapy). Urinary diversion with ileal
conduit was performed in all cases. The final effect of
this procedure was: interruption of the massive bleeding,
solving the bilateral hydronephrisis and the obstructive
renal failure, improvement of the general condition
of the patient and definitive solution of the unsolvable
vesico-vaginal and vesico-vagino-rectal fistulas.

In all of the cases massive neoplastic infiltration was
found in the prostate and the seminal vesicles (picturel).
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Picture 1. Massive neoplastic infiltration in the prostate
and seminal vesicles

Postoperative mortality rate within the patients with
salvage RC is 11,11%.

Three years survival of the patients undergone salvage
radical cystectomy was 89,9%.

DISCUSSION

For the past two decades the MIBC has been treated
either with radical cystectomy eather with conservative
therapy (called tri-modality approach: TURB, radiation
and chemotherapy). Comparing these two different
approaches it seems that the radical cystectomy with
pelvic node dissection gives better results in overall 5
years survival especially within the patients under 69
years of age (8). The probability of the survival after the
radical cystectomy is determined by the pathologic stage
of the disease and accompanied co-morbidities of the
patient.

The percentage of the salvage radical cystectomy (SRC)
versus elective RC varies in many studies from 3,1% (9)
to 29% (10). Comparing with this data in our group of
operated patients SRC was performed in 19,56%.

The type of the urinary diversion whilst SRC also
varies depending on: the decision of the urologist, local
intraoperative finding and the general condition of the
patient. Some urology centers prefer orthotopic bladder,
some use ureterocutaneostoma and others prefer ileal
conduit (Bricker procedure). In our case ileal conduit
was performed in 100%. Orthotopic bladder was avoided
because all of the patients had infiltration in the bladder
neck and the prostate. Ureterocutaneostoma was not
performed to avoid the postoperative stenosis and prolaps
of the stoma. The result was normal uroflow without any
postoperative complications.

The mortality rate during SRC also varies according to
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different urology departments from 3,5% to 16% (10). In
our examined group the mortality rate was 11,11%.

Three years survival after the SRC in our group is 88,9%
of the patients. This data confirms the radical cystectomy
with ileal conduit as an effective and recommended
method of surgical solution for MIBC followed with
severe pain, acute bleeding, ureteral obstruction with
renal impairment and voiding symptoms such as urgency
and urge incontinence.

CONCLUSIONS

L

Salvage radical cystectomy as a term should involve not
only cystectomy after unsuccessful radiation or chemo-
therapy, but a cystectomy that is forced out as an urgent
surgical solution by a vital indication and cystectomy
perform for improvement of the quality of life of pa-
tients with a high stage of bladder cancer.

“Salvage” radical cystectomy is definitely the only so-
lution in patients with invasive carcinoma of the urine
bladder accompanied with:

massive haematuria,

two-sided obstructive hydronephrosis with renal
impairment,

severe voiding disorders due to reduced capacity of
the urine bladder,

inquireable severe pain in the suprapubic region and

surgical insolvable vesico-vaginal and vesico-vagino-
rectal fistulas.

Radical cystectomy with ileal conduit in our current
practice has proven to be the best definitive surgical
solution for saving patient’s life due to the relatively
low mortality (11.11%), good three-year survival (88.9%)
as well as providing better quality of life of the patient.

If cystectomy can not be performed due to local malig-
nant infiltration, according to our experience so called
“By pass” urinary derivation with ileal conduit proved to
be the most adequate permanent surgical solution com-
pared to other derivations (permanent nephrostoma,
single or double-sided ureterocutaneousostomy, etc.)

The high percentage of SRC (19.56%) in our study, com-
pared with other studies where the percentage ranged
from 3.1 to 5.3% and the high percentage of diagnosed
patients with high stage of MIBC (63%) in our region,
points to the need to promote screening diagnostics for
early detection and prevention of these malignant dis-
eases in our healthcare system.
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SUMMARY

Grafts are often part of primary rhinoplasty but they are especially widespread in secondary rhinoplasty, being the
sine qua non in many cases. This paper reviews the use of grafts in rhinoplasty, describes modern trends in this
field and presents pictures of some of our cases regarding this issue. Cartilage is the most commonly used graft,
but other tissues such as fascia and bone may also serve the purpose. The usual donor sites for cartilage grafts are
the septum, ear, and ribs, while fascia is usually harvested from the deep temporal fascia. There are numerous
types of graft, primarily cartilage grafts, which vary depending on the shape, method of preparing, purpose of
use, etc. Grafts taken from one’s own tissues have shown to be advantageous over all other types of grafts or
prostheses. The development of various grafts and an increasing of number of complicated problems which they
have solved, have revolutionized rhinoplasty.

KEY WORDS: grafts, rhinoplasty, cartilage, nose
I

problems. They have become a powerful resource in
correcting tissue defects related to the nasal root, nasal
dorsum, septum, nostrils, upper and lower alar cartilage
as well as various other defects and deformities. The use

NTRODUCTION: Grafts are widely used in rhinoplasty for
solving a wide range of problems. Although this procedure
can be used in both open and closed rhinoplasty, an
open rhinoplasty approach offers a better access to and

optimal exposure of the nasal structures, making them
more suited for open rhinoplasty. Closed rhinoplasty
is predominant in Macedonia and the use of graft has
limited application. While on the one hand grafts are
being strictly defined in terms of donor sites, harvesting
and the purpose of their use, on the other hand there
has been an increase in the number and the types of
grafts used, as well as the problems solved with their use.
Grafts can correct both aesthetic and functional nasal

of grafts requires a good knowledge of nasal anatomy and
experience in rhinoplasty operations.

ALLOPASTS, AUTOGRAFTS AND HOMOGRAFTS
(ALLOGRAFT) IN RHINOPLASTICS: Grafts used in
rhinoplasty are different. The history of rhinoplasty
includes cases of alloplasts from various materials as well
as autografts and allografts, which have stood the test of
time and confirmed the superiority of biological material
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to non-hiological material as well as superiority of grafts from own tissues to those obtained from other donors. In
search for simple solutions and in order avoid additional surgical manipulation to harvest and shape them, different
firms have invested in the production of prostheses from numerous materials as a replacement for grafts, with a
view to solving different aesthetic and functional nose problems. Unlike in many other parts of the body (vascular
prostheses, hernia mesh, articular prosthesis, etc.), many non-synthetic and synthetic materials used in rhinoplasty,
including biocompatible materials (goretex, mersilene, etc.), used so far in rhinoplasty have not yielded satisfactory
results, primarily due to two frequent and serious complications: infection and extrusion of the prosthesis. The main
disadvantage of allografts (homografts) compared to autografts lies in their absorption over time. This is especially
true in the case of grafts harvested from cadavers.

TYPES OF GRAFTS BASED ON THE TISSUE AND DONOR SITE: A variety of tissues can be used as grafts in rhinoplasty.
They can be of a single type tissue or composite grafts. Cartilage is the most used graft in rhinoplasty (Photo. 1a, b,
c) but other tissues such as fascia, bone, perichondrium or dermis are used as grafts as well. Composite grafts are
usually composed of cartilage and skin (chondrocutaneous) or cartilage and ribs (osteocartilaginosis).

Photo 1a — nasal septum cartilage graft Photo 1b — auricule cartilage graft

Photo Ic —rib cartilage graft Photo 1d — deep temporal fascia graft
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In most cases, the cartilage is harvested from the nasal
septum. In other cases, the ear serves as the donor
site. Auricular concha is often used as a donor site for
harvesting cartilage (or even for chondrocutaneus
composite graft) from the ear, because it offers the
possibility of harvesting more material as well as gaining
the more acceptable aesthetic result. Ribs provide more
abundant cartilage material. They serve as a cartilage
donor site especially in complicated cases of secondary
rhinoplasty, where grafts are the main weapon of
correction, and usually the septum has already been used
as a cartilage donor area during the first surgery. In some
cases, the resected portions of the lower alar cartilages
can be used as grafts to correct the tip of the nose.

The ribs, iliac crest and epicranium serve as bone grafting
sites, with ribs being mostly used for this purpose. In rare
cases, the rib pericondrium can also be taken as a graft.

Deep temporal fascia above the ear is the most common
fascia used a for grafting, but there are surgeons who
also harvest fascial material from the aponeurosis of the
external oblique muscle or rectus abdominis muscle.

Dermis has limited use as graft in rhinoplasty. In cases
where a small dermal graft is needed, the retroauricular
portion is used as a donor area, because the cicatrix is
covered by the auricula and contains the thinnest skin on
the human body after eyelid; where larger dermal grafts
are required, they are harvested from the suprapubic
region.

Photo 2a — nasal septum cartilage

graft harvesting

Profesional paper I

HARVESTING:

NASAL SEPTUM (Photo 2a) constitutes one of the most
common donor sites for cartilage grafts, especially in
primary rhinoplasty. Its harvesting should be performed
carefully in order to avoid septum perforation.
Infiltrating local anesthesia in advance enables easier
tissue separation provided by hydrodissection and local
vasoconstriction that stops bleeding. Harvesting of the
cartilage graftiscarried out throughincisionof themucosa
and its dissection from the septum cartilage on both sides
followed by its separation from the perpendicular plate
of the ethmoid hone and vomer. When removing the
cartilage graft from the nasal septum, a portion of the
dorsal and caudal part of the nasal septum cartilage, of at
least 1 cm, should always be preserved in the shape of the
reversed letter L. For this reason, any removal of cartilage
graft from the septum should be done after resection of
the dorsum and caudal part of the septum is completed.
Otherwise, the structural stability of the septum may
be compromised. After the graft is harvested, the site
should be compressed in order to avoid the formation of
hematomas and other complications such as adhesion of
the mucosa of the septum to the conchae nasales. Some
surgeons suture the mucosa of both sides of the septum
where the cartilage graft was taken or use silicastic
splints for compression of the site. We have had good
results using tampons with Vaseline gauze.

Photo 2b — Auricular concha after

cartilage harvesting
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EAR serves as a donor site for harvesting cartilage or
composite grafts, cartilage and skin. In case of cartilage
grafts, usually the incision is made in the retroauricular
sulcusin order to cover the incision. After local anesthesia
administration, the skin is incised and concha is identified
from behind and excised, in order to be separate it from
the rest of the ear. After meticulous hemostasis, the
concavity where the cartilage was removed is compressed
with a gauze and the skin is sutured. Incisions in the
front of the ear leave more visible scars. They are used to
harvest chondrocutaneus composite grafts from concha
or from the part under the helix root.

RIBS serve as donors for cartilage, bone or bone-cartilage
(osteocartilaginous) grafts. As a rule, cartilage is
harvested after administration of local anesthesia, which

Photo 2c —rib graft harvesting
DEEP TEMPORAL FASCIA is more desirable than other
fascial structures due to its survival, haircut coverage,
thickness and ease of harvesting. We use a broken line
incision in the form of a letter ‘v’ to retrieve the deep
temporal fascia from the scalp above the ear. After local
anesthesia infiltration, the skin is cut and subcutaneous
tissue is dissected under the superficial temporal fascia,
until the deep temporal fascia is reached. After the
incision of deep temporal fascia, temporal muscle is
seen under the fascia. Fascia can be obtained in different
dimensions, as needed. After careful hemostasis, the skin
is closed with stitches.

GRAFT APPLICATION AND TYPES OF CARTILAGE
GRAFTS: Cartilages are the main ‘weapon’ among the
various tissues used as grafts in rhinoplasty. The variety
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Photo 2d —

is followed by tissue dissection and exposure of the fifth
and sixth costal cartilage via inframammary incision,
or exposure of the seventh, eighth and ninth costal
cartilage via subcostal incision. Following subcutaneous
dissection, the fifth (or the sixth) rib is initially separated
from the fascia and surrounding tissues and then
dissected subchondrially, in contrast to the ninth rib
which is dissected suprachondrially. Perichondrium can
be left in place or can be used as a graft. Care is taken to
avoid pneumothorax and to make sure that this did not
happen, at the end of the graft harvesting one should
perform the test by filling the wound with saline while
the anesthesiologist is maximally expanding the lung.
The use of rib cartilage grafts is widespread especially in
the complicated operations of secondary rhinoplasty.

deep temporal fascia graft harvesting

of harvesting sites, their flexibility, different types,
numerous variations of forms and designs of cartilage
grafts and the generally good results of correction of
aesthetic and functional nasal problems have made
them extensively used in rhinoplasty, both primary and
secondary. Cartilages are tissue structures with long time
survival but their viability is impaired if compressed.

The most commonly used cartilage grafts are: strut grafts
(columellar struts and lateral crural grafts), spreader
grafts, tip refinement grafts (TRG) and alar rim grafts.

Strut grafts (Photo 3a) are cartilages in rectangular shape,
that are placed and stitched between the medial crura to
enhance the stability of the columella and the tip of the
nose - in the case of columella grafts (most frequently 2-4
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mm wide and about 20 mm long), or sutured to the lower lateral nasal cartilages - in order to stabilize these structures
(Photo 3b) (usually 3-4 mm by 15-20 mm).

Photo 3a — strut graft Photo 3b — adjustment of nasal tip deformity with the use of strut graft
in a patient with nose deformity and cheilognathoscisis
In a number of cases, after emoving the kyphosis of the nasal dorsum, the closure of the remaining defect (known
as an “open roof”) by suturing the upper lateral cartilage with the septum at the cartilage part of the dorsum, can
cause narrowing of the nose or even functional problems, breathing difficulty due to the narrowed nasal canal.
Spreader grafts are used to solve these problems (Photo 4a, b, ¢, d). They are oblong-shaped cartilages usually 2-4 mm
thick, 2-3 mm high and 15-20 mm long. They are placed between the septum and the upper lateral cartilages, sutured
to these structures, providing a very good solution for both narrowed nasal dorsum and breathing difficulties through
dilation of the nasal canal.

r

Photo 4a - spreader grafts on both sides of Photo 4b - female patient operated 8 years ago with closed
the nose. rhinoplasty. The deformity is corrected with the use of spreader grafts.
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Photo 4c — one-sided spreader graft Photo 4d — Internal valve collapse on the right side after a previ-
ous closed rhinoplasty, combined with ipsilateral breathing diffi-
culties. Both functional and esthetic problems are solved with the use of
spreader graft.

Tip refinement grafts are thin, small grafts (usually less than 1 cm) that are often obtained from resected portions of
lateral alar cartilage as soft structures or harvested from the conch of the ear. They can be designed in rectangular
shape with rounded angles, shield, diamond, etc. They are used to refine the shape of the tip of the nose and are sewn
to the dome, just to it or combined to the top of the medial crura.

Alar rim grafts are 2-3 mm x 10-15 mm longitudinal pieces of cartilage that are inserted into a small pocket, created
by cutting from inside the mucous, several millimeters above the alar rim. The grafts can be placed directly without
stitches into their pocket or stitched to the lower lateral cartilage. By strengthening the lower lateral cartilage and
the external nasal valve, they provide a very simple yet practical solution for correction of the collapse of the alae
nasi, which in turn causes obstruction of the nostrils and makes breathing difficult (Photo 5).

Photo 5 - Left: external valve insufficiency combined with breathing
problems due to the closure of the nostrils. Right: the problem was corrected through application of alar rim grafts (photo
two weeks after the surgery).
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The last two decades have seen an increasing trend of utilizing diced cartilage grafts in rhinoplasty procedures, either
as single or wrapped by fascia, especially as combined grafts for the correction of dorsal defects of the nose (Photo
6a, b, c,d, e, f, g, h). Diced cartilages have been shown to be both flexible and durable structures. These are cartilages
harvested from one or more donor sites and cut into small 0.5 mm-sized pieces that shouldn’t be compressed because
they lose their viability. The fascial graft is harvested from the deep temporal fascia in required dimensions in a
particular case and is then folded. Fascia is sewn on its free sides turning it into a small sack with only one open side
as a sack orifice. The diced cartilage is first inserted into a syringe with a cut hub, and then by inserting the syringe
into the fascia sac through the orifice it is filled with the diced cartilage as needed. The orifice is closed and the fascia
filled with diced cartilage is inserted in its pocket under the skin to augment the defect of the dorsum. The graft is
sutured in place with few stitches at the distal part while in the proximal part the fixation is done with a percutaneous
suture at the level of the nasion. These grafts are soft, malleable, and when designed to the required size, they fit a
great deal to the defect to be filled in, giving very good results, showing no prominences under the skin, especially in
their sides, as is often the case with strong grafts.

Photo 6a - harvested auricular concha and
deep temporal fascia.grafts

6c - the syringe is filled with 6d - suturing the fascia as a 6e -tying the orifice of the
diced cartilage grafts small sac and filling it with fascial sac after it has been filled
diced cartilage with diced cartilage grafts
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6f - percutaneus fixation of the fascia filled with diced cartilage after being inserted in the pocket under the dorsal skin

6g and 6h - female patient with hypertelorism and nose deformity, operated 6 years ago through an incision at the dorsum of the nose.

Frontal and side views, before and after the operation with the use of diced cartilage graft wrapped with deep temporal fascia.
Another way of using cartilage tissue, especially for filling small defects, is cutting the cartilage into very small parts
and putting on them 1 or 2 drops of blood, which act as adhesive material (Photo 7a, b, c, d). This causes the particles
to stick together and be taken as a single unit and placed in the small defects which they fill in by molding them easily.
Cartilage as a strong structure is also used to augment the defects of the dorsum of the nose (Photo 9).

Photo 7a - cutting the cartilage 7h - cartilage pieces stuck with blood
into very small pieces
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7c - taking the graft as one unit 7d - application
Chondrocutaneous composite grafts which are usually harvested from the ear have shown good results in the
correction of stenosis, which is often due to soft tissue fibrosis in the nasal vestibule as well as in the internal valve
collapse. They are also used to correct distal deformities of the alae nasi, when the alar rim remains drawn upwards,
and the composite graft is used for lowering alar rim several millimeters, bringing it into normal position.

Except for dorsal grafts, where the fascia can be used alone or in combination with diced cartilage, the fascia is also
used to augment the nasal radix in cases where tissue depression in this area needs correction. In these cases the
hollow of the root of the nose makes the prominence of the nasal tip more visible and indirectly radix augmentation
with graft neutralizes the prominence of the nasal tip. In such cases the fascia, sewn with an absorbable suture,
becomes a ball-shaped pile, which is then fixed through a percutaneous suture into its pocket at the root of the nose.
Fascia also serves as a cover for hiding prominences of the nasal structures. This is particularly important to adjust in
patients with thin skin nose where the visibility of different prominences is more pronounced (Photo 8).

Photo 8 - female patient operated two years ago Photo 9 - rib graft for augmentation of
presenting with tip deformity of the nose, thin skin dorsal degciency of the nose
and visible cartilage prominences under the skin.
Left: view before the operation. Right: view after the
operation - plication of the lower lateral cartilages and
coverage of nasal structures with deep temporal fascia graft.

Bone as a graft, either alone or with cartilage (osteocartilaginous graft), is mainly used in rhinoplasty in the correction

of dorsal defects of the nose, especially in cases with marked deficiencies of this part of the nose, better known as
“saddle nose”.

Dermis is used as a graft in rhinoplasty in cases of nose deformities due to retraction of the nasal segments from the
loss of the dermis.
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CONCLUSION: Grafts have already become a common part
of rhinoplasty operations. Many revisions and correction
of complicated traumatic deformities nowadays are
unthinkable without this procedure. Scientific literature
is full of papers and case reports that confirm the
usefulness of grafts both in open and closed rhinoplasty.
The goal has always been to achieve long term results. The
use of diced grafts, whether wrapped or not with fascia,
hasenriched the surgeons’ creativityin finding impressive
solutions to correct complex deformities. With a view of
finding easier solutions to aesthetic and functional nasal
problems, tempted also by the profit that it may bring,
many firms are looking for other alternatives that would
avoid difficult interventions requiring complex surgical
procedures. In general, various prostheses produced so
far have not shown satisfactory results. In their papers,
prominent surgeons are skeptical about the use of fillers
in the correction of aesthetic problems of the nose due
to their short term effect, complications, and possible
difficulties for a subsequent rhinoplasty. However, there
are other surgeons who view fillers as an alternative for
correcting isolated aesthetic problems and who have
reported good results for several years. Whether industry
and technology will succeed in replacing at least some of
the cases of rhinoplasty with the use of grafts remains
to be seen. Until then, grafts will certainly remain the
golden standard to many complex problems.
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ABSTRACT

Purpose: The purpose of this study was to analyze mean central corneal thickness (CCT) and determine whether
there are any correlations between CCT, age, and gender in the respondents with refractive anomalies and
emmetropic.

Methods: This was a retrospective study that was conducted at the University Clinical Center of Kosovo, UCCK of
the Republic of Kosovo, in a period of time from February 2016 to January 2018.The study was conducted in the
Department of Ophthalmology and included a current group of 180 respondents with refractive anomalies, and
150 respondents with normal visual acuity (emmetropic).

Results: The mean CCT value was 552.2 pm SD=17, for all respondents with normal visual acuity. However, these
values are statistically significant difference between ages, while according by gender in the hypertropy group, the
CCT values were higher in women, where the average CCT was 569.1 um (SD * 28.9 um), while in the group with
myopia the CCT values were higher in men, with a CCT average 529.5 um (SD + 28.0 um). Regarding the respondents
with refractive anomalies it was found that in our study the mean value of the CCT in the hypermetropic group
is 564.8 um (SD = 28.0 um),for myopics 521.0 pm while in the astigmatic group the average value of CCT is 530.3
pm. According to the age group we got a difference with an important statistical significance between the groups
(P<0,0001), cases with astigmatism were of the younger age group, compared to the group of Hypertropic (P<0,01)
and Myopic (P<0,001). Results also revealed that in groups of patients with refractive anomalies, we did not found
any significant relation between between average values of CCT by age group (P>0.05). While in the emmetropic
group, with the increasing of the age, the values of CCT are reduced (P=0.003).

Conclusion: The standard value of central corneal thickness to respondents is differing according to the age and
genders. The values of CCT decreased during the lifetime in the respondents with normal visual acuity. Also we
found no statistically significant difference between gender and CCT (P>0.05) However, a statistically significant
difference was found between men and women, in the hypertropy group where the CCT values was higher in
women, and in the myopic group, CCT being higher in men. Also findings from this study, such as decreases in CCT
values during the life, may assist us in the planning of refractory surgery, given the increasing tendency of such
treatment of refractive anomalies.

Key words: central corneal thickness, visual acuity, pachymetry.
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Introduction

The detection and management of contact lens related
complications and certain surgical procedures (such
as astigmatic keratectomy, LASIK) rely on the accurate
measurement of CCT .Central corneal thickness (CCT)
can be used to assess the corneal physiological condition
as well as the pathological changes associated with
ocular diseases. It has an influence on the measurement
of intraocular pressure and is being used as a screening
tool for refractive surgery candidates [1].

The cornea is part of the optical system of the eye, and
its condition is directly related to the quality of eyesight
[2][3]. The cornea is a transparent avascular tissue that
acts as a structural barrier and protects the eye against
infections [4]. Along with the tear film, it provides proper
anterior refractive surface for the eye. Cornea contributes
to two-third of the refractive power of the eye [5]. For a
healthy cornea, the CCT has a very important role in
glaucoma. Thin average CCT results in under estimation
of the true Intraocular Pressure (IOP) and thicker average
CCT results in over estimation of IOP [6]. Compared to
emmetropic eye, myopic eye is longer and hyperopic eye
is shorter [7]. Refractive errors are not preventable but
can easily be treated with corrective eye glasses, contact
lenses or in some cases, corrective surgery [8].

Corneal thickness is an important indicator of corneal
health, and its alteration may be indicative of different
pathologies [9]. Its measurement is the essential factor
to assign to the corneal status, endothelial pump
mechanism and in wide range of disorders; as ectatic
dystrophies, contact lenses related complication, dry
eve, and diabetes mellitus[10] [11]. Abnormally thick or
thin measurements may indicate corneal anomalies.
Pachymetry is an important procedure which needs to be
measured prior to a LASER procedure to ensure sufficient
corneal thickness is present, thereby preventing ectasias
of the cornea. The measurements are essential, to decide
on the setting of the baseline and the depth of the incision
during the surgical procedure [12] [13]. Factors thought
to affect CCT include race, age, sex, anthropometric
parameters, drugs, time of day, blink rate, and type of
measuring equipment used. It has also been established
that CCT varies according to ethnicity. However, none of
these factors alone is able to predict CCT [14] [15] [16].

Subjects and methods: Written informed consent was
obtained from the respondents prior to the initiation of
the study; possible risks were explained. The Declaration
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of Helsinki was adhered to in all procedures and the
approval of the ethics committee of University of
Pristina was obtained before the initiation of study.
The confidentiality and anonymity of the surveyed
respondents as well as their volunteer participation in
the research have been respected. The respondents’
data, documented, consists of gender, age and race. The
study covered 330 respondents, in total 660 eyes, which
on the basis of refractive anomalies are divided into four
groups. In the Hypertropia group 65 respondents, Myopia
65, Astigmatism 50 and in the Control group were 150 or
45.5% of the respondents. According by gender and age, the
present study was carried out on (330) resondents, divided
into two groups. Group 1; included (180) respondents with
refractive anomalies (118 males, 62 females) and group 2;
included (150) respondents with normal visual acuity or
emmetrop (94 males, 56 females). The respondents with
normal visual acuity were chosen after a detailed history
and visual exam. All respondents had healthy corneas.
All had no previous ocular surgery, no ocular diseases
or medication, and no history of contact lens wear .The
participants in each group were divided according to
their age into three subgroups; group a; from (<20) years,
group b; from (20-29) years and group c; (above 30) years.

Study sample

The respondents who came to the clinic, as ambulatory
cases with blurry vision symptoms, halos around bright
lights, headaches, and haziness, were included in the
group with refractive error, while the emmetropic group
included respondents with 6/6 visual acuity, that did not
have the abovementioned symptoms. The subjects were
aged 18 to 40, from urban and rural areas. All respondents
were of the same ethnic group.

Inclusion criteria
m Respondents with refractive anomalies who have not
been diagnosed before;

m respondents with refractive anomalies between the
age of 18 and 40 years old regardless gender;

m healthy volunteers

respondents with necessity for refractive anomalies
correction,

normal corneal topography,

IOP <21 mmHg,

Normal optic discs,

Respondents who had no ocular disease,

respondents who did not have eye surgery
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interventions.

m respondents who have not previously had correction
with glasses

Exclusion criteria

m Patients with glaucoma and previous corneal
refractive surgery procedures;

m patients who have already been corrected for
refractive anomalies;

m [OP>21 mmHg,

evidence of other anterior segment pathology
including corneal opacities,

keratoconus,

corneal oedema,

presbyopic patients;

patients with corneal lesions,
with amblyopi,

the respondents with stapheloma and retinal
problems were excluded,

m the respondents with best visual acuity of 6/6 were
excluded

m diabetes mellitus or other acute or chronic diseases
possibly affecting the corneal thickness,

any other optic nerve or intracranial disease
no history of contact lens wear
no ocular diseases or medication

diseases associated with corneal pathology

(rheumatoid arthritis)
m patients not willing to give consent.
Data Collection

Before the examinations the respondents were
interviewed with standard questionnaire to obtain
information of the adult’s family history, study intensity,
time spent doing outdoor activities and indoor activities,
history of previous eye examinations and treatments,
lifestyle, parental refractive anomalies, etc. Recorded
data of respondents with an error of refraction were
retrospectively collected for (360) eyes examined over a
period of two years . The data collected thereafter were
compared with those of normal eyes. After the informed
consent was obtained, the respondents underwent a
complete ophthalmic examination, including slit lamp
examination, determination of visual acuity by Snellen
chart, refractive anomalies by autorefractometer, optic
axislengthwithultrasound Bscan, CCT measurement with
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pachymeter ultrasound, and undilated FOU examination
with indirect ophthalmoscopy, biomicroscope.

Finally, all respondents underwent subjective refraction
sciascopia, with Hydrochloride Cyclopentalate (1%
drop). All measurements were performed in each eye
individually. All measurements were made in the middle
of the day, between 9:00 and 14:00 during a single visit. All
ophthalmic imaging studies and non-ocular parameters
documentation were taken after complete refraction
tests. All respondents at the end of the research had the
best corrected visual 6/6.

Statistical data analysis: The data processing was
performed with the help of the statistical package SPSS
22.0 bn. The acquired data is presented in the tables and
charts. The structure of the index, the arithmetic mean,
the standard deviation, the minimal and maximal value
have been calculated from the statistical parameters.
The testing of the qualitative data was carried out
with the help of the X 2 - test and Fisher’s test, for the
quantative data which had a normal distribution in the T
- test. The correlation between the two phenomena was
performed with Spearman’s Correlation. The difference
is significant if R.

Results

Table 1. Respondents by group and age-group

Group

Hypertropic ~ Myopic Astigmatism ~ Control gr. | Total

N % N | % N % N % N %
<20 |11 | 169 12 | 185 10 | 200 30 {200 |63 |191
2029 | 47 | 723 | 43662 40 [ 800 | 118 | 787 | 248 | 752
30+ 7 10.8 10 | 154 - - 2 13 19 |58
Total | 65 | 100.0 | 65| 1000 |50 |100.0 | 150 | 100.0 | 330 | 100.0

The majority of the surveyed respondents in the research
from the four groups are at the age of 20-29 years with
75.2% (Table 1). The respondents included in the research
were aged 18-40 years with an average age of 22.9 years
(SD + 4.0 years).

Table 2. The average age of the respondents by groups

Group
A Total
G Hypertropic | Myopic Astigmatism gC:erl o
N 65 65 50 150 330
Average | 23.8 24.2 21.6 223 229
195 | Medical Journal - MEDICUS
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Dunn’s Multiple Comparison test
Hypertropia vs. Myopia P>0.05 NS
Hypertropia vs. Astigmatism P<0.01 S
Hypertropia vs. Control P>0.05 NS
Myopia vs. Astigmatism P<0.001 S
Myopia vs. Control P>0.05 NS
Astigmatism vs. Control P>0.05 NS

According to the age group, we got a difference with an
important statistical significance between the groups
(P<0,0001) cases with astigmatism were of the youngest
age group compared to the group of Hypertropia (P<0,01)
and Myopia (P<0,001), (Table 2).

Table 3. Association of Age group with the type of
refractive anomaly

Type of refractive error

Hypertropic Myopic Astigmatism
Age - group
(year) N % N % N %
<20 n 169 12 185 |10 |200
20-29 47 72.3 43 662 |40 |80.0
30+ 7 10.8 10 154
Total 65 100.0 | 65 100.0 |50 |100.0
P-value P=0.086

We did not find any significant relation between the age
group and the refractive anomalies (P=0.086), (Table 3)

Table 4. Age - wise distribution of CCT by groups

A g e

(years) N Mean SD Min | Max P-value
Hypertropic group

<20 38 | 5701 341 | 510 650

20-29 78 561.7 26.6 | 510 685 P=0.250
30+ 14 5676 129 | 550 590

Myopic group

<20 40 | 520.6 41.0 | 420 618

20-29 70 5174 345 | 438 573 P=0.200
30+ 20 |5343 41.0 | 461 590
Astigmatism group
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SD 49 56 21 27 4.0 <20 42 528.5 315 | 450 608

Min 18 18 18 18 18 20-29 58 531.7 370 | 444 633 P=0.543

Max 40 39 28 30 40 Control group

\Ijvl“g Slkia; P-0.0001 <20 106 | 5576 19.7 | 517 oll

test 20-29 190 | 5495 157 | 472 595 P=0.003
30+ 4 545.5 4.0 542 549

In groups of patients with refractive abnormalities, we
have not found a difference with animportant statistically
significant difference between average values of CCT by
age group (P>0.05).

In the Control group, with the increasing of the age, the
values of CCT are reduced, in the age group below 20
years the average of CCT was 5576 ym (SD + 19.7 ym), in
the age group 20-29 years the average of CCT was 549.5 um
(SD + 15.7 pm), while in the 30+ years the average of CCT
was 545.5 pm (SD = 4.0 pm) difference with an important
statistical significance (P=0.003), (Table 4).
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There was analyzed the degree of correlation between the
values of CCT and the age in the group with hypertropy
covered by the study. With the Spearman’s correlation we
did not find correlation (r = 0.07, 95% CI -0.105 to 0.246,
p=0.495) between CCT and the age in the cases with
hypertropy (Chart 1).

Chart 2. Correlation of CCT with Age at myopic

45 l Myopic l
40
¢ ee
LN
35 o . .
% o 0
30 q
= LR 2 *
8 25+
g N
s 201 * . REIGK A
< a4 Spea rrua'n Correration
15 1 r = 0.128 (95% Cl -0.049 to 0.299)
P=0.145
10 1
5
0 T T T T T T
0 100 200 300 400 500 600 700
CCT (um)




L O

Profesional paper I

There was analyzed in the degree of correlation between
the values of CCT and the age in the group with myopia
covered by the research.With the Spearman’s correlation
an insignificant low-level correlation has been found (r =
0.128, 95% CI-0.049 to 0.299, p=0.145), (Chart 2).

Chart 3. Correlation of CCT with Age at astigmatism
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There was analyzed in the degree of correlation between
thevaluesof CCT and theageinthe groupwith Astigmatism
covered by the research.With the Spearman’s correlation
an insignificant low-level correlation has been found (r =
0.107, 95% CI-0.097 to 0.302, p=0.288), (Chart 3).

Chart 4. Correlation of CCT with Age at control group
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There was analyzed the degree of correlation between the
values of CCT and the age in the control group covered by
the research.With the Spearman’s correlation a negative
correlation was found, significant from a low degree (r =
-0.128, 95% C1-0.241 to -0.01, p=0.0262), (Chart 4).

Table 5. Gender - wise distribution of CCT by groups

Gender N(eyes) | Mean |SD |Min | Max | P-value
Hypertropic group
F 90 569.1 | 289 |510 |685

P=0.013
M 40 555.1 | 235 |510 |618
Myopic group
F 82 5160 |41.8 |420 |618

P=0.049
M 48 529.5 |28.0 | 461 |581
Astigmatism group
F 64 5273 | 33.3 | 444 |633

P=0.346
M 36 5358 |36.7 | 461 |608
Control group
F 188 5517 196 |472 |61l

P=0.124
M 112 553.3 | 13.5 |528 |602

In the group of respondents with astigmatism and in the
control group, we have not found a difference with an
important statistical significance between average values
of CCT in relation to gender (P>0.05). In the hypertropy
group, the CCT values were higher in women where the
average CCT was 569.1 pm (SD + 28.9 um) while in men
the average of CCT was 555.1 um (SD = 23.5 um) difference
with a statistical significance (P=0.013). In the group
with myopia, CCT values were higher in men with a CCT
average 529.5 pm (SD + 28.0 ym) while in women the
average of CCT was 516.0 pm (SD + 41.8 pm) difference with
an important statistical significance (P=0.049). (Table 5).

Discussion

In our study, in emmetropic respondents the mean of
values the CCT was 552.2pum SD=176. Regarding the
respondents with refractive anomalies it was found that
the mean value of the CCT in the hypermetropic group is
564.8 pm (SD + 28.0 pm), for myopics 521.0 ym while in the
astigmatic group the average value of CCT is 530.3 pum.
The obtained CCT value, compared with the population
of nearby countries, is the same that of the study of the
Turkish population (552 ym) [17] and roughly the same in
German population (554.2+34.8 pm) [18].At the same time
it should be taken in considering that all comparisons
between the CCT studies are dependent on the standard
population.

The largest number of those included in the study four
groups was the age group 20-29 years with 75.2% (Table 1),
given the fact that the total number of respondents in the
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study was 18-40 years old.

Our study focused on a healthy respondent, with
refractive errors in the above mentioned age group,
because the period between these ages represents a
refractive stability.

An important role presents the fact that the CCT values
vary with age. The present study observes, that in the
control group this value has decreased with age; the age
group under 20 years of age CCT was 5576 um (SD + 19.7
nm), age group 20-29 years the CCT average was 549.5
nm (SD = 15.7 um), whereas 30 years the CCT average was
545.5 pm (SD + 4.0 pm), with statistical significance (P =
0.003), (Table 4).

In the present study it is found that thinner cornea was
correlated with older age group. In group of patients with
refractive anomalies we have not found a difference with
a statistical significance between average values of CCT
by age group (P>0.05).

This is reported to a large number of studies that the CCT
decreases over the lifetime, meaning that older people
have thinner CCT. According by Saulius Galgauskas,
that older people have thinner corneas [19]. Kamiya
et al examined 204 eyes from 204 healthy subjects,
and reported that biomechanical data for the cornea
change during the course of the lifetime, but could
not identify significant changes in age-related CCT or
intraocular pressure [20-22]. Mercieca et al reported that
the cornea becomes thinner with age and mean CCT is
lower in women than in men [23]. The impact of age on
corneal thickness can explained in a number of different
ways. Referring to theory based on histologic studies,
the corneas of older people are thinner because of a
reduction in keratocyte density and possible destruction
of collagen fibers, and senior individuals are exposed
to environmental factors for a longer period of time,
which might influence corneal structure [24]. Hasemian
et al demonstrated that corneal endothelial cell density
decreases in persons until 60 years of age; however, the
volume of these cells increases [25]. As yet there is no
consensus among scientists as to whether the corneal
endothelium and CCT are interdependent [26-27],

Also we found no statistically significant difference
between gender and CCT (P>0.05) in the group of patients
with astigmatism and in the control group. However, a
statistically significant difference was found between
men and women, in the hypertropy group where the CCT
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values was higher in women, where the average CCT was
569.1 pm (SD + 28.9 pm), while in men the average of CCT
was 555.1 um (SD + 23.5 yum) difference with an important
statistical significance (P=0.013). In the myopic group
,CCT values were higher in men with a CCT average 529.5
pum (SD + 28.0 pm) while in women the average of CCT
was 516.0 pm (SD + 41.8 ym) difference with an important
statistical significance (P=0.049). (Table 5).

The study by Saulius Galgauskas has found no statistically
significant difference between gender and CCT (P>0.05)
[19]. But, a statistically significant difference was found
between young men and women aged 18-29 years, with
CCT being higher in men. Leskul et al did not find any
correlation between these parameters in their study in
Thailand, in which 467 subjects aged 12-60 years were
examined [28]. Eballe et al examined 970 eyes in their
study and reported finding no statistically significant
difference in CCT between men and women [16]. Findings
of other studies indicate that corneas are thicker in men
than in women. Suzuki et al examined 2,848 men and
4,465 women and came to the same conclusion (finding
a mean CCT of 521 ym in men and 514 pm in women) [29].
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NDIKIMI | RREZIQEVE PROFESIONALE FIZIKE DHE KIMIKE NE
PARAQITJENE E LENDIMEVE N PUNE

Blerim Cupi'

'TPSH Besa Medior, Oslomej, Kércové

Medicus 2019, Vol. 24 (2): 200-205

REZYME
Hyrje. Léndimet né puné paragesin problem té réndésishém mjeksor, socal dhe ekonomik né mjedisin toné.

Qéllimi.  Qéllimi i hulumtimit éshté analiza e ndikimit té rrezigeve gé vijné nga faktorét fizik dhe kimik né
paraqitjen e léndimeve né puné.

Metodologjia. Eshté pércjellur paragitja e léndimeve né puné té dy grupeve té puntoréve. Grupin e eksponuar e
pérbéjné 900 puntoré té cilét jané profesionalisht té ekspozuar ndaj démtuesve fizik dhe démtuesve kimik edhe
até mbi vlerén maksimale té lejuar. Grupin kontrollues e pérbéjné 300 puntoré té cilét nuk jané té ekspozuar ndaj
kétyre rreziqve.

Rezultatet. Grupii ekspozuar dhe kontrollues kané gené péraférsisht té strukturés sé njejté né lidhje me faktorét
tjeré gé ndikojné né paragitjen e léndimeve. Né grupin e ekspozuar éshté regjistruar numér mé i madh i puntorve
me léndime né puné se sa né grupin kontrollues. Né grupin e ekspozuar éshté vérejtur numér mé i madh i puntorve
me léndime né vendin e tyre té punés dhe me léndime gjaté rrugés qé béjné prej shtépije deri né puné dhe nga
puna né shtépi se sa né grupin kontrollues. Né néngrupin e puntorve té grupit té ekspozuar té cilét rregullisht
i shfrytézojné mjetet pér mbrojtje personale éshté regjistruar numér mé i vogél i puntorve me léndime né puné
né krahasim me numrin e puntorve me léndime né puné té néngrupit té puntorve té cilét nuk shfrytézojné
rregullisht mjete pér mbrojtje personale té cilat jané té nénshkruara me Aktin e caktimit té rrezikut pér até vend
té punés.

Konkluzione. Faktorét démtues prezent né vendin e punés paraqgesin faktoré té réndésishém qé ndikojné né
paragitjen e léndimeve né puné, kurse shfrytézimi i rregullt i mjeteve pér mbrojtje personale paraget masé té
réndésishme prventive.

Fjalé kyce.  Léndimet né puné, démtimet fizike, ekspozimi profesional, démtimet kimike, mjetet mbrojtése
personale.
HYRJE QELLIMI I PUNIMIT

Pasojat e léndimeve né puné démtojné shéndetin e
puntoréve dhe paragesin njé prej problemeve kryesor
shéndetésor, ekonomik, social dhe prodhues té shogérisé
moderne (1-4). Pércjellja shumévjecare e shkageve
té léndimeve né puné pérbén bazé té té dhénave pér
informim té parakohshém té puntorit dhe punédhénésit,
pérgaditje adekuate dhe promovim té shéndetit né puné,
me cka mund té arrihet zvogélim ose zbutje e pasojave.
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Qéllimi i kétij hulumtimi éshté analiza e ndikimit té
faktoréve démtues fizik dhe kimik né mjedisin e punés né
paragitjen e léndimeve né puné.

METODOLOGJIA

Eshté pércjellur léndimi né puné te dy grupe puntorésh.
Né hulumtim u pérfshiné 1200 punonjés té industrisé
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ushgimore, tekstile, gomés, metalike dhe kimike. Jané
matur vlerat e parametrave mikroklimatik, agenséve
kimik, zhurmés, pluhurit dhe ndricimit né vendin e tyre
té punés. Grupén e ekspozuar e pérbénin 900 puntoré
té cilét ishin profesionalisht té ekspozuar nén ndikimin
fizik (zhurma, mikroklima, ndricimi) dhe démtusve kimik
(agenséve kimik dhe pluhurit) mbi vlerén maksimale té
lejuar. Grupén kontrolluese e pérbénin 300 puntoré té
cilét nuk kané gené té ekspozuar ndaj kétyre rrezigeve.
U morén anamneza personale, té dhéna pér shfrytézimin
e rregullt té mjeteve mbrojtése personale té parapara me
Aktin e vlerésimit té rrezikut, u béné kontrolla klinike dhe
duke shikuar né kartelén shéndetésore né ordinancén
e mjekut té zgjedhur familjar jané analizuar sémundjet
dhe léndimet nga té cilat jané goditur puntorét gjaté vitit
té fundit. Burim i té dhénave pér analizé té léndimeve
né puné kané gené té dhénat e mbushura pér paragitje
té léndimeve né puné. Dallimi i vlerés statistikore té
parametrave té hulumtuar ndérmjet grupit té ekspozuar
dhe kontrollues éshté llogaritur me pérdorimin e hi
kuadratit dhe T-testi i Studentéve.

REZULTATET

Puntorét e grupit té ekspozuar jané nén ndikim té vlerave
me réndési statistikore mé té uléta té temperaturées
sé ajrit né mjedisin e punés né perioden dimérore, né
raport me puntorét e grupit kontrollues. Puntorét e
grupit té ekspozuar ishin nén ndikim té vlerave me
rendési statistikore mé té larta té temperaturés sé ajrit
né ambientin e punés né periudhén verore, vlerave mé té
larta té lagéshtisé relative té ajrit dhe vlerave mé té larta
té shpejtésisé sé rrymimit té ajrit né raport me puntoréte
grupit kontrollues.Vlerat e matura té parametrave kimik
té puntorve té grupit té ekspozuar ishin mbi vlerén
maksimale té lejuar dhe me rendési statistikore mé
té madhe né krahasim me vlerat e matura né vendin e
punés sé puntorve té grupit kontrollues. Niveli i zhurmés
sé matur né vendin e punés sé puntorve té grupit té
ekspozuar éshté me réndési statistikor mé té larté né
krahasim me nivelin e zhurmés sé matur né vendin e
punés sé puntorve té grupit kontrollues . Pluhuri né
vendin e punés sé puntorve té grupit té ekspozuar éshté
present me vleré mé té larté me réndési statistikore né
krahasim me koncentrimin e pluhurit né ajér né vendin
e punés sé puntorve té grupit kontrollues. Ndricimi né
vendin e punés sé puntorve té grupit té ekspozuar ka
gené me réndési statistikore mé té ulét né raport me
vlerat e matura té ndricimit té vendit té punés sé grupit
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kontrollues (Tabela nr.1).

Né mes grupeve té ekspozuara dhe kontrolluese té
puntorve nuk egzistonte ndonjé ndryshim me réndesi
statistikore né prezencen e faktoréve té cilét mund té
ndikojné né paragitjen e léndimeve né puné (mosha,
pérvoja e punés, arsimimi, gjendja martesore, té
ushgqyerit, pirja e duhanit, konsumimi i alkoolit, puna
né ndérrime, puna sipas normés, ndérrimi i natés,
prezenca e sémundjeve). Né grupin e ekspozuar me
réndési statistikore éshté regjistruar numér mé i madh i
puntoréve me léndime né puné se sa te grupi kontrollues.
Te grupiiekspozuar éshté vérejtur me réndési statistikore
numér mé i madh i puntoréve me léndime né veté vendin
e punés dhe me léndime né rrugén qé kalojné nga shtépija
né puné dhe nga puna né shtépi, se sa te grupi kontrollues
(Tabela nr.2). Te grupiiekspozuar né raport me madhésiné
e léndimeve, éshté regjistruar me réndési staistikore
numér mé i mdh i puntoréve me léndime mé té lehta né
raport me até kontrollues, por nuk éshté vértetuar ndonjé
dallim me réndési statistikore né numrin e puntoréve me
léndime té rénda, léndimeve té rrezikshme pér jetén dhe
léndimeve vdekjeprurése ndérmjet kéryre dy grupeve
(Tabela nr.3). Né néngrupin e grupit té puntorve té
ekspozuar gé rregullisht shfrytézojné mjete pér mbrojte
personale éshté regjistruar me réndési statistikore numér
mé i vogél i puntorve me léndime né puné né krahasim
me numrin e puntorve me léndime né puné té néngrupit
té puntorve té cilét nuk shfryzézojné mjete pér mbrojtje
personale (Tabela nr.4)..

DISKUTIMI

Té shumté jané faktorét gé ndikojné né paragitjen e
léndimeve né puné, ku mé i réndésishém éshté faktori
njeri dhe karakteristikat e tij sic jané: mosha, pérvoja e
punés, gjinia, adaptimi né vendin e punés dhe ambientit
té ri, nevoja pér pérmbushjen e normés si dhe afirmimi
personal né vendin e ri té punés, arsimimi, gjendja
martesore, té ushqyerit, pirja e duhanit dhe konsumimi
i alkoolit, gjendja psikofizike e puntorit dhe prezenca e
sémundjeve (5-11). Té dhénat nga literatura tregojné se té
rinjté dhe ato punétoré pa pérvojé mé shpesh léndohen
né vendin e punés (12), kurse né vendet né tranzicion mé
shpesh léndohen punétorét mé té vjetér, té cilét kané
mbetur pa vende té punés, dhe duke dashur gé té fitojné
pér jetesé punésohen né vende té punés pér ku nuk kané
pérvojé dhe arsim té mjaftueshém(13).

Né kété hulumtim nuk kishte ndonjé dallim té réndésishém
statistikor né prezencén e fakteve né lidhje me faktorin
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njeri te punétorét e grupit kontrollues dhe té ekspozuar.
Nuk kishte as ndryshim té réndésishém statistikor né
lidhje me kérkesat e punés ( puna né ndérrime, puna
sipas normés, puna gjaté natés ) ndérmjet kétyre dy
grupeve té hulumtuara. I vetmi ndryshim ndérmjet
kétyre dy grupeve té punétoréve ishte né prezencén e
faktoréve démtues fizik dhe kimik né ambientin jetésor
dhe punues te té hulumtuarit e grupit té ekspozuar.
Te grupi i ekspozuar éshté regjistruar me réndési
statistikore numér mé i madh i punétoréve gé kané
pasur léndime né vendin e punés dhe né udhétimin prej
shtépije né puné dhe prej pune né shtépi né krahasim me
grupin kontrollues. Prezencé té tillé té larté signifikante
té léndimeve né puné te punétorét e grupit té eksponuar
tregohet me prezencén e faktoréve démtues né ambientin
jetésor dhe punues té kétyre punétorve té hulumtuar.
Kéto hulumtime jané né pérputhéshméri me rezultatet
(é né literaturé i gjejmé te autoré té tjeré(14-16). Faktorét
jo té pérshtatshém mikroklimatik posacérisht lagéshtia
dhe temperatura jo adekuate e ajrit, mund té ndikojné
negativisht né ményré direkte né gjendjen psikofizike té
punétoréve dhe té sjellin deri te paragitja e léndimeve.
Faktorét joadekuat mikroklimatik pengojné garkullimin,
sjellin deri te paraqitja e lodhjes qé paraqet faktor qé
predisponon paragitjen e léndimeve né puné ( 17 ).
Ndricimi joadekuat éshté shpesh shkaktar i léndimeve
dhe éshté i réndésishém jo vetém zvogélimi i ndricimit
por dhe drita e padurueshme si dhe ajo veptuese ( 18 ).
Zhurma éshté faktor i réndésishém qé shkakton lodhje
té punétoréve dhe gjaté punés e réndon dhe e pengon
komunikimin gojor dhe vérejtjet e dhéna dhe né kété
ményré sjell deri te léndimet né puné . Né literaturé ka
paragitje pozitive té korelacionit ndérmjet nivelit té
zhurmés né puné dhe praraqitjes sé léndimeve né puné
(19 ). Avulli dhe gazrat mund té sjellin deri te léndimet,
nése béhet fjalé pér materiale ndezése dhe eksplozuese.
Aerosolet dhe pluhuri zvogélojné té pamurit (20 ), qé e
rrit rrezikun pér paragitjen e léndimeve. Posaqgérisht
réndési té madhe i takon monoksidit té karbonit i cili
sjell deri te hipoksia e sistemit nervor géndror, gé ka si
pasojé zvogélim té koordinimit té lévizjeve, paraqitje té
shpejté té lodhjes, ngadalésim té psikomotorikés, pra e
zmadhon paragqitjen e léndimeve né puné (21). Démtues
tjeré né ambientin e punés sé punétoréve té grupit té
ekspozuar, té detektuara né kété hulumtim si dioksidi
i sulfurit, acidi sulfurik, oksidi i zinkut, sulfati i bakrit,
sulfati i magnezit, ksiloli dhe klori, shkaktojné ndryshim
né sistemin nervor té punétoréve, dhe ashtu né ményré
indirekte mundésojné paraqitjen e léndimeve né puné (
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22). Me réndési té vecanté éshté se u vérejté qé pérdorimii
mjeteve mbrojtése personale né puné shuméfish zvogélon
rrezikun nga paragqitja e léndimeve né puné. Kjo éshté né
pajtueshmeéri me hulumtimin e autoréve té tjeré qé kané
treguar se pérdorimi i tyre shumé heré (réndésishém)
zvogélon rrezikun nga léndimet, madhésiné e léndimeve
dhe numrin e ditéve té pushimit mjekésor pér shkak té
léndimeve né puné (23 ).

KONKLUZIONI

Démtuesit fizik dhe kimik né vendin e punés paragesin
faktoré qé kané ndikim té madh né paragitjen e léndimeve
né puné te punétorét e ekspozuar. Pérdorimi i rregullt i
mjeteve pér mbrojtje personale paragesin faktoré té
réndésishém né parandalimin e tyre.
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Tabela nr. 1. Reziget profesionale né vendin e punés sé puntorve té grupit té ekspozuar dhe kontrollues
Grupi i Grupi
Rreziget profesionale-llojet ekspozuar kontrollues t p
N=900 N=300
Temperatura e ajrit - Periudha
dimrore(0C) 102+ 1.1 19218 103,03 <0,0001
Parametrat Temperatura e ajrt. - Periudha | 507 4 22:17 67,24 <0,0001
mikroklimatik T 5 -
Lagéshtija relative e ajrit (%) 674 £117 483 +54 27,31 <0,0001
Snpejtésia e rrymimit 1€ ajrit | g9 0 0.2+ 0.003 60,6 <0,0001
Monoksidi i karbonit (mg/m3) 68.4+94 381+17 55,51 <0,0001
Acidi sulfurik (mg/m3) 19+0.8 0.01+0.003 40,91 <0,0001
Dioksidi i sulfurit (mg/m3) 87+12 1.3+0.09 106,68 <0,0001
Nokset Oksidi i zinkut (mg/m3) 125+14 0.2+0.01 152,13 <0,0001
kimike Sulfati i bakrit (mg/m3) 23405 0.1+ 0.02 76,17 <0,0001
Sulfati i magnezit (mg/m3) 87+ 03 1.1+0.01 438,58 <0,0001
Ksiloli (mg/m3) 4838 £12.1 252+ 34 64798 <0,0001
Klori (mg/m3) 9805 1.2+0.07 124,03 <0,0001
Zhurma(dB) 103.8 +12.7 59.1+5.2 51,13 <0,0001
Pluhuri (mg/m3) 19.8+3.2 1309 98,18 <0,0001
Ndricimi (Lux) 64.2+34 104.8 £49 1591 <0,0001
Tabela nr. 2 . Léndimet né puné te puntorét e grupit te ekspozuar dhe atij kontrollues
Grupi i ekspozuar Grupi kontrollues :
Léndimet né puné N =900 N =300 {_Iels %uadrat p
Nr. % Nr. %
Léndimet né vendin e punés 149 16,55 3 1 4782 <0,01
Léndimet gjaté rrugeés prej
shtépije né puné dhe prej pune | 74 8,22 1 0,33 22.57 <0,01
né shtépi
Gjithesej 223 24,77 4 1,33 79.11 <0,001
Tabela nr. 3. Léndimet te puntorét e grupit te ekspozuar dhe atij kontrollues sipas réndésisé
Kualifikim i | Grupi i ekspozuar Grupi kontrollues Hikaadrat
léndimeve N - o N - o test P
I lehté 900 208 93,27 300 2 50 71.81 <0,001
[ réndé 900 11 493 300 1 25 1.01 n.s.
I rrezikshém pér
jeté, vdekjeprus 900 4 197 300 1 25 0.06 n.s.
Gjithesej 900 223 100 300 4 100 79.01 <0,001

n.s.- ndryshimi nuk eshte statistikisht signifikant
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Tabela nr. 4. Léndimet sipas réndésisé te puntorét e grupit te ekspozuar né raport me mbajtjen rregullisht té mjeteve
pér mbrojtje personale

.. | Rregullisht shfrytézojné mjete | Nuk shfrytézojné rregullisht mjete | .
Kualifikimi | mbrojtése personale mbrojtése personale Hi kuadrat P
léndimeve test

N nr % N nr %

I lehté 48 12 2,87 482 196 40,66 17781 <0,0001
I rendé 418 3 0,72 482 8 1,66 0.95 n.s.
I rrezikshém
pér jetén dhe | 418 1 0,23 482 3 0,62 0.13 n.s.
vdekjeprus
Gjithsej 418 16 3,83 482 207 42,95 181.7 <0,0001

n.s.- ndryshimi nuk eshte statistikisht signifikant
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ABSTRAKT

Hyrje. Arteria e pérparme trurore, arteria cerebri anterior (ACA), éshté zakonisht degé mé e hollé mediale e ACI.
Segmenti fillestar i ACA shtrihet medialisht nga trigonum olfactorium, dorzalisht nga n. opticus dhe chiasma
opticum, ventralisht dhe rostralisht nga hipotalamusi, né cisterna laminae terminalis. ACA jep numrin mé té
madh té degéve leptomeningeale pér vaskularizimin e fageve mediale té hemisferave té trurit té madh. Segmenti
proksimal Al i ACA shtrihet prej vendit té fillimit té ACI deri te vendi i krijimit té AcomA. Arteriae perforantes
té cilat ndahen nga segmenti Al, jané té pranishme gjithmoné, pérbéhen nga 1-12 arterie. Numri i degéve varet
nga zhvillimi i arteries sé Heubner-it. Kéto degé gjithmoné ndahen nga fagja dorzale e segmentit Al, deri né
vendin e depértimit né substantia perforata anterior. Vendi i depértimit éshté zakonisht medialisht nga AL, ndérsa
rostralisht nga degét e ACI dhe AChA. Té gjithé degét perforante ndahen né degé té vogla, prej 80-200 um ,
mesatarisht 122 pm dhe té médha 210-710 , mesatarisht 325 pm.

Pérfundim. Okluzioni i segmentit Al té ACA jep mé pak deficite neurologjike pér shkak té ekzistimit té AcomA dhe
garkullimit kolateral nga ana e kundért.

Fjalé kyce: arteria e pérparme trunore, degét perforante, segmenti Al

HYRJE trungu i AcomA. Né vazhdim ACA kalon siperfagésisht
fagen mediale té hemisferés, mé sé pari ventralisht dhe
rostralisht nga corpus callosum, dhe pastaj dorzalisht
nga kéto struktura. Zakonisht ndahet né dy degé
pérfundimtare: a. pericllosa dhe a. callosomarginalis,
ndérsa pérshkruhen kéto degé kortikale kolaterale té cilat
i marrin emrat varésisht prej fushés morfologjike té cilén
e vaskularizojné: a. frontobasalis, a. polaris frontalis, a.
frontalis anteromedialis, a. frontalis intermediomedialis,
a. frontalis posteromedialis, a. paracentralis, aa.

Arteria e pérparme trurore, arteria cerebri anterior
(ACA), éshté zakonisht degé mé e hollé mediale e ACL
Segmenti fillestar i ACA shtrihet medialisht nga trigonum
olfactorium, dorzalisht nga n. opticus dhe chiasma
opticum, ventralisht dhe rostralisht nga hipotalamusi,
né cisterna laminae terminalis. Trungjet e ACA té
djathté dhe té majté jané té drejtuara rostralisht dhe
medialisht, kah fisura interhemisferike, ku u bashkohet
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A. frontalis

e ' ~ACA jep numrin mé té madh té degéve leptomeningeale
A peracentrals (PGT) pér vaskularizimin e fageve mediale té hemisferave té
#a orecuncaies eon tTUTiE t€ madh (Figura 1). ACM, pas kalimit népér zonén
insulo-operkulare (Figura 2), vaskularizon kryesisht fagen
ssaese superolaterale té hemisferés. AChA furnizon me gjak,
ndér té tjera, edhe pjesén ventralo-rostrale té korteksit
limbik. ACP e vaskularizon mezencefalonin, pjesén mé té
madhe té diencefalonit dhe fagen kaudale té hemisferave
(3). AB vaskularizon ponsin, ndérsa AV palcén e zgjatur
dhe palcén kurrizore (Figura 3). Kéto ené té médha té
gjakut jané té paragitura edhe né preparatin e pérbashkét
(Figura 3).

Figura 1. Degét kortikale té ACA (S. Bexheti me
bashképunétor: “Atlas i diseksionit té njeriut”).

Pars corticalis ACM
(segmentum M4)

Pars opercularis ACM
(segmentum M3)

Operculum

Pars insularis ACM
(segmentum M2)

Insula

Aa. centrales anterolaterales
s. aa. lenticulostriatae

Tractus opticus

Pars horizontalis ACM
(segmentum M1)

Crus cerebri

A. choroidea anterior

A. carotis interna

A. communicans posterior
A. cerebri posterior (P2)
Aa. cerebri posteriores (P1)

A. basilaris

Figura 2. Rruga dhe degézimi i ACM té majté (S. Bexheti me bashképuntoré: ,Atlas i diseksionit té njeriut®).
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Figura 3. Preparat i arterieve té bazés sé trurit, preparate me formaliné dhe korozive nga libri S. Bexheti me

bashképuntor: ,Atlas i diseksionit té njeriut*.

Karakteristikat morfologjike té segmentit A1 té ACA

Segmenti proksimal Ali ACA shtrihet prej vendit té fillimit té ACI deri te vendi i krijimit té AcomA (Figura 4). Sipas
pérshkrimeve, segmenti Al né 70% té rasteve shtrihet dorzalisht nga hiazma optike dhe zakonisht éshté né kontakt
me té (4). Ndérsa né 30% tjera Al éshté i drejtuar rostralisht dhe dorzalisht nga nervi optik, shumé rrallé ventralisht

A. communicans
anterior

A. cerebri anterior
A. cerebri media
A. carotis interna

A. communicans
posterior

A. cerebri posterior
A. cerebelli superior
A. basilaris

A. cerebelli
inferior anterior

A. vertebralis

A. cerebelli
inferior posterior

A. spinalis anterior

nga ajo, ku ndahet mé herét dhe nén ACI, menjéheré pas fillimit té arteries oftalmike.

A. cerebri anterior,
segmentum A1

A. cerebri anterior,
segmentum A2

A. communicans
anterior

A. carotis interna

Aa. communicantes
posteriores

Aa. cerebri posteriores
segmenta P

A. cerebelli superior

A. basilaris

Aa. pontis laterales

Figura 4. Preparat i arterieve té rrethit té Willisit né bazén e trurit té injektuara me tush dhe xhelatiné, preparat nga

libri i S. Bexheti dhe bashképuntor: ,Atlas i diseksionit té njeriut".
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Forma e segmentit Al éshté e ndryshme, mé sé shpeshti né formé té shkronjés S (52,5%), mé rrallé né formé harkore

(32,5%), dhe mjaft rrallé e pérdredhur (15%). Jané té shumta studimet radiologjike pér formén e kétij segmenti. Eshté
interesant fakti se, né moshé mesatare, ky segment ka drejtim horizontal té shtrirjes (20,1%), pastaj né formé té
harkut konkav dorzalisht (30%) ose ventralisht (19,1%), ose pozité té pjerrté ventralisht (20,1%) ose dorzalisht (2,8%),
si dhe né formé rrethore (8%) (qé na kujton né fenestrim) (5, 6). Diametri i segmentit Al né literaturé sillet prej 0,3
deri né 5,0 mm, mesatarisht 2,0-2,6 mm, ndérsa gjatésia 7,2-23,6 mm, mesatarisht 12,7-15 mm (7, 8). Hipoplazioni i
segmentit Al éshté dukuri e shpeshté dhe pérshkruhet si hipoplazion i lehté, e cila ekziston né 14% té hemisferave
dhe hipoplazion i shprehur né 8% té rasteve (8). Fenestrimi i Al gjithashtu paragitet shpesh, né 4,8% deri né 9,1% té
rasteve (9). Duplikacioni i segmentit Al éshté fenomen i rrallé i cili paragitet né ményré sporadike (10) (Figura 5, 6).

| —
Figura 5. Shikim i fages sé brendshme té bazés sé kafkés. Eshté i larguar lobus frontalis, prerje transversale népér
lobus temporalis dhe mesencephalon. ACI (1, 1') e djathté dhe e majté japin ACM (2, 2’) té djathté dhe té majté dhe ACA

té djathté dhe té ma

jté (3,3’), n. opticus (4, 4'), mesencephalon (5).

Figura 6. ACI e maijté (1) jep ACoP (2), AChA (3), ACA (4) dhe segmentin M1 ACM (5), i cili pérfundon né nivel té limen
insulae (6). Substantia perforata anterior (7), gyri orbitales (8), ACP (9), lobus temporalis (i larguar) (10), tractus opticus
(11), aa. lenticulostriatae (A), a. temporalis polaris (*), shikim nga poshté i hemisferés sé majté.
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Ndarja e zakonshme e degéve té arterieve kryesore
té trurit éshté né leptomeningeale, perforante dhe
horoidale.

Degét perforante té segmentit Al té ACA (aa. centrales
anteromediales)

Arteriae perforantes té cilat ndahen nga segmenti
Al, jané té pranishme gjithmoné, pérbéhen nga 1-12
arterie, mesatarisht 6,6 né hemisferé (11). Numri i degéve
varet nga zhvillimi i arteries sé Heubner-it. Kéto degé
gjithmoné ndahen nga fagja dorzale e segmentit Al, deri
né vendin e depértimit né substantia perforata anterior.
Shumica e degéve degézohen pérpara depértimit né indin
truror, ashtu qé né nivel té vendit té depértimit numri i
tyre rritet. Vendi i depértimit éshté zakonisht medialisht
nga AL, ndérsa rostralisht nga degét e ACI dhe AChA.
Té gjithé degét perforante ndahen né degé té vogla, prej
80-200 pm , mesatarisht 122 ym dhe té médha 210-710
, mesatarisht 325 ym. Degét e médha perforante dalin
nga segmenti Al né aférsi té degézimit té ACI (12, 13, 14).
Degét e vogla dhe té médha perforante vaskularizojné
commissura anterior, pjesén mediale té globus pallidus,

njé pjesé té crus anterius capsulae internae dhe pjesén
ventromediale té caput nuclei caudati.

Arteria striata medialis longa s. recurrens Heubner,
arteria e Hojbnerit, éshté trung i vecanté i pérbashkét
i arterieve perforante. Eshté gjithmoné i pranishém,
pérvec né rastet ekstreme té hipoplazionit té segmentit
Al (15). Mé sé shpeshti ekziston njé arterie, mé rrallé dy
(2-12%). Ndahet nga fagja dorzolaterale e ACA, né aférsi
té bashkimit me AcomA né 8-35%, nga segmenti Al né
8-14%, ose distalisht nga bashkimi me AcomA né 35-78%
té hemisferace (16). Pas krijimit té saj, arteria Hojbner ka
rrugé kthyese, e drejtuar kaudalisht dhe lateralisht. Mé
sé shpeshti né indin truror depérton né pjesén laterale
té substantia perforata anterior, menjéheré rostralisht
nga AL. Kalibri i saj éshté prej 0,2-2,9 mm, mesatarisht
0,9 mm. Gjatésia e arteries éshté nga 12 deri né 38 mm,
mesatarisht 23,4 mm (17). Arteria e Hojbnerit me degét e
saja intracerebrale vaskularizon pjesén rostrale té caput
nuclei caudati dhe pjesén fqinje té crus anterius capsulae
internae (18) (Figura 7).

Aa. lenticulostriatae

A. striatae mediales distales
s. recurrentes, Heubner

A. cerebri media
A. cerebri anterior

A. carotis interna

Figura 7. Degét perforante té ACM dhe ACA, e shikuar ventralisht (preparat koroziv) (S. Bexheti me bashképunétor:

,Atlas i diseksionit té njeriut“).
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Okluzioni i segmentit Al té ACA jep mé pak deficite
neurologjike pér shkak té ekzistimit té AcomA dhe
qarkullimit kolateral nga ana e kundért. Okluzioni
i segmentit A2 rezulton me goditje ishemike dhe
thirret si sindromi ACA. Rezulton me hemiparezé
kontralaterale, si edhe me humbje kontralaterale té
sensibilitetit, para sé gjithash té kémbés, muskujve
té pelvikut dhe perineumit, gjé qé krijohet pér shkak
té ishemisé sé lobulus paracentralis né fagen mediale
té hemisferés. Mund té paragitet edhe crregullim i té
folurit, té lexuarit dhe té shkruarit. Pacienti véshtiré
fillon té flasé, e ndérpret té folurén né mes té fjalisé,
ka véshtirési né gjetjen e fjaléve dhe té ngjajshme.
Cregullimet paragiten pérshkak té lezionit té fushés
suplementare motorike té té folurit. Lezioni i corpus
callosum sjell deri né apraksi dhe agrafi (19, 20, 21).
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Case report

GROENBLAD-STRANDBERG SYNDROME

Harama TprieBcka Illekepuros!, Emmnuja Tomescka Jlamrrescka!, Munena T'ony60Buk!

'YauBep3uTeTcka Knunuka 3a ounu bonectu, Ckorje, MakemoHuja

Medicus 2019, Vol. 24 (2): 212-216
AIICTPAKT

Bogen: Groenblad-Strandberg-oB crHIpoM mpeTcTaByBa HapyllyBakhe Ha CBP3HOTO TKUBO U Ce KapaKTepusupa Co
MY/ITUCUCTEMCKA WHBOJIBUPAHOCT, BKJIYYYBAjKU TY MPUMApHO OUMTe, KOoyKaTa M KapAMOBACKY/IapHUOT cucTeM. Toa
e peTKa HacjieiHa OosiecT, pe3y/ITaT Ha TopeMeTyBarhe Ha eJIacTUHOT, co TpeBaieHla o 1:25.000 mo 1:100 000 kaj
OIIITaTA TIONyJIaluja.

Bo tpymor npukakyBame >keHa Ha 59 TO7. BO3PACT CO AMjarHOCTUIIMPAH AOMWHAHTEH OOJMK TUI 1, MO3HAT KaKo
Pseudoxanthoma elasticum (PXE) co gocra uspaszenu aHruouiHu CTpUK U IIPOMEHU BO MaKyJiaTa, KapiroBacKyIapHu
aTepOCKJIEPOTCKU TIPOMEHU, KOXKHU ITPOMEHN Ha BPATOT, aKCUjaJIHO, BO aHTeKybuTasiHaTa oca 1 rmapayMOWINKaHO.

Llen HA TPY/IOT € MpeKy MprKas Ha CJyuaj /la ce Mpe3eHTUpa 0Ba PETKO MYITUCUCTEMCKO HACTIeHO 3a00/yBae 1 1a
ce MOTeHIMPaaT COBpeMeHUTe MOJAJINTETU Ha TPeTMaH 338 KOMIUIMKALIMKUTE KOU MOXKe Jla Ce jaBar.

3aksyuok: CeyliTe He MTOCTOU crieldudeH 1 eeKTUBEH TPEeTMaH 3a cucTeMcKuTe MaHu@ectanuu Ha PXE. [Tocrojar
eeKTUBHM TepareBTCKU MOKHOCTU 3a OKyJIapHU KOMIUIMKALIMKM KOW BKJIydyBaat: jacep dotokoarynatuja (LFC),
TpaHCHyHwiapHa TepMorepanuja, dporoguHaMmcka tepanuja (PDT), MakynapHa TpaHCJIOKALKMCKA XUPYpruja U JieHec
HajuecTo NMPUMEeHYBaHMOT METO[] CO MHTpaBUTpeasiHa arvivkalyja Ha ant — BEI'D nipeniaparure.

CoBpeMeHUOT IpUCTar co epuoAuUHU UHTpaBUTpeaadu antu BEI'®D npenapaTu jaBaar cyripecuja Ha KOMIUTMKaLUUTe
KaKO XOpouJjajiHaTa HeoBacKyiaprsanyja 1 MakyJsioraruja, co el crabuinsaliyja Ha BUAOT U CITpedyBarhe Ha TelKr
BU3YeJIHA KOHCEKBEHILU.

Kiyunu 360poBu: riceBiokcanToMa eytactukyM (PXE), Groenblad Strandberg - oB cunipom, oKyiapHy ManudecTaimu,
AHTUOUIHY CTPUI

BOBE]l

Pseudoxanthoma elasticum (PXE) mosHar ¥ Kako
Groenblad-Strandberg cunapoMm, e peTKa HacjegHa
Oonect co mpoieHera mpeBanexna ox 1: 25.000 mgo 1:
100.000 kaj onmraTa momynanuja. (1) PXE ce cmera 3a
TPOTOTUIT Ha MYITHCHCTEMCKH eKTOIMUHKM HapyLIyBamba
Ha MUHepaqM3alyjaTa ¥ Cce KapaKTepusupa Co
abepaHTHa MUHepaJiM3alija Ha MEKOTO CBP3HO TKHBO, CO
JlereHepalija Ha elacTHUHUTE BJIaKHA, BKIYUYBajKU I'd
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IPUMApHO ouuTe, KapauoBackynapHuotr cucreM (KBC) u
KojkaTa.(2)

KnMHIUKY, BKITyU4eHOCTa Ha OUnTe, KOyKaTa, LIeHTPaHUOT
HepBed cucteM (IJHC), cpueto u I'-cucteM Moke f1a
OMfIaT MPUCYTHU CO BapMjaOMIHA 3acTameHOCT, KaKo U
nepudepHaTa apTeprcKa OomecT.

Koskaure ne3uu ce COCTOiaT o MaJi1d, aCUMIITOMATCKH,
JKOJITeHUKaBU IIallyIM WM IIOrojieMy KoaJleCI€eHTHU
IJIaKY, 001YHO JIOOMpaHu Ha BPATOT M Ha obmacTi
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Ha CBUTKYBalme - KyOMTajHaTa M TIOIUIMTeaIHaTa
jama, akcumata, BO HabopuTe Off TpPENOHUTE U
nepuyMOMIMKaaHaTa MoBpiMHA.(2) OOWMYHO THe ce
npBuoT 3HaK Ha PXE ¥ ro HaroBecTyBaaT PU3UKOT 3a
pa3Boj Ha OKY/IapHU U JIPYTH CUCTEMCKM MaHH(eCTaIuHu,
a 3adaTeHaTa Kojka CTaHyBa J1a0aBa U 30puKaHa.(2)

[IpomeHuTe ce fieTeKTUpaaT Bo 2-pata WM 3-Tara jieKajia
of] KUBOTOT, a POrpecyjara e MocTerneHa U CropajuyHa.

(1)

KapanoBackynapuute — MaHu(ecTalui  BKJIy4yBaaT
KamupUKalud BO PaMKUTe HA eaCTUYHOTO TKMBO
Ha WHTMMa ¥ MeJIMyMUTe HAa KPBHUTE CaJiOBH, IITO
JI0BeflyBaaT 710 TOBpeMeHa KiayauKaliyja, KopoHapHa U
1iepedpoBacKynapHa bosnect. (3) Moke 1a OuaT MpUCYTHA
BaJIBY/IlapHU ITPOMEHH, HajuecTo MPOIaIc Ha MUTPaTHaTa
BajiBy/la. PaHa KopoHapHa apTeprcKa 00ecT MoBp3aHa co
PXE e uecTo Tenika, Bo MOBEKeTO C/Iyuau ce Mpe3eHTUupa
KaKo aHTHHa IIeKTOPKC MM MUOKapeH UH(DapKT. (3)

Oxynapuure MaHubectamui Ha  pseudoxanthoma
elasticum BKJyuyBaat mpoMeHH KaKO KOpa o OPTOKaJl
“peau d’orange”, aHTMOMJJHM CTPUM M XOPOMJIAJIHA
HeoBacKyJlapu3aliyja.

Peunicu 87% op maiuenTure co pseudoxanthoma elasticum
¥IMaaT acolMpaHy aHTHOMAHN cTpun (AS). AHrHOMHKTE
CTPUM ce TI0jaByBaaT KaKO IIYKHATMHU [J1ab0KO [0
BAaCKy/lapHaTa apXUTEKTypa Ha PeTHHATa, IOTeKHyBaaT
of1 epuIanIapHaTa o0/IacT ¥ ce MpoTeraaT 3pakacTo off
TanmuIaTa Ha oNTHYKUOT HepB, BO CUTe MpaBL.(4)

Kommikaijja Ha aHTHOMIHUTE CTPUM BO OKOTO €
(hopMupabe Ha HeOBACKYIapHU MeMOpaH! BO MaKyjaTa
Ha HHBO Ha MUTMEHTHHOT efuTeN - Bpyx-oBa MeMOpaHa.

Case report I

OBa e CIMYHO HA HeoBacKy/lapu3alyjaTa Kaj MaKkyJaapHa
IereHepaliyja moBp3aHa co Bo3pacta (ARMD).

Jlokonky ce Hajoe XopouAHa HeoBacKylapu3alyja
(CNV) npu KIMHMYKO MCIIUTYBambe, (hyopeciienHCcKaTa
anrvorpadmja  (PDA) W  onTMUKAaTa  KOXepPEHTHa
tomorpacduja (OCT) Mmoke pma OMpaT  KOPUCHM
BO PasTpaHUUYBAETO, nudepeHIpame u
TIOKYMEHTUPAmeTO Ha JIOKAIWjaTa W To/leMUHAaTa Ha
HeoBacKy/apHaTa MeMOpaHa.

IIpuka3 Ha cyJaj

/Kena, Ha 59 rop. Bo3pacT, co HajmoOpo KopermpaHa
BuiHa octpuHa (BCVA) mBKeme Ha paka 000CTpaHo,
Oemre mperpaTeHa Ha YHMBep3UTETCKAaTa KIMHUKA 3a
ounu Oonectu Bo CKomje 3a TpeTMaH Ha TOCTaBeHa
paboTHa JIjarHo3a CeHWIHA JiereHepallija Ha MaKyia, co
X0pou/jaJiHa HeoBacKyIapu3alyja.

[To KOMIIETHHOT O(hTaIMOJIOIIKH ITPErie]; ¥ U3BPIIEHUTE
VMUIIMHT KCeTyBamba yopeciienHcKaaHruorpaduja(cr.
1, 2), onTuka KoxepeHTHa ToMorpaduja co anruorpaduja
(c71.3), KaKo 1 BO KOpeJialyja co CUCTEMCKUTE UCIIelyBamba,
ce IWjarHOCTUI[MPAa OBa PETKO MeTabONTHO Hac/ieHO
sabonyBame, Groenblad - Strandberg Syndrome.

Ha KIMHUUKKOT Ipersier], ce IIOTBPAM JeKa MaljeHTKaTa
¥Ma HEKOJIKY ToJeMM KOKHM HPOMEHH, CHMEeTPMUYHO
pacrmope/ieH! Ha CTPaHUTe Ha BPaToT, aKCH/IaTa 1 JTAKTOT
CO M3paseHa HAOPUKAHOCT M 071a0ABEHOCT Ha KOKATa.
(cnd) Kocata, HOKTHTE M MYKO3HMTE MeMOpaHH Oea

YpenHu.
Ce 100 TTOJIATOK 3a TMO3UTHBHA (haMuIHA aHaMHe3a Kajie

OpaToT ¥ cecTpara MCTO Taka MMaaT KOKHU ITPOMEHH, HO
0e3 OKy/IapHH U JIPYTH CUCTEMCKM MaHUbecTarum

a. 0.
Cr. 11Tpukas Ha dynzyc GoTo a. Haoy| Ha peTHHA Ha IeCHO HAOJ| Ha peTHA Ha JIeBO OKO aHTMOM/HY CTPHM, XOPOU/a/IHA HEOBACKY/Iapy3aLiyja,
(hOKAJIHY XOPMOPETUHAJIHU OFKUIBLI
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Cn. 2 IIpukas Ha hryopeciieMHCcKa aHruorpadguja, Ha JIeBo 1 JlecHo oko xurepdmyopectieniuja mopazu fedext “geromen Ha mposoper”
AHTHOU/THU CTPUH, XOPOU/IA/THA HEOABCKY/Iapu3alyja

ITo u3BefieHaTa ONTHUKA KoxepeHTHa ToMorapduja co aHriorpaduja Ha perujaTa Ha Makyia iyTea ce IujarHOCTULIPa
JI0CTa HaIpe/IHAaTa XOpoKaiHa HeoBacKy/IapHa MeMOpaHa mopa/iu LITo Oelle MHAUIMPaH TPeTMaH CO MHTPaBUTpeasTHa
amMKanyja Ha Bevacizumab, antu BET® npemapat (ABactun). Ce amiuiipaa TpY NOeJMHEOUHH MECEUHH 03U
MHTPABUTPEaJTHO ¥ Ce MOCTUIHA Perpectja Ha HaoJoT CO CTaOMIM3aIMja Ha BUIHATa OCTPHUHA. (C71. 3 a, 0)

Cn.4 Ilpuka3 Ha HAOJ] HA OTITUYKA KOXepeHTHa ToMorpaduja Ha 3ajleH CerMeHT, TIpej] 1 0 alyIMKalja Ha aHTy
BEI'® npenapar beBarusyma0, ”HTpaBUTpeasTHO

Cn. 4 TlpuKka3 Ha KOKHY IIPOMEHM a. Habopy Ha Bpart 0. Habopy Ha aHTeKyouTasHa hoca
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Pseudoxanthoma elasticum e HCKIVUMTETHO PETKO
HacleqiHO 3abonyBame, co 0aBHa mporpecdja U
u3pazeHa MyJITUCUCTeMCKAa uHBonBUpaHocT. PXE e
npeau3BKKaHa off MyTaryu Bo ABCC6 (ATP - moBp3yBauka
KacerHa mnopdamumuja C umeH 6) reHOT  Koj To
Kopupa TpaHcmeMOpaHcKuOT ATP BpsyBauku edyke
TPaHCIIOPTeP, KOj HOPMAJTHO e U3paseH BO I[PHUOT JIpod
1 OyOperor.

Myramuure Bo  azieHosuH  Tpudocdaror  (ATTI),
MYITHUCLUIUIAHAPEH MPOTEMHCKU TipoTenH 6 / ATP-
TNoBp3yBauky KacetHa mopgamuauja C unen 6 (MRP6 /
ABCC6), Koj e ombene;kaH Ha XpoMo3oMoT 16p13; ce BepyBa
JleKa e Bojieuka IIPUUKHA 3a 0Ba HapylyBamwe. Kontenror
Ha PXE Kako cucTeMCKo MeTabOMHO HapyllyBakmbe,
HaMeCTO YMCTO CTPYKTYPHO HapylllyBaike Ha CBP3HOTO
TKUBO, TpousnieryBa off cakror paeka reHor ABCC6
eHKOJMpa 3a TIPOTEeHHOT Ha IienyaTpaHcmopT. (5) Cemak
TOYHMOT MeXaHM3aM Ha eKTONMYHA MUHepau3alyja
ocTaHyBa BO rojieMa Mepa Hero3sHat. (2) PXE mpetcraByBa
HacJIe[HO TIOpeMeTyBalbe Ha elaCTMHOT, CO MpOlleHeTa
npesajenta ox 1:25.000 mo 1:100.000. (1) 3acraneHocTa
e ToyecTa Kaj KeHCKUOT moji 4 Toa 2 : 1, Bo ofiHOC Ha
Mamkuot mot. (2) TlocTojaT yeTMpU MOATUIIOBM Ha OBa
3a00/TyBarbe KOM MMAaT OKYIapHU MaHH(ecTalud, HO
CO pa3jiMyeH MHTeH3uTeT. KiMHMUKKMTE MaHuecTanum
PeTKO ce MPUCYTHU MPH Pararbe ¥ 00MYHO Ce BUTMBU BO
TEKOT Ha BTOpATa WX TpeTara JielleHuja off JKUBOTOT. (2)

Kako fBa TMma Ha  aBTO30MHO JIOMHHAHTHA
pseudoxanthoma elasticum, ce KapakTepusupaar THIT
[ - co kmacuyeH gUCTPUOYMpAH OCHII, TellKa U YecTa
aHTMHA TIPM HAMop, WMHTEPMUTEHTHA KiayauKalluja,
XUIMEPTeH31ja, TEKOK XOPOUJJOPETHHUTHC U CIIETIHJIO.
Tum II e MHOTY HOG/Mara (opma, co MakyaapeH ocuii, 6e3
BACKy/IapHU MIPOMEHHM U Oj1ara peTHHA/HA JlereHepariyja.
(6)

ABro3omHO - periecuBeH pseudoxanthoma elasticum,
WCTO TaKa, MMa J[Ba BUJ[a: pellecuBeH THI | co KOKeH
OCHII, YMEPEHO TelllKa peTHHaHa OONMeCT W ofipefieHa
TPeJMCIIO3uIMja 3a TaCTPOMHTECTHHAIHO KpBapeme,
petiecuBeH Tull Il Koj e MHOTY OpeJIOK, B/Mjae Ha lieaTa
KoKa Koja e JlabaBa CO WHTEH3WBHO WH(UITPUpPAHHU
MPOMEHM M JlereHepUpaHd eJacTUUHM BIakHa. (7).
K/IMHUYKUOT eHTUTET 3a MPB IaT € ONUIIIaH Off CTPaHa Ha
(panmyckuot gepmaroror Puran (Rigal), Bo 1881 ropuna,
nopnexka ®eppunang-Kau [Japuep (Ferdinand-Jean Darier)
ro chopmyupa TepmunoT pseudoxanthoma elasticum, Bo
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1896 romuHa, 00ee}kyBajKM r0 CBP3HOTO HApYLIVBaibe
KaKo MAaTOTHOMUYEH 3HaK, pa3/iMueH off KCAHTOMMUTe (1ma
OTTYKA U Ha3UBOT IICEBIOKCAHTOM). (2)

AHTHOMIHMTE CTPUM HAa PETHHATa MPBUYHO Ce OMUIIAHK
on PoGepr Jloju (Robert W. Doyne) 1 og Oto Ildpnamke
(Otto Pflange) Bo 1889 u 1892. (2) Bo 1929 rop., mBajua
1BeJicKM Jiekapu, opranmonoror Ecrep I'poen6mnap (Ester
Groenblad) u gepmaronorot Ilejmc Crpanpbepr (James
Strandberg), mpBu ja meduHMpaaT MOBP3aHOCTa MOMETrY
AHTMOMJIHATE CTPMH M TICEBJJOKCAHTOMA eAaCTHKYM U
ro flaBaaT TepMUHOT ['poeHOan - CTpaH0epr CHHIPOM
(Groenblad - Strandberg syndrome), Koj ce KOpUCTH Kako
cuHoHuM 3a PXE co uspasen opranmonomku Haop (2)

Bakapann Kontpu (Baccarani Contri) co copaboTHuMIIN
TIOKasKajie JieKa e/laCTMYHUTe BJIaKHA MMaaT 3rojieMeHa
eKCITpecHja Ha HOPMaH! KOHCTUTYTHBHY TIPOTEMHH U Ce
aKyMy/IMpaaT a0epaHTHM MaTPUYHU TPOTEMHU ITO3HATH
10 HUBHUOT BMCOK apMHUTET 3a KaJIuyM, BKIIYUyBajKu
ce BO TpOIleCHTe HA MHHepanM3alyja KaKo ajKajHa
doccharasa, KOCKEHO CHjaJIONPOTENH M OCTEOHEKTHH. (8)
OdranmonomkuTe KapakrepucTuki Ha PXE BKiyuyBaat
npBeHCTBeHO peau d'orange, AaHTHOMIHM  CTPHH,
XopouziaiHa HeoBackynapusanuja (CNV), xemoparuu u
copmupate Ha ny3Ha. (2) (4)

“Peau d’Orange” wim “Kopa off IIOpTOKan” e HajpaHara
(YH/IYCKOTICKM BMIIMBA TPOMEHa Kaj MAaIlUeHTHTe CO
PXE, koja mpeTxogu Ha pa3Boj Ha AHTMOUHUTE CTPUH.
[IpercTaByBa HasuMB 3a OWIATEPAHU MUTMEHTUPAHH
MPOMEHH, TeMHH JlaMKM Ha 3ajleH TO0/, OOWYHO
TEeMITOpaJTHO OJf MaKy/laTa WM Ha cpeHa nepudepuja. (1)
(2). AHTMOMIHUTE CTPUM Ce HAjOUUITI[IHU, KOH3UCTEHTHH
abHopmanHocty Kaj PXE dynpycor. (2) Tue ce mpeTcTaBeH#
KaKo HeperyIapHu OCTpH JIMHUK, cO KadeaBo-cuBa 00ja,
KOM 3pauaT KOHIIEHTPUIHO Off TIepUIanuIapHUOT IPCTeH
KoH nepudepujaTa. XUCTOMATONOMKMA AHTHOMHUTE
CTPMM TIpeTCTaByBaaT TpaKacTH JIEXUCIEHI[UM BO
ellaCTUYHMOT CJI0j Ha bpyxoBara MemOpaHa 3apaju
TaTO/IOIIKATA KPITMBOCT Ha Oa3ajHaTa JaMUHa, 00MUHO
pe3yiaTaT Ha KOMOMHAI[Mja Ha JiereHepaTHBeH IMpoLec U
JIenoHupame Ha KamuyMm. (1) (2) (4)

XopoupanHa HeoBackynapusanmja (CNV) mpercraByBa
Hajcepuo3Ha KOMIUTMKAIMja Ha aHTMOMIHUTE CTPHUH
U ce jaByBa Bo 72 - 86% of ciyyauTe, Kako IITO € U
BO HammoTr ciydaj. (o 3a) (1) CNV Ha MakymapHaTa
perdja e yecra KOMIUIMKalMja Kaj mamueHTd co PXE u
IoBe[lyBa JI0 CYOpeTHHATHN XeMOparuu, eKcydgaluja u
¢bubpoBacKynapHa (opma Ha Jy3Ha, CO TOC/Ie[OBATe/HA
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saryba Ha BM3yenHata ocTpuHa. (cm.3a) (2) (9) (10)
JomnonuutenHo, nauueHTuTe co PXE mMaaT 3ronemeH
PU3MK Of Pa3Boj Ha JIPy3M Ha Iamuiata Ha ONTHUYKUAOT
HepB. TOUHMOT MeXaHM3aM e HejaceH, HO BepojaTHO e
MOBp3aH Co abHOpMajaHa MHHepamu3aluja Ha lamina
cribrosa.(2). PacterHata Koa, CpIIeBM IPOMEHH MU
XOpOMIHUTE CTpMM ce 3Hamu Kou pseudoxanthoma
elasticum ro mudepenuupaar op Ehlers-Danlos-oBuot
cunzpoM Tu 6. (11) (12)

JyBenwnHata Paget - oBa OomecT e TMOBp3aHa CoO
NporpecBHa PETUHONATHja, Koja Ce KapaKTepu3Hpa
cO OnesuIo Ha ONMTUUKMOT JIVCK, IIPOMEHN Ha peTHHAaTa
Ha MUTMEHTHUOT eNUTeN U ITI0CjIef[oBaTe/ieH Pa3Boj Ha
AHTMOMJIHU CTPHH, IITO MOKe Jia Oujie KOMIUTMIIPAHO CO
XOpoujIaHa HeoBaCKy/Iapu3aliyja, Kako MpeJjoMiHaHTHA
NPUYMHA 3a BU3ye/lHa 3aryda. AHTMOMHUTE CTPUM Ce
BO Kopenaiuja co Paget oBata GonmecT Kaj okony 2 % u
ce cMeTa JIeKa KallUyMOT ce BP3yBa 3a elacTUHOT Ha
Bruch-oBara MmemOpaHa, IITo ja 3ronemyBa (pparmwiHocTa.
lcToBpeMeHo TpeoBiajiyBaaT CKeJIeTHA MaHU(peCTal1H,
on Kage u ce audepenuupa of Groenblad Strandberg
cunppomor. (11) (12)

KapauoBackynapuure MaHu(ecTalui Kaj MalueHTH
co PXE ce Opojuu u BKIydyBaaT peaylupaH nepudepeH
nync, xuneprensuja (HTA), aHrmHa mekropuc u
MHTePMMTEHTHA Kiayaukanuja. YecTo ce mpucaTHH U
TacTPOMHTECTHHAIHU XeMOParuy, MaHu(ecTUpaHu Kako
xemaTeMesa U MeneHa. Ilanuentute co PXE, moxaT fa
pasBUjaT U IMpefIBpeMeHa aTepocKIepo3a co paHu aKyTHU
MHUOKapJHU MH(APKTU U 1iepeOpPOBaCKyIapHA MHCYIITH.
(2) (1) Ilpuraxkanu ce cayyad €O CMPTEH MCXO[, KaKo
TI0CJIeIMIIA Off KapMBaCKyIapHUTe KOMIUIMKAIUH. (1,2)

3AKJIYYOK

Ceyirre He ocTou crieljiuueH v eeKTUBEH TPeTMaH 3a
cucremckute MaHupecranyuu Ha PXE [Toctojat ehekTiBHM
TepaneBTCKA MOKHOCTH 3a OKY/IapHH KOMIIAKAIIUH,
KoM BKIyuyBaatr: Jacepcka orokoarynanuja (LFC),
TpaHCIIVIIMIApHA  TepMmoTepamuja,  (DOTOAMHAMCKa
tepanyja (PDT), MakynapHa TpaHC/IOKaLMCKa XUPYpruja 1
WHTpaBUTPeaiHa aljivKanuja Ha aHTu-BEI'® npenapaTu.
[locnenHaBa gelieHuja cympecyja Ha KOMIUTMKAIMUTE KaKo
XOpoMZIaliHATa HeOBACKyIapu3aldja M MaKy/IOIaTHja,
MOJKe Jla ce TIOCTUTHe CO MepUOJMYHA UHTPaBUTPeasTHu
anTu-VEGF anmikanum, co 1en craduin3aiuja Ha BUIOT.

CuTe KIMHUYKA MHHI/I(beCTaLH/II/I BO KOKaTa, O4YHUTe
M apTepuckuTe KpBHM CaJoBH, Ce IIoCjiegulla Ha
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TaJIO}KE€HhE Ha KaJIAYM (bOC(baT BO €JIaCTUYHM BJIdKHA.
Co HaBpeMeHOTO Z[I/IjaFHOCTI/IL[I/IpElI-be n COBpPEMEHMOT
TepalleBTCK! IIpUCTaIl Ke ce CIipeyaT TelIKW BU3YeJIHNU
KOHCEKBEHIIH.
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Case report

AJTEPTHYHA PEAKIIHJA HA ITPOTAMHH KAKO COCTABHA
KOMIIOHEHTA HA HHCYJTNH

[JIp Bepa IlenmoBcka Hukomnopa!

113Y 3npaBcrBen Jlom Ckomje ,Ilenrap 3a /lujader

Medicus 2019, Vol. 24 (2): 217-223
ABCTPAKT

YBom: [lujaber menmutyc e metabosiHa OO/IECT Koja ce KapaKTepu3npa Co XWIepriMKeMuja Koja HacTaHyBa TOpajin
HapylleHa cekpelyja Ha UHCYJTMHOT WM MoPaJy HapylIeHo 1ejCTBYBambe Ha MHCYJIMHOT. XPOHUYHU KOMIUIMKalUKU Ha
nujaberecoT ce jaByBaar rocjie TIOBeKeroUIHO Tpaee Ha OoJiecTa, a Kaj HeperyjimpaHu MeTabo/THU TTopeMeTyBaba
THe ce jaByBaaT M ropaHo. llanpeHTKa Ha 67 rogunu,6omenyBa on [ujaberec Menutyc Tum 2,1ociegHuBe
5 rogunHu. Bo LleHTap 3a gujabeT ce jaByBa Iopafu HeperyaupaHy IJIMKeMUU U I10jaBa Ha ajleprhuuHa peakiuja
110 aIyiMKalyja Ha MHCyIuHCcKara Tepanuja Humulin N ,NPH U-100 Insulin (Isophane Susp). Ilopamau yBun Ha
XeMaToOMU U YPTUKAPOUIHU TPOMEHM BO MPeJIeNoT Ha HA/JTaKTUIIN, HATKOIeHUIU 1 abJjoMeH, TIOTOYHO Ha MecTaTa
Ha aryMKaluja Ha MHCYJIMHCKAaTa Teparuja NpociejeH! COo Neuere U MPYPUTYC, U3BPLIeHa e ITPOMeHa Ha UHCY/TUHOT
Bo [leremup uHcynuH. Ce 1ojaByBajia UCTa peaKiiuja, HO BO IIOMaJl CTerleH U MHTeH3uTeT. [1o efiHa Heflesla e U3BpIleH
KOHTPOJIEH TTperyie]] Mpu UITO € YBUJIEHO [ieKa MMa IIoMajid XeMaTOMU Ha MecTaTa Ha arjiMKallija Ha MHCY/IMHCKaTa
Teparnuja 0e3 IojaBa Ha Ileuere U yellame.YareHa e Ha JepMaroBeHeposiorja I'pajgcka Omniuta OoyHMLIA Kaje
e xocrmranusupana. Mertom: patch na ESP; prick test; Intradermalen test; 6MOXeMUCKU aHAIM3M, UMYHOJIOIIKA
aHasM3K, TAUKeMudeH Tpodua. YTBP7leH ajiepreH e TpPOTaMUH KaKo COCTaBHA cyOcTaHija Ha WHCYIUHUTE.
[Tpertopaka- fa ce MpoJI0/HKM JIeKyBarbeTo co uHcynuH [ maprune 30 W.E. cybxkyTaHo egHan nHeBHO U urid HoBoreH
6 MM. [luckycuja : Aneprujata Ha UHCYJIMH U Pe3UCTeHIUjaTa Ha MHCYJIUH ce TIOCPelyBaHU Off aHTUTes1a. AHTUTesIaTa
Ofl KjlacaTa Ha UMYHOTIOOY/TMHOT E TlocpeziyBaaT BO paHa JIoKasHa peakiivja BO CUCTEMCKU PeaKiuu KAKo 1 BO HEKOU
00/IMLIN Ha KacHU peakuuu. JIoKajHuTe peakuuu rocsie 8-24 yaca off ariMKaLujaTta Ha MHCYJIMH ce ITPeau3BHUKaHN O]
10JIOLIHEKEH TUTT Ha [TPEUYBCTBUTEJTHOCT HA CAMUOT MHCYJIMH WU OJf LIMHKOT W IPOTaMUHOT BO Hero.Yecrara anepruja
Ha MHCY/IMHOT e Ce TIoMarsia off ToArHa BO TO/uHa, BepojaTHO Mopaau yroTpebara Ha mpeuncTeHUTe (GOPMU Ha XyMaHU
VHCY/TUHU. ETHONIOMIKMOT —areHC e HempoTeWHCKU Jiefl Off WHCYIMHOT (MPOTaMUH WM 1UHK) WM HEUMHCYTUHCKU
nporenH. [IporaMuHuTe ce Manu, HyKJIeapHu MpoTerMHU OOraTh CO aprvMHUH, KOW TM 3aMeHyBaaT XUCTOHUTEe JoITHAa
BO xarvtoujiHaTa ¢aza Ha criepMaroreHesaTa M Ce BepyBa JleKa Ce Of CYIITMHCKO 3Hauere 3a KOHJIeH3alluja Ha
criepMaro3ouanTe U crabunmsaunja Ha JJHK.3aknyuok:Kora ce meliaar co MHCY/IMH, IPOTAMUHUTE IO 3abaByBaar
[OYETOKOT 1 I'0 3rojieMyBaaT BpeEMETPAEHETO Ha JIejCTBOTO HA MHCY/IMHOT. JIoKa/HWTe peakiuu rocjie 8-24 yaca of
JlaBame Ha MHCYJIMH Ce MPeIn3BUKaHU O TIOJI0L[HEKEeH TUIT Ha [TPeUyBCTBUTE/THOCT Ha CAMUOT UHCYJIVH, [JMHKOT WIN
MPOTAMUHOT BO HETO.

Knyanu 36oposu :[I1potamuH,/InjadbeT MenuTyc THIT 2,ayeprija Ha MHCYIIWH.

BOBE]I aupobasHata pamHoTexka.llocTojaT mHoBeke THIOBU
Ha [lujaber. [lujabet T 1 ce jaByBa Kako pesyiaTar Ha
HeJIOCTaTOK Ha MHCYIMH U UMa TeHJeHIfja KOH KeTo3a.
[lujabeT MenuTyC THIT 2 TIPETCTaByBa XeTeporeHa rpyla
Ha TOopeMeTyBamba Koja OOMYHO ce KapaKTepu3Hpa
CO pasnuueH CTeleH Ha WHCYIMHCKA pe3UCTeHI[yja,
HapylleHo Jlauyele Ha WHCYIUH U 3rofieMeHa
KOHI|eHTpallija Ha I7IMKo3a BO KpBTa. [Iperno3HaBameTo
Ha Pa3/IMyHM MaToreHeTCKH mpotieck Kaj JIM tum 2 uMa

[lujabetec Memutyc e MerabonHa Oojnect Koja ce
KapakTepu3Mpa Co XUIepriMKeMuja Koja HacTaHyBa
TOpajiv HapylleHa ceKpelja Ha MHCYIMHOT WK TI0pajin
HapYLIEHO /IejCTBYBabe Ha MHCYIMHOT MJIM KOMOMHMPAHO.
[IpompareH e co mopeMeTeH MeTab0/MM3aM Ha MAcTH U
0e/TKOBMHHY, a Kora 00jiecTa He € peryimpaHa IopeMeTeH
e MeTaboNM3MOT Ha  BOJIa M €JIeKTPONUTH Kako W
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BaKHO TE€PAIIEBTCKO 3HaYemhe.

XpoHHUHM KOMIUIMKaluu Ha mujaderecor ( XK ) ce
jaByBaaT mocje MOBEKeTO[MIIHO Tpaeke Ha OonmecTa, a
Kaj HeperyMpaHd MeTa0O/MHU TIOpeMeTyBama THe ce
jaByBaat u nopaHo. X/[K ce jenaT Ha MUKpPOAHIMONATCKU
KOMIUTMKAI[MK -TiMjabeTHUHA peTHHOIaTHja, HedpporaTuja
M HeBpoTaThja ¥ Ha MaKPOAHTUOTIATCKHU, Kaj KO IJTaBHUOT
cakTop e 3abp3aH Mmpoliec Ha aTepocKIepo3a -apTepucKa
XurepTeH3uja, KOpOHapHA 0osecT, OOeCT Ha KPBHHUTE
cazoBu Ha ITHC u Oonect Ha ;y1ab0KUTE BeH! Ha JJOTTHUTE
ekcrpemutety. IIpeBajieHIjaTa Ha KOpoHapHaTa OoecT
Kaj 0co0M cO HOpMajiHa IJIMKeMHuja e 9 IPOLEeHTH, a Kaj
ocobu co pujaberec 20 mpouenTu. IlaTodusnonomku
MPOMEHN  Kaj Tal[UeHTHTe CO AujabeTec BKIyUyBaaT
nucQVYHKIMja HA eH/I0Te/I0T, M3MEeHeTa aKTHBHOCT Ha
TPOMOOIIUTUTE KAKO M MHUKPOaTOyMUHEMHUja. AKYTHUOT
KopoHapeH cuHAPoM(AKC) e 30up Ha CUMTOMH KoM
ce ToOC/eluIla Ha aKyTHa MUOKap[Ha UcXeMuja M
TNpeJicTaByBa KMBOTHO 3arpo3yBauka MaHUecTaryja
Ha aTepocKiepos3a Ha KopoHapHuTe aprepuu. Omdaka
HecTaOWIHa aHI'MHA MEeKTOPHC, MH(MAPKT Ha MUOKap/OT
co CT eneBaruja (CTEMU), uaapkT Ha MHOKaphoT 0e3
CT enepanuja ( HCTEMM) u HampacHa cprieBa CMpT.
OcnoBen naTtoxucronomku cyrncrpaT AKC mpemcraByBa
HecTaOK/IeH aTepoCKIePOTHYEH IUTaK CO TPoMOo3a.

[lujabeT MenmMTYC JieHeC e eHO Off HajuecTUTe
XPOHUYHH 3a007TyBatba CO TEHJIEHIIMja HA MOHATaMOIIeH
TI0pACT Ha 3a4eCTeHOCT HO U efleH Off I/IaBHUTe TPUUMHU
3a 3rojieMeH Opoj Ha 3abo7eHM Off Kap[OBacCKyIapHU
oonmectn. CBeTcKaTa 3[paBCTBeHa opraHu3aiuja-C30
n MeryHapogHata emepaiuja 3a mujaberec - UJID
TNpoIieHyBaaT Jileka Bo cBetoT off [lujaber Memuryc
oonegyBaar 430 mumuonu nyre. Bo Makegonuja 11
TIPOIIEHTH O] Hace/leHWeTo ce OOMHU Off /IMjabert,co
TeHjieHIIMja Ha mopacT. BpojoT Ha KapauoBacKy/lapHH
KOMIUTMKAI[MK Of IjadeT e Ha IPBO MECTO 3a MPUUMHA
32 MOPOUIUTET U MOPTaUTET Bo MaKefioHMja .

[IpuKka3s Ha cyuaj

[lamentka Ha 67 rogunu, OomemyBa of  Jlujabetyc
menutyc Tun 2 mnocnegHuBe 5 romgunHu. Ilopagu
HeJloBOJIHA TJIMKOpery/alyja, nalMeHTKaTa off opajHa
aHTUIMjabeTHUHa Tepamuja of cenremBpu 2018 rox e
npedpieHa Ha MHCYIMHCKAa Tepamuja co Humulin N-
NPH U-100 Insulin (Isophane Susp) 2 matu mHeBHO. Bo
Ilenrap 3a fujabeT ce jaByBa TOpajM HepeTyIMpaHH
IIMKeMMH M T0jaBa Ha  ajlepruyHa peakifja 1o
aliMKalyja Ha MHCYIMHCKATa Tepamnuja. Ajepruysara
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peakiuja Oua mpocjiefieHa Co TojaBa Ha YpTHKapHuja
HAa Koja TalMeHTRaTa He ¥ MpHJaBaja  3Hauelbe,
cthakajkui ja Kako ajianTaijdja Ha MHCYIUHOT. [Tobapana
IpoMeHa Ha MHCYJIMHCKaTa Tepanuja Kaj MaTUYeHHOT
nujaberosior, HO Toj ofbui fa ja cmenu. Ilo 6 meceru
nobapajia mpoMeHa Ha MHCYIIMHOT Kaj IPYT [1jabeTosor.
Ilopagu yBUI HA XeMaTOMU M YPTUKApOUHU IIPOMEHH
BO IIPEJeNIoT Ha HaJJIaKTUIIM, HATKOJIEHUIIM U abJjOMeH,
MOTOYHO Ha MeCTaTa Ha aluiKalyja Ha MHCYIMHCKaTa
Tepamnuja MpocjieleHd cO Tederme W IMPYPUTYC, KaKko U
HI0pajii HeperyaMpaHa ITIMKeMHUja Ha I7IaJHO (VTPUHCKM
IMKeMUM Ha TJIAJHO MEPeHM TPU IaTd HeJelHo
9,7:12:13,2:10,5:14:10;12.3;11,9;10;12,3;13,8(Tabena 1)
M BHCOKM BPEJHOCTH Ha IJIMKOMM3UPAH XeMOITIOOMH
XBAIIl- 89% (rabema 1) m3BpuIeHa e IpoMeHa Ha
MHCY/IMHCKATa Tepanuja Bo 0asajieH MHCYMMH [leTeMup
30 egquHMIM JHEBHO KAKO U IMPOMEHA Ha MHCYIUHCKUTE
UM O] MHCYIIeH BO HOBO(MHE Off CTpaHa Ha HOBUOT
nujaberonor. Ha crmegHaTa KOHTpoZma 10 e[Ha Hepesa
KOHCTATHPaHa e 10jaBa Ha CJIMYHKU PeaKIMy HO BO IIOMajI
CTelleH ¥ MHTEH3MTeT, 0e3 [0jaBa Ha IMeuekhe U Uelllambe.
['MuKeMuja Ha TIagHO co mopobpeHu BpegHocty 9,1;8,2
;6.9;7,8 ;7,2 (rabena 1)YnareHa e Ha JilepMaTOBEHEPOIOTHja
Bo I'pazicka OminTa 0ONMHMIA Kajle e XOCIUTaIn31paHa.

BpenHocT Ha YTpPUHCKa TIJIMKeMMja €O Pa3IMuHU
VHCY/IMHY  Ce TIOKaykaHu Bo Tabesa 1

YTpuHCKa ruKeMuja
Ha IJ1a/IHO XBAIL

Co uncymun | 9,7:12;13,2;10,5;14;
N3odan 10;12.3;11,9;10;12,3;13,8

8,9%

Co nHcymu PUSPUR
Terewnp | 2182169378172

Opn mporipaTHY KOMOPOU/IUTETH, TIaljUeHTKaTa OonefyBa
o7 KOpPOHapHa MHCY(pUIMeHIWja, AUCTUNUEMHIja U
XunepTeH3uja aprepuauc. [lo mpenopaka Ha crielyjaiucTt
KapfIuoJior e MOoCTaBeHa Ha OpajlHa aHTHKOAry/laHTHa
tepanuja(OAT). Op ocraHarata (hapMaKoJIONIKa aHAMHe3a
Ha XpoHWYHa Tepanuja e co thl Acenocoumarol 4 mg mo
ureMa, thl Digoxin 0,25 mg 1x1, thl Spirinolacton a 100mg
1x1/2, tbl Furosemide a 500mg 1x Y, thl Bisoprolol a 5mg
1+0+1/2, thl Atorvastatine a 40 mg 1x1, thl Lerkanidipin
10mg 2x1/2 , thl Losartan a 50 mg 1x1 thl Metformin a
1g 1x1. Mepenu yTpuHcku rivkemuu 7,9;8,1;9,5 ;8,4;7,7; 8,6
;8.2MMon1/11 lofieka Bedepuu rmukemun 12,5 ;7,8 ;9,7 ;11,1
:79:12.3:73.

Bo TekoT Ha XocmuTanu3aiujara e HarpaBeH patch na ESP
KoM 110 24 yaca ocTaHaa HeraTUBHU.(Taberna 2) HampaBenu
ce u prick test I intradermalen test na insulin Novomix
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30 flex pen; Insulin Insuman comb 25 -solostar, Insuman
rapid -solo star kou mo 20 muH 6ea mo3utusHu ([IAY/IO
ypTuku).(tabena 2) Prick I Intradermalen test Ha insulin
Lantus e Heratuse.(tabena2) ASST e HeratusHo. (Tabesna
2)Iloc/ie MHCYIMHUTE Ce HallpaBU ¥ TECT OOLIKabe CO UITa
Novopen 6mm. (rabenan2)Co HoBormeH ura ajiepruysaTa

Case report I

pearija e MUHUMaTHA. AJIeprojiomKka aHaMHe3a
CAVE ¢nacrep.(rabena 2) Herupa Gonectu Ha 3aBUCHOCT
,CeKCYaJTHO MpeHoc/uBuU bonectu i Tybepkyo3a.

JIijarHoCTHYKY ajiepro/ioliKy NCIUTYBatba ce MPHKasKaHI
BO Tabesna 2

g Tecr borkame g q
: intradermalen Anepruja Ha Aneprujara | Patch na
prick test test ;(; JgHCYHHHCKa tmacrep ACCT TIpOTAMIH ESP

na nsulin

Novomix 30 | mosuTuBeH MO3UTHBEH

flex pen

Insulin

g;?;l{)n;lél_ TO3UTHUBEH I103UTUBEH

solostar

Insuman

rapid -solo | mosutuBeH TIO3UTHBEH

star

gizl:lgll?le HeraTuBeH HeraTruBeH

gﬁnoirgig HerarusHo

®nacrep [lo3uTrBHO

ACCT HeratusHo

Anepruja Ha

TpoTaMITH [losuTuBHO

Patch na ESP HeraTuBHU
On HCTenyBamaTa KKS;RDW%=16,7pecbepertiut  [JujarHoCTMUKM OMOXeMUCKU 1 MMYHOJIONIKY MCITUTHBAbA
BpegHoctr(11-16);broxeMicKky  aHaIU3U ;acidum  ce mpuKakaHU Bo Tabena 3

uricum 598umol/lpedepentnn BpegHoct  (172-405); Py S—
trigliceridi 2,48 pedepenthu BpegHoctu (0,3-1,7); HBAIC Epem‘focm pesynrar
58,6mmol/Ipeppentan BpegHcTu (24-43);ureall,2mmol/l | puoxevucku anamsn

pecbepentnn BpegnocTu (2,8-72); glikoza 6,6 mmol/l [rpwe (11-16); 167
pedepentin  BpemHocTH  (3,6-6,4); Hdl 0,66mrpql/l acidum uricum umol/l | (172-405) 08
Eiq)elffﬂmﬂ ?pe;I[(}IO(ltTM(l,gfi:2).S.ST,ALT,ké“?a’inm, rigliceridi 0317 248
ilirubin tota. en,K,C ,Na,, ilirubin . irekten, HBAIC 2443) 586
holesterol, albumin, calcium, magnesium,serumsko —

Glikemija (3,6-6,4) 6,6
zelezo, ce 0.0(Bo rpaHMIM Ha HOPMalHM ped)epeHTHU
Urea(mmol/1) (2,8-72) 11,2

BpeaHocty ).(Tabena 3)MmyHomomku anamusu; RF 18,8 i 012 T
IU/ml  pedepennn Bpegroct  (0-15,9);ASLn603IU/ (1042 '
mlpedepentnn  BpegHoctu(0-214)BpegHoctn 3a  1IPII MMYHOOUIKY aHATIH3K

Ul ArA,ArM, 113,114, pepurun JrE,Xemkobaxrep | Rt 1U/ml (0-15,9) 188
mawiopu Ur T ce 6o.XopmoHaneH craryc u Tymopcku | ASLnlU/m (0-214) 603
mapkepu PTH 134 pg/ml pechepentau BpenHoctu (12-65); | Xopmonaen craryc

BpeqHoctd Ha TSH ,T43 I T3, anti TPO,AFP,CEA,CA15- [PTH pg/ml (12-65) 134
3,CA19-9,CA125 ce 6.0. Ypuna jocta Le , mporennu Bo | TecroBu Ha xemocrasa

tparosu,uro0,2E.U/dl; TectoBu 3a xemocrasza:PT 27INR |PT 27
2,4;Fibrinogen 4,6g/l;d dimeri 0,17mg/1.(Tabena 3) INR 24
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Fibrinogen g/ 4,6

dimeri mg/1 0,17
YpUHapHY TeCTOBH

[IpoTennu Bo ypuHa HeraTuBHO Bo TparoBu
uroE.U/dl 0,2

[Iperopaka- J1a ce MPOJO/KY JIEKYBAbeTO €O MHCYIMH
mapruse 30 W.E. c.x. HayTpo u urmu HoBomeH 6
MM.3a HOBOOTKPUEHMOT ['MXT opfjiHMpaHa e Tepamuja
tOn Anonypunon 100Mr efHam JHeBHO M jueTa 0Oe3
KOH3yMalljja Ha ( I[PBEHO Meco, aJIKOX0lN ¥ W3HYTPUIM
,crmaHak ,rpaB ).Ilopagu 3rojeMeHuTe BpEHOCTH Ha
PTH,RF T ASL ce ynaTyBa Bo 1ieHTpUTe 3a OCTeONopo3a.
YTBpJieH ajiepreH e MPOTaMUH KaKo COCTaBHa CyOCTaHI[Hja
Ha ucnuranuTe MHCyMMHU.Ilo [Be Hefenu maieHTKaTa
ce jaBM Ha KoHTpona. Hemamie ajmepruuyHu TpoMeHU U
rMKeMujata Oemre 3ajgoBonmuTenHa (7,2;8,3;6,9;5,9;7,2).
3akajkaHa e KOHTpoJIa 110 efleH Mecell.

JUCKYCHJA

YpTuKapuja e cepuosHa ajeprucka peakiyja Koja
3al0YHyBa HeHafejHo.O0MuHO ce MaHM(ecTHpa Co
ofipefieHd CHMIITOMH, BKJIYYYBAjKM WMCUT WIM YPTHKA
KOj uella, OTOK ¥ Teueme. BooOMyaeHM MPUUMHUTETN
ce yOoM off MHCEKTH, XpaHa U jTeKoBu.OBaa ajiepruyHa
peakIyja e pe3ynTaT Ha 0CI000/[yBambe Ha TPOTEMHHU Of
oJIpefieHy BUIOBU Ha OeTi KpBHHU KiteTKu. OBHe MTPOTeMHU
ce CYICTaHLMM LITO MOXKAT [la ja OTIOYHAT WM Jla ja
BJIOIIAT ajiepruckara peakiuja. HUBHOTO ociobopyBarbe
MOKe Jla Oujie Tpelu3BUKAHO MM KAaKO peaKIiuja
Ha MMYHOJIONIKMOT CUCTEM WM Off [ipyra PUUKHA Koja He
e TI0Bp3aHa Co Hero.

AnepruyHarta peakigja Moxe 71a Ouje Mpeau3BUKAHA
O] peaKiMja Ha OpraHM3MOT Ha OWI0 Koja Tyra
cyncTaHiia. XpaHaTa e HajBooOMYaeHa MPUUMHA Kaj
7iella 1 Miazy yre. JlekoBute U yoonuTe off MHCEKTH ce
MI0BoOOMYAeHHU Kaj oBo3pacHuTe. [lomasnky BooOMUaeHn
npuurHA ce pusnuky hakropu, OMONONIKYM areHcH (Ha
Tp. CriepMa), laTeKC, XOPMOHAJTHU TIPOMEHHM, aIUTHBU BO
XpaHaTa (Ha Imp. MOHOHATPHYM Ty TAMUHAT U ITpexpaHOeHn
0oM) M JIEKOBM 3a HaJ[BOpeINIHa YIoTpeba (TONMMKATHU
nekoBy). Mcto Taka, BeKOAmeTO WIM HajiBOpelIHaTa
TeMIeparypa (¥ BUCOKa 1 HMCKa) MOKAT /1a Mpeiu3BUKaaT
ajiepruja, o Toa IITO Ke J0BeflaT 10 0c/o00/yBame Ha
XeMHKaJIMM Of KJIeTKUTe Ha OffpefleHd TKHBa (MO3HATH
KaKO0 MAcCTOIIUTH), KOM ja OTIOYHYBAaT aJieprucKaTa
peakiyja. YecTo ajiepruyHara peakiiyja Koja e ocieiuia
o7 BekOame e TMOBp3aHa CO jajiee Ha OffpelieHa
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xpaHa. [IOKONKy anepruyHaTa peakiija ce jaBu Jjofieka
JIMIIETO TIPUMa aHecTe3Wja, HajBOOOMYAEHW IMPUUMHU
ce ofipefileHH JIEKOBU KOM MpeJU3BUMKYBaaT Iapaamsa
(HeBpOMYCKY/THY 6JI0KATOPH), aHTUOUOTHUIIH U TaTeKc. Kaj
32-50% o ciyyauTe NpUYMHATA € Helo3HaTa (MIUoMaTCcKa
ajiepruja).

Cekoj 7eKk Moje [a IpeIu3BUKa  aJieprUyHa
peaxiiyja. Hajsacramnenu ce bera-
JIaKTaMCKUTe  aHTUOMOTMIIM  (KAaKO  TEHUIUIMH),
M0TOA ACMPUH W HECTepOUJHM aHTUMHMIAMATOPHU
nekoBu(HCAWJI). [lpyru BooOMuaeHM TPUUMHH 32
ajiepruja ce xeMoTeparuja, BAKIIUHHU, IPOTAMKH U JIEKOBU
O] pacTUTeJIHO TMoTeKkyno. Hekou JieKOBHM, Kako
IITO Ce BAHKOMHUI[MH, MOP(GUYM U JI€KOBU IITO
ce KOpUCTaT 3a TIOf[oOpyBame Ha PeHIreHCKUTe
CHUMKM (PaJIMOKOHTPACTHM areHcH) Mpequ3BUKyBaaT
aHahuIaKca Co Toa MITO OIITETYBAAT OfIPefieHN KIIeTKH
BO TKUBATa, JI0BE/IYBajKH /10 0CTI000/[yBatbe Ha XUCTAMUH
(merpanymammja Ha  MacTouuTH).AHadumakca  Ha
TIEHUIIWIAH WK 11epaloCTIOPUH Ce jaByBa OTKAKO THE Ke
ce Bp3aT €O MPOTEMHUTE BO TEJIOTO, @ HEKOU Ce Bp3yBaaT
rniofiecHo. AHachuakca Ha TIeHUIWIIVH Ce jaByBa Kaj CeKOU
2.000 no 10.000 nexyBanu nyre. [lo cMpT foara momajnky
op emHam Ha cekou 50.000 nexyBanu nyre. AHadunakca
Ha acriupuH U HCAWJI ce jaByBa efnamt Ha cekou 50.000
nyre.AKO HeKOj UMa peakiuja Ha TEHWL[WINH, TOCTOU
TIOr0J/IeM PU3MK JleKa Ke MMa peaKIiyja v Ha 1iehaioCIiopyH,
HO cemak pusukoT e moman of 1 Bo 1.000 ciyuan.
[locTapuTe IEKOBH WITO Ce KOPHUCTeJIe 3a Jla T Mojo0par
PeH/ITeHCKUTe CHUMKU (paJJMOKOHTPACTHUTE areHcH)
Ipelu3BUKYBaaT peakiyja Kaj 1% op ciydaute. [loHOBU
JIEKOBU CO TIOHM30K OCMOJIapeH PaJiMOKOHTPACTEH areHC
npemu3BUKYBaaT pakiyja Kaj 0,04% op ciydauTe.

Gaxktopy Ha  pusuk: Jlyfe co  aTONMCKH
0o7ecT Kako acTMa, er3eM WK alepriCKU PUHUTIC UMaaT
BHUCOK PU3UK O ajilepriuyHa peakiigja off XpaHa, laTekc U
pajMoKOHTpacTHU areHcu. Kaj oBue nyre pusuMKOT He e
3ro/ieMeH Off MHjeKTHPaHU JIeKOBU M VOO[IY Off MHCEKTH.
EnHo uctpakyBame Tokaxkano fieka 60% of felata co
aHaduIakca MMajie MCTOPMja Off MPETXOfHA aTOIMCKa
oonecr. IloBeke og 90% op pgerjata KoM yMHUpaaT oOf
aHa(uIakca MMaaT acTMa. PU3MKOT e 3rojeMeH Kaj
AyreTo INTO MMAaT HapyllyBamba IpeJu3BUKAHU Of
HPEMHOTY MACTOLMTH BO TKMBaTa (MacToiuTo3a). Komky
TIOJIO/IT0 BpeMe e TIOMMHATO Off OCTIeIHOTO U3J/I0KYBarhe
Ha areHcOT KOj ja Mpeau3BHKaa aHauiakcata TONKY e
TIOMaJl PU3MKOT Off HOBA Peakiuja.

Mexanu3mu:AHaWIakcata € Cepuo3Ha  ajieprucka
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peakijja IITO 3allOYyHYBa HeHajlejHO U omdaka
MHOTY opraHcku cucremu.Taa ce jaByBa mopaju
0Cl000[yBate  HAa  BOCMAJMTETHM  MOCPETHUIM
¥ IIUTOKUHM Off MacTorutuTe U 6asodumre. HuBHOTO
0C/000TyBame OOMYHO Ce jaByBa KaKO pe3yiITaT Ha
peakIyja Ha MMYHOONIKMOT CHCTeM, HO MOXke Jia bupie
TpeIM3BUKAHO U Of OLITETYBambe Ha OBUe KJIETKH, IITO He
e TIOBP3aH0 CO UMYHOJIONIKA PeaKi[yja.

Nmynonomrku:Kora aHagunakcata e mpefu3BHKaHa Off
MMYHOJIOIIKA peaknuja, umyHornooymuHot E (WrE) ce
BP3yBa CO Tyra MaTepuja Koja ja 3aloyHyBa ajeprucKaTa
peakija (aHtureH). KombuHarujaTa Ha Bp3yBame Ha
UrE 3a aHTHMreH ru akTMBMpa eTa-pelientopute 3a Fc
(FcFcHRI) Ha macToiuTuTe U Oasodumute. MactouruTte
u OasodwuauTe pearwpaaT co OC/I00OfyBame Ha
BOCTIJIUTE/THU TOCPEIHMIIM, KAKO IITO € XHCTAMUHOT.
OBWe TMOCpefHUIIM TO 3ro/IeMyBaaT KOHTPAXUPAHETO
Ha OpOHXHWjaJIHMTe Ma3HM MYCKY/IM, MpPelIu3BUKYBajKu
NPOIIMPYBake Ha KPBHHUTE CaJioBU (Ba3ofuiaTalluja),
To 3roJieMyBaaT MpPOMNYINTabeTo Ha TeUHOCTU HAafIBOP Off
KPBHHTE CaJIOBHU 1 ja HaMajyBaaT paboTara Ha CpPLEBUOT
MycKyn. McTo Taka, TMOCTOM MMYHOMONIKM MeXaHH3aM
Koj He e 3aBuceH of UrE, HO He e T03HATO Jamu oBa ce
CITy4yBa Kaj JIyIeTo.

Heumynonomxu:Kora anagunakcata He e Ipeu3BiUKaHa
0J] UMVHOJIOIIKA peaKijyja, peakiyjara e mpefu3BrUKaTa
0f] areHc WITO JMPEKTHO I'M OLITETYBa MACTOLUTHUTE W
GasodunTe, MpeIU3BUKYBAjKU T [ja JlayaT XMCTaMUH
¥ [IPVTH CVIICTAHIM INTO BOOOMYAEHO Ce MOBP3aHU CO
aJleprucka peaknyja (merpaHyiaiyja). AreHcuTe IITO
MOMKAT Jla I'M OIUTeTAaT OBHE KIIETKH Ce KOHTPACTHO
CPeJICTBO 3a PeHJreH, OIMOKM, TeMIlepaTypa (TOIIo Wi
J1aJIHO) ¥ BUOpALIH.

YecraTa ajepruja Ha MHCYJIMHOT € CE& ToMaja off
romvHa BO TOJIMHA, BEpPOjaTHO TMOpPaju YIOTpebaTa
Ha TmpeudcTeHuTe (HOPMM HA XYMAaHd MHCYIMHH.
Aneprujata Ha MHCYJIMH ¥ pe3UCTeHIMjaTa Ha UHCYIUH
nocpeflyBaHM Ce CO aHTUTeTa. AHTUTenara of KiacaTa
Ha MMYHOrnoOymuHOT E mocpesyBaat Bo paHa JIOKalHa
peakijja BO CHUCTEMCKM peaKlMd Kako ¥ BO HEKOU
00NMIIM Ha KacHM peaki[uu. AHTHTeNaTa of Kjlacara Ha
MMYHOTIOOyIMH G TIpeaM3BUKYBAaaT pe3WCTeHIja Ha
uHCY/MH, H Tum Ha mpeoceTNMBOCT U HEKOU JIOKAIHU
(hopmu Ha MOJIOIHEKHA TPEOCETIMBOCT (peakIiuja mocjie
4-12 yaca oji BHECYBambeTO Ha MHCY/IMH). BloKupaukuTe
aHTHUTeNa Of KJlacaTa Ha MMyHOroOyuH I ce mojaByBaat
Kaj TIAIMeHTH Kaj KOM MHCYIMH JIeceH3MOWIM3aljaTa
e usBpiieHa. JlokanHuTe peakiuu mocjie 8-24 yaca of

Case report I

JaBabe Ha MHCYIMH Ce IIpeJu3BUKaHu O] IIOJOIHEKeH
TUIT Ha ITPEYYBCTBUTETHOCT HA CaMUOT MHCYIMH WX Off
IHMHKOT BO Hero.

EtvonaToreHesa: ETHONOIKKUOT areHC e HeMPOTEUHCKU
len  off WHCYIMHOT (MPOTaMMH WIM I[WHK) WK
HeMHCYTMHCKM TIpoTerH. [lovecTa e anepruja Ha CaMHOT
UHCYMMH. ['OBeJICKUOT HMHCYIMH € HajMHOTY ajiepreH,
TIOMAJIKy ajepreH e CBUHCKUOT WHCYIMH, a XYMaHWUOT
MHCY/IMH e HajMaJIKy ajiepre .

IHCYNnUHOT e enTH;I Koj ce CoCTOM 071 5] aMMHOKMCeNMHa, a
e u3rpajieH Bo (hopMma Ha JiBa JIaHI[U, MeI'yceOHO MoBP3aHu
coiBa iucyadumHu MocTa. [lopaHo MHCYTMHOT ce 0OMBaJT
CO eKCTpaKIiWja Off TOBEJCKM WM CBUHCKM MaHKpeac.
Cekako , TaKBHOT MHCYJIMH He OWI Haje)MKaceH, UAaKo
He3HAUajHO ce Pa3IMKyBal Off YOBEUuKHOT. [Ipobremort
OW1 BO TOA INTO TOj MHCYIMH COZIPIKET M MPUMECH Ha
IPyTUTe CTPYKTYPU Ha MAHKpPeacoT, MPU ILITO MOKeNo
lla ce T0jaBaT CUJIHU U TIO JKUBOT OMACHU aleprucKu
peakiuu. JleHec, MHCYIMHOT ce TIPOU3Be/lyBa Kako UMCT
XyMaH MHCY/IMH CO TeXHOJIorMja Ha pekoMbuHaHTHa JJHK
(MpoM3BOZICTBO CO MOMOII Ha TeHeTCKU MOfupHIMpaHu
oakrepun Escherichije coli). MHcymuHoT MOXe ma ce
Bp3yBa CO LIMHK TPU INTO Ce Co3/laBaaT JAUMEpPU WK
Jloara 710 co3flaBake Ha yire moronemu arperatu.Ce
NpUMeHYBa TapeHTepaJHO U CYNKYTaHO - TIOf KOXKa.
Hexkoran KopucTemheTo Ha MHCYJIMHUTE Oapalie yrorpeda
Ha INMpPUIL ¥ UI7Ia, HO JIEHEC PeurcH CUTe MHCYIMHCKU
npenapaTy ce MpUMeHyBaaT €O MOMOII Ha MeHKalo BO
¢opma Ha meHkaso - «Pen systems». OBaa ammkanuja
e MpaKTMYHA 3a CEeKOjJjHEeBHWUTe WHjeKTUpalba, MHOTY
eflHOCTaBHA W cTepwiHa.Bo umcT 00OMMK WMHCYIMHOT
3aMoYyHyBa Op30 /la (PYHKIMOHMpA - BeKe 110 TMOMOBUHA
yac. MefyToa, HajuecTo e TIOTpeOHO Jla ce MMa MHCYINH
K0j Op30 J1ejCTBYBA, HO JI€jCTBOTO JIa Ce 3afIpiKH 3a IOfI0ro
Bpeme.Criopes; Op3uHaTa, MHTEH3UTETOT U TPAeHETO Ha
71€jCTBOTOUHCY/IMHUTE TH JieNiMe Ha 4 rpynu:

- HCYnmuHY co 630 [1ejCTBO - COM[PIKU CaMO MHCYITMH WA
JIUCTIPO-UHCY/IUH

- MHCYynuHY co cpeiHOfI0NTO /I€jCTBO - COIpKAT MPOTEHH
nporamuH 1 uHcynuH HXIT-uncymin

-MIHCYIMHM CpPeIHOMIONTo JIejCTBO €O Op30 T0jaByBame
Ha JIejCTBOTO - COAPIKAT KOMOMHAIIMY Ha YMCT MHCY/IUH 1
HXII-uncynun

- IHCynmiHY cO [MOJTo J1ejCTBO - T.H. “YATpaneHTe MHCY/IMH”
WIM UHCY/IUH-T/TApTUH.

Pasnuunn KOM6I/IHHLH/II/I Ha MHCY/IMH, OUHK, IPOTaMMH 1
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nyepu geHec MoKe [Jace HaNpaBaTIpenapaTi HAMHCY/INH
CO TOYHO OTpeJie/ieH! Op3MHK Ha [IejCTBO, MHTEH3UTET U
BpeMeTpaeke Ha 1ejcTBOTO. JIMCIIPO-UHCY/INH e BellTauKu
VHCY/TUH CO U3MeHeT pefiocyie]i Ha aMUHOKUCETMHUTE KOU
HeBepojaTHO Op30 fiejcTBYBa. MHCYIMH-TIapriHe, HOBUOT
00/IMK Ha Da3aieH Jo/Iro/ielyBayKy MHCY/IMH € eruIupaH
VHCY/IMH, IITO BCYIIHOCT TPETCTaByBa HWHCYIMH-JETO.
NPH insulin (neutralni protaminski Hagedorn, izofanski
insulin) e Op3oJe0NyBaUKM MHCYIMH KOj Ce KOPUCTH
3a T0fj00pyBae Ha IIMKeMU4HaTa KoHTpona.Toj ce
TMPOM3Be/lyBa CO TOMOII Ha TeHETCKM MOu(MIIpaHa
oakrepuja Escherichia coli. Xymanata cycreHsuja Ha
VHCYIMH u30(aH ce COCTOM Off KPUCTalHa CyClieH3uja
Ha XyMaH MHCYIMH co protamin u cink. TakBara
KOMOMHAI[Mja MY /laBa Ha MHTEPMEeIUEPHO JIeNyBaYKUOT
VHCY/IMH CTIOP TIOYETOK Ha JIejCTBOTO U MOIONTO TPaekhe
0/ HOPMAJTHHOT YOBEUKH MHCYITHH.

[IpoTaMuHKTe Ce Maiy, HYKJIeapHW MPOTEMHH OOraTu
CO apruHUH, KOM TM 3aMeHyBaaT XUCTOHUTE JIOI[HA BO
XarioujiHaTa pasa Ha cIiepMaToreHe3aTa W ce BepyBa
lieKka ce of CYNITMHCKO 3Haueme 3a KOHJ/leH3alluja Ha
crepMaro3ouute u cradmwimsanyja Ha JJHK. Tue moxkar
71a I03BOJIaT TIOTYCTO MakyBame Ha JIHK Bo ciepmaTo3oHOT
0J XMCTOHMTE, HO THe MOpa Jia OU/AT JIeKOMITPeCcHpPaHu
Tpe]; reHeTCKUTe TOJaToLM J]a MOXKaT Jla Ce KOPUCTAT 3a
CHHTe3a Ha TpoTeMHu. MerfyToa, Kaj yyreTo, a MoxkeoOu
u ppyru mpumati, 10-15% op reHoMoT Ha crepMaTa
e CIaKyBaH Of] XWCTOHM KOU Ce CMeTaaT 3a Bp3yBambe
Ha TeHUTe KOU Ce HEONXO[HW 3a PAHMOT eMOPHOHCKH
pa3Boj.Ilporamunurte mporeamut u mporeamut (I1J1) ce
Mer'y HyKIeapHUTe OCHOBHM TPOTEMHM CIeIU(pUUHM 3a
cnepmara (CHBII). TIT mporennuTe ce Merympou3BOIHI
BO CTPYKTYypaTa momery mporamuH U XuctoH H1, umjurro
C-TepMUHaN e TIPeTXO[HUK Ha pTele Ha MPOTaMUHOT.
[IpoTamuiH ce KOPUCTU BO KapIMOXUPYPrHuja, BaCKyIapHa
XUPYpPruja ¥ MHTEPBEHTHU PAJIMOJIOIIKM TIOCTANKU 3a
HeyTpalu3upame Ha edeKTHTe Ha XelapuH MPOTUB
Koarynarja. Hecakanute edeKTd BKJIyuyBaat 3royeMeH
MIPUTUCOK Ha MyJIMOHAJHATa apTepuja MU HaMayBaibe
Ha TepucepHUOT KpBeH MPUTHUCOK, MOTPONIyBayKa Ha
MHUOKapfleH KUCTIOpOJl, CPLEBU M3Jie3 U OTUYKYBama Ha
cpuero. [IpoTamMuH cyndar e aHTUOT 3a TIPeI03UPakbe CO
XelapuH, HO MOJKe laHacTaHe Telllka ajiepruja. A CAHIIMPOT
CKpaTeHa Bep3uja Ha protamine, UCTO TakKa, JielyBa Kako
TMOTEHTEH aHTAarOHUCT HA XelapuH, HO CO 3HAYUTESTHO
HaMaJleHa aHTUreHHoCT. [IpBUYHO Oellle Mpou3BeeHa
KaKo MelllaBHA HalpaBeHa of] TEPMO/IM3UH [IUTecTrja Ha
TPOTaMUH, HO BUCTUHCKUOT e(eKTHBEH MeNTHieH JIeN
VSRRRRRRGGRRRR otTorari e uzonpaH. AHajior Ha 0Boj
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TIeNTH], €, UCTO TaKa, pou3BefieH. Bo renckara tepanuja,
crocobHOCTa Ha MpoTaMUH cy/idar 3a KoHfIeH3alhja Ha
mnasmuziHa JIHK, 3aeHo co Hej3sMHOTO ofj00pyBame of
CTpaHa Ha aMepUKaHCKaTa aIMUHUCTpaIMja 3a XpaHa
u nekoBu (DJJA), ro HampaBM NpHMB/IEYEH KaHAUAT 3a
3rojieMyBame Ha CTalKuUTe Ha TPaHCAYKIMja Off CTpaHa
Ha JIBeTe BUPYCHU U HeBUPYCHU (Ha mp. Kopucreme Ha
KaTjOHCKM JIMIO30MHM) CO TIOCPEJICTBO Ha MeXaHH3MU
3a ucropaka.llpoTaMuH Moke Jla ce KOPUCTU KaKo JieK
3a CIipedyBame Ha jeOenuHa. [IpoTaMMHOT ce MOKaka
7leKa T OfJBpaKa 3rojieMyBambaTa Ha TeJlecHaTa TeKMHa 1
JIMTIONPOTENHUTE CO HUCKA TYCTHHA Kaj CTAOPIIM CO BUCOKA
macyieHocT. OBOj edheKT ce jaByBa IpeKy MHXHOMIMja Ha
aKTMBHOCTa Ha JIMTAa3aTa, eH3UM OJ[TOBOPEH 3a Baperme
W afcopriyja Ha TPUAIWITIULIEPO, IITO pe3yIThpa
CO HaMaslyBawe Ha arcopriyjaTa Ha [jUeTajHaTa MacT.
Hema omrreTyBama Ha I[PHUOT Ipo0 KOTa CTaopIuTe Oue
TpeTHpaHu co mpoTamuH. Cemak, eMya3udUKalMjaTa Ha
MAaCHY KMCeJIMHH CO JIONT CMHITMP 32 Bapebe U aricopIiiyja
BO TEHKOTO I[PEBO € TIOMAaJIKy KOHCTaHTHa Kaj JIyIeTo
OTKOJIKY CTAOPIIM, IITO Ke ja pPa3inKyBa e(eKTUBHOCTa Ha
NpoTaMKMH Kako JieK. [loHaTamy, yoBeukuTe menTujasu
MOXke Jla TO Jlerpajupaar MPOTAMUHOT CO pPa3TUJYHU
CTaIKH, TaKa IITO ce MOTPeOHHU JIOTOTHUTE/THY TECTOBH 3a
71a ce YTBP/IU CIIOCOOHOCTA HA TPOTAMUHOT 3a CIIPeuyBarbe
Ha Jiebe/TMHaTa Kaj JIyreTo.

3AK/IYYOK

Kora ce MelraaT co MHCY/IMH, MPOTAMUHKTE TO 3a0aByBaaT
TI0YETOKOT U I'0 3r0/IeMyBaaT BpeMeTPaeweTo Ha J1ejCTBOTO
Ha uHcynmuHoT (Buau NPH uncynuH). JIokanHuTe peakium
nocsie 8-24 yaca off laBabe Ha MHCY/IUH ce TTpeIu3BUKaHU
0], TIOJIOIHEKEH TUIl HA MTPEYyBCTBUTETHOCT HA CAaMUOT
WHCY/IMH, IIMHKOT WX TPOTAMUHOT BO HETO.

JINTEPATYPA

1. Zollner H, Jouni R, Panzer S, Khadour A, Janzen L, We-
sche J, Ten Berg M, Schellong S, Heinken A, Greinacher
A, Bakchoul TPlatelet activation in the presence of
neutral protamine Hagedorn insulin: a new feature of
antibodies against protamine/heparin complexes. (2017
Jan); 15(1):176-184. Doi: 10.1111/jth.13547. Epub 2016 Nov
30.

2. Lee GM1, Welsby IJ, Phillips-Bute B, Ortel TL, Arepally
GM High incidence of antibodies to protamine and pro-

tamine/heparin complexes in patients undergoing car-
diopulmonary bypass, (2013 Apr) 11;121(15):2828-35. Doi:



10.

11.

12.

L O

10.1182/blood-2012-11-469130. Epub 2013 Feb 19.

Khan, BQ; Kemp, SF “Pathophysiology of ana-
phylaxis. ,Current opinion in allergy and clinical
immunology“(Aug 2011) tom 11 (4): 319-25. PMID
21659865.

Drain, KL; Volcheck, GW. Preventing and managing drug-
induced anaphylaxis. ,Drug safety: an international
journal of medical toxicology and drug experience“tom
24(2011): 843-53. PMID 11665871.

Owens DR . "Insulin preparations with prolonged effect".
Diabetes Technology & Therapeutics. (2011 Jun). 13 Sup-
pl 1: S5-14. Doi:10.1089/dia.2011.0068. PMID 21668337.

Editor, Mariana C. Castells, Anaphylaxis and hypersen-
sitivity reactions. New York: Humana Press. (2010)Page.
223.1SBN 9781603279505.

Limsvan, T; Demoli, P. acute simptoms of drug hi-
persensitivity (urticaria, angiooedema, anafphilaxis,
anaphilactic schock).,The Medical clinics of North
America“(july, 2010) tom 94 (4): 691-710, x. doi:10.1016/;.
mcna.2010.03.007. PMID 20609858.

Owens DR, Bolli GB: Beyond the era of NPH insulin-
-long-acting insulin analogs: chemistry, compara-
tive pharmacology, and clinical application. Diabetes
Technol Ther( 2008 Oct); 10(5):333-49. Doi: 10.1089/
dia.2008.0023. PMID18715209

Biegeleisen K (Aug 2006). "The probable structure of the
protamine-DNA complex". Journal of Theoretical Biol-
ogy. 241 (3): 533-40. Doi:10.1016//jjtbi.2005.12.015. PMID
16442565.

Martins RP, Ostermeier GC, Krawetz SA . "Nuclear ma-
trix interactions at the human protamine domain: a
working model of potentiation”. The Journal of Biologi-
cal Chemistry. (Dec 2004). 279 (50): 51862-8. Doi:10.1074/
jbc.M409415200. PMID 15452126.

Bunick D, Balhorn R, Stanker LH, Hecht NB . "Expres-
sion of the rat protamine 2 gene is suppressed at the lev-
el of transcription and translation”. Experimental Cell
Research. (May 1990). 188 (1): 147-52. Doi:10.1016/0014-
4827(90)90290-q. PMID 2328773.

Burnham, D. K. ,Insulin and insulin mixtures; nph insu-

lin”. California medicine. 75 (6): 412—415. PMC 1521099 .
PMID 14886746.

Case report I

223 | Medical Journal - MEDICUS



Case report

PATIENT WITH ANCYLOSING SPONDYLITIS -BECHTEREV DISEASE AND
FRACTURE OF C4, C5 WITH PRIMARILLY QUADRIPLEGIA
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Medicus 2019, Vol. 24 (2): 224-227
ABSTRACT

The ankylosing spine is usually prone to fracture after minor trauma so, as usually our patient fell down on ice in
skiing center Popova Sapka and he got a big pain in cervical spine immediately without neurological deficit in first
moments after injury. He had a fast transport with solid immobilization of the cervical spine on a special table to a
Traumatology clinic in Skopje. While he arrive in Skopje we detected a complete quadriplegia, and he was admitted
on Trauma department with such a diagnosis. He was received in Intensive care unit and we perform Usually RTG
investigation, CT-scan and MRI of cervical spine. We found complete disruption on level C4, C5 with soft tissue
compression on spinal canal from the posterior side. We prepare the patient for posterior approach because in
such cases anterior approach is not possible because of the stiffness of cervical spine, also the compression was
from posteriorly, and we use special elastic canilla for intubation and perform a decompression and posterior
fixation Synapsis system two levels above and two levels below. In such patients with ankylosant spondylitis -
Bechterev disease and fracture of cervical spine we can recommend usually posterior approach because of the
stiffness of the cervical spine and limited chances for performing the anterior approach. We can also recommend
decompression combined with posterior fixation. Anesthesiologists have to use flexible canilla for intubation.
Chances for neurological recovery are bigger if the decompression is immediately done.

Key words: Akylosing spondylitis — Bechterev disease, Free of CIV, CV, primarily quadriplegia

INTRODUCTION Several authors have shown that patients with
ancylosing spondylitis have a bigger fracture risk
compared to unaffected individuals. In those patients
fusion of sacroiliac joints and spine occurs due to chronic
inflammation followed by generalized stiffness of the
spine. This disease is very rare and have a prevalence
of 0,1-1,4% and usually affect males in younger than 30
years., but our patient have 67.

The ankylosing spine is usually prone to fracture after
minor trauma so, as usually our patient fell down on ice
in skiing center Popova Sapka and he got a big pain in
cervical spine immediately without neurological deficit
in first moments after injury. He had a fast transport with
solid imobilisation of the cervical spine on a special table
to a Traumatology clinic in Skopje. While he arrive in
Skopje we detected a complete quadriplegia, and he was Case report
admitted on Trauma department with such a diagnosis.
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He was received in Intensive care unit and we perform
Usually Rtg investigation, CT-scan and MRI of cervical
spine. We found complete disruption on level C4,C5
with soft tissue compression on spinal canal from the
posterior side. Fractures in ankylosed spine are often
unstable due to the ossification of supportive and elastic
soft tissues and often they can cause neurologic deficit as
a result of dislocation. Neurologic deficit after fracture
is well known and feared complication in ankylosing
spondylitis, therefore this patients should be handled
with great care even and especially when a fracture
is suspected. We found a complete motor deficit in the
both legs and only possible movements in elbows and
humeroscapular region. Sensitive sensations absent
below the both mammilla’s. Babinski positive on both

Case report I

legs. Bradycardia, Spinal shock.

We prepare the patient for posterior approach because
in such cases anterior approach is not possible because of
the stiffness of cervical spine, also the compression was
from posteriorly, and we use special elastic canilla for
intubation and perform a decompression and posterior
fixation Synapsis system two levels above and two levels
below.

After the operation we perform control MRI for
visualizing of performed decompression and he receive
Thromoprophylaxis with LMWH according to ACCP.
Also he receive corticoprophylaxis according to NASCIS
II scale combined with high doses of gastro protective
medicaments. Postoperatively patient stable with

) sufficient breathing, there was no need for respiratory
support. After two weeks he was translocated to his town and after that he had a central origin high temperature

during one month without positive haemoculture.
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Xray: A, B - predoperative CT,
C, D, E, F - predoperative MRI

G, H - postoperative Xray

DISCUSSION

There are uncommon complications of spinal fractures
with Ankylosing Spondylitis described in literature
as aortic dissection, aortic pseudoaneurism, tracheal
rupture and most of them finished lethally, or
postoperative wound infection, deep venous thrombosis,
pneumonia and respiratory insufficiently. Overall
mortality in the post treatment phase described in
literature was 6, 4%. (2)

Also there is difference between patients operatively
treated and they have mortality 4, 9% in comparison
with patients nonoperatively treated where mortality is
7, 9%.The most frequent cause of death in those patients
was pneumonia and respiratory failure.

CONCLUSION

These patients with ankylosing spine have an increasing
risk for fracture even after minor trauma.

Fractures of the ankylosed spine tend to be unstable,
because ossified ligaments and surrounding tissue also
fractured. An intrinsing unstable fracture configuration
may lead to primary and secondary neurological deficit
(1). The clinical outcome of patients fracturing their
ankylosing spine is worse compared to the general spine
trauma population,
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Surgical treatment may be favorable for the patients with
an ankylosing spine and spinal fracture, as this treatment
option may be associated with lower complication and
mortality rates and may lead to neurological improvement
more frequently (11).

In such patients with ankylosant spondylitis -
Bechterev disease and fracture of cervical spine we
can recommend usually posterior approach because of
the stiffness of the cervical spine and limited chances
for performing the anterior approach. We can also
recommend decompression combined with posterior
fixation. Anesthesiologists have to use flexible canilla for
intubation. Chances for neurological recovery are bigger
if the decompression is immediately done.
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ABSTRACT

One of the most common differentials for the acute scrotum is an epididymo-orchitis (EO), which can mimic
the presentation of testicular torsion. Accurate diagnosis and differentiation of acute epididymo-orchitis from
torsio testis (TT) is essential because TT is treated surgically and epididymitis with or without orchitis is treated
medically. Distinguishing epididymoorchitis from TT is generally a clinical dilemma. Sonography remains the best
imaging modality for these entities, but the sonographic findings can be complex and can mimic complicated
epididymo-orchitis when dealing with partial TT. This case report illustrates the complex sonography findings.
We present a case of a 24-year young man, a football player, presented to the Emergency department with a
4-day delayed history of progressive right testicular pain. A Color Doppler ultrasound was done which revealed
diffusely increased blood flow in the right epididymis and Spectral Doppler evaluation showed areas of absent and
reversed diastolic flow within the right testis. Differential diagnosis based on the sonographic features was severe
complicated EO versus partial and intermittent testicular torsion. The patient refused surgical treatment - scrotal
exploration and continued with antibiotics. On the next visit after 16 days, Color Doppler Doppler imaging showed
a total abscense of blood flow of the right testis. Finaly, he accept surgical treatment and orchiectomy of the right
testis was performed. Pathohistological findings determined a hemorrhagic testicular infarction. In doubtful cases
our opinion is, better to perform surgical treatment - exploration than to treat with medications.

Key words: epididymo-orchitis, torsio testis, color Doppler ultrasound, hemorrhagic testicular infarction.

Introduction In approximately two thirds of patients, history and
physical examination are sufficient to make an accurate
diagnosis. Advances in imaging technology have served
to decrease the number of individuals with acute scrotal
pain requiring surgery. Only 14% to 38% of young men
and boys with an acute scrotum have testicular torsion,
despite history and physical findings indicating the need
for emergent surgery. Thus, with potentially two thirds
of all surgical explorations for acute scrotal pain being
unnecessary, surgeons and radiologists have searched

Scrotal pain is a common complaint in a urological
practice. Its diagnosis can prove challenging in both
acute and chronic forms and requires a thorough and
complete history and physical examination (1). The 4
most common causes of acute scrotal pain are trauma,
testicular torsion, torsion of a testicular appendage, and
epididymitis. Although all can appear clinically similar,
subtle features in the history and physical examination
may lead the examiner to the correct diagnosis (2).
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for a reliable imaging technique. Recent studies have
shown that, although neither 100% sensitive nor 100%
specific, color Doppler ultrasound can be used effectively
in the evaluation of acute scrotal pain (1). The acute
scrotum can provide many diagnostic challenges to the
Emergency Room Physician, Radiologist and Urologist.
To compound the diagnostic dilemma, pathologies such
as testicular torsion are time sensitive with a delay in
diagnosis being potentially catastrophic to the young
male. One of the commonest differentials for the acute
scrotum is an epididymo-orchitis (EO), which can mimic
the presentation of testicular torsion (TT). This infectious
pathology is often managed as an outpatient with good
results; rarely requiring surgical intervention. Testicular
infections are usually treated with enteral or parenteral
antibiotics, with little to no morbidity, it must be borne
in mind that the progression to further complications
can occur leading to greater morbidity and testicular
loss. Few case reports and case series have been written
highlighting acute testicular infarcts progressing from
routine epididymal and testicular infections. (3).In this
report, we present a case of a young male who delayed

Case report I

his visiting in the beginning of appearance of the
simptomatology, who had most likely epididymo-orchitis
which advanced to testicular torsion, which was not
diagnosed at the time of presentation. We would also
like to highlight the importance of clinical diagnosis and
early referral in such cases.

Case report

We present a case of a 24-year young man , football
player, presented to the Emergency department with
a 4-day delayed history of right testicular pain. He
indicated he had experienced sudden sharp pain in right
testicle and enlargement of the testicle when he woke
up on the second day. He explained that the pain was
severe from the beginning and he was not feeling well
even he started with ciprofloxacin 500 mg twice a day
per os; patient exhibited no fever or penile discharge.
The right testicle was moderately swollen and tender
(approximately 6 cm in diameter), erythematous, and
tender to palpation; Prehn’s sign was negative (when
elevation does not decrease the pain in the affected
testicle -is positive), during inspection a high-riding and

horizontally positioned testis (Brunzel’s sign), no abnormally shaped masses fixed on testicle, low grade fever, and
leukocytosis with a white blood cell count of 18,2. He reported similar episode one year before, but he passed it well
with anibiotics (Figure 1).

Figure 1. A high-riding and horizontally positioned right testis On the 4 day from beginning of the pain.

A clinical diagnosis of EO was again made, however, scrotal sonography was ordered on the same day to exclude TT.
In mean time urino culture was sterile, analysed 2 days before. Scrotal sonography was performed utilizing a Mindray
DC-N3 ultrasound system with a 10 MHz linear transducer. Color Power Doppler imaging and Spectral Doppler
velocity measurements were done in addition to gray-scale imaging. Color Power Doppler imaging showed slightly
increased blood flow in the right testis, diffusely increased blood flow in the right epididymis and normal blood flow
in the left testis. Spectral Doppler evaluation showed areas of absent and reversed diastolic flow were noted within
the right testis and a normal low resistance arterial flow waveform in the left testis. Differential diagnosis based on
the sonographic features was severe complicated EO versus partial and intermittent testicular torsion (Figure 2). We
conclude and we indicated surgical treatment - scrotal exploration. But, the patient and his mother refused.
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Figure 2. a) Ultrsanonography of the right testis demonstrates an edema of the right epididymis; b) Color Power
Doppler shows slightly increased blood flow in the right testis; c) Spectral Doppler demonstrates a reversal of diastolic
flow.

He continued with antibiotics and analgetics for ongoing 10 days. On the next visit after 16 days, Color Doppler
imaging showed a total abscense of blood flow of the right testis. They decided and wanted to make more detailed
and sophisticated imaging of the testicles such as Computed Tomography of the testicles. The result of CT of testicles
was that the right epididymis and testis is morphologicaly changed with suspected epididymo-orchitis or torsio testis
(Figure 3).

14
TESTIS

Figure 3. a) Power Doppler of the right testis demonstrates absence of complete blood flow in the right testis; b) and
¢) CT of the testicles

Finaly, they were persuaded and accept surgical treatment. We perfomed inguinal approach for better exploration. We
found twisted spermatic cord once around his axis. After the incision of the tesis we saw haemathoma. Unfortunately,
the final result was orchiectomy of the right testis. The material was send for pathohistological findings with final
result of hemorrhagic testicular infarction. Figure 4.
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Figure 4. a) twisted spermatic cord; b) Incision of the testis- haemathoma; c) HP result

DISCUSSION

Epididymitis is common cause of acute scrotal pain
that must be differentiated from the more severe
testicular torsion. According to the Centers for Disease
Control and Prevention’s ambulatory health care data,
epididymitis accounted for 1 in 144 outpatient visits in
2002 in the United States in men aged 18 to 50 years
(4). Epididymitis, unlike testicular torsion, presents
with gradually increasing dull, unilateral scrotal pain.
Involvement of the vasa may result in exquisite pain that
affects the entire hemiscrotum as well as the spermatic
cord. Discerning epididymitis from torsion may be
difficult; however, a history of prior genitourinary tract
procedures and sexual activity are more suggestive
of epididymitis (5). On physical examination, a tender
and swollen epididymis and normal cremasteric reflex
is observed. Urinalysis, urine cultures, and urethral
cultures must be performed to identify possible causative
agents. A positive urinalysis and urine cultures, along
with elevated white blood cell count, favor a diagnosis
of epididymitis but do not exclude torsion. Color Doppler
ultrasound or nuclear scintigraphy to assess blood flow
to the scrotum and its contents will help to differentiate
between the two entities. Doppler ultrasound would show
increased blood flow, because this is an inflammatory
condition. Complicated epididymo-orchitis may result
in testicular infarction. Infection of the epididymis or
testicle can result in marked swelling and edema of the
spermatic cord that may impede testicular blood supply,
in the absence of testicular torsion (5). Empiric antibiotic
treatment should be started if the clinical suspicion
is high. Epididymo-orchitis should be treated with
antibiotics if the urine analysis or urine culture suggests

bacterial etiology (6-7). Surgery is an option for patients
with genitourinary abnormalities (8).

Testicular torsion is a medical emergency, requiring
prompt treatment or risking the loss of the testicle.
The incidence is 1 in 4,000 males under the age of 25
years (9). It may be intravaginal or extravaginal and is
typically seen in neonatal patients and in adolescents
prior to complete testicular descent and scrotal wall
fusion. Intravaginal torsion occurs when the testicle
can freely rotate within the tunica vaginalis; this can
be due to a congenital anomaly called the bell clapper
deformity. This deformity is due to failure of posterior
anchorage of the gubernaculum, epididymis, and testis,
thus allowing the testis to freely rotate within the tunica
vaginalis. Extravaginal torsion occurs when the testis
rotates within the scrotum owing to inadequate fusion of
the testicle to the scrotal wall or increased mobility (9-
10). The pathogenesis of a testicular infarct due to EO is
poorly understood. In the event when it occurs a number
of factors are postulated to contribute: inflammatory
infiltration causing compression of the spermatic cord,
thrombosis secondary to venous congestion and bacterial
exotoxins are all thought to play a role (11). The torsion
follows rotation of the spermatic cord and results in
ischemia. The degree of testicular torsion is directly
correlated with the possibility of salvage after torsion and
time to necrosis. The classic presentation of testicular
torsion is acuteonset, intense, unilateral scrotal pain.
Patients may also complain of nausea and vomiting,
likely secondary to pain (12). Intensity increases owing
to edema and resultant capsular stretching (13). Patients
may also have a history of scrotal pain that may be related
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to prior ischemic episodes that resolved spontaneously.
On examination, the hallmark of testicular torsion
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ABSTRACT

Objectives of research: Progressive encephalomyelitis with rigidity and myoclonus (PERM) is a severe syndrome
that presents with autonomic features, hyperekplexia, painful spasms and breathing problems. It is part of the
spectrum of the stiff-person syndrome (SPS) with anti-glutamic acid decarboxylase (GAD) antibodies in up to 80%
of patients.

Methods: We present a series of 3 cases in The Republic of North Macedonia that were diagnosed as Progressive
Encephalomyelitis with rigidity and myoclonus.

Results: A series of 3 cases have been processed, which are diagnosed as Progressive encephalomyelitis with
rigidity and myoclonus (PERM). The initial symptoms of the patients were bilateral ataxia, dysarthria, the change
of sensations in the area of the feet, moments of forgetting things, unstable posture followed by the involuntary
movement of the lower limbs, shaking of the upper limbs. The goal is to show the association of the presence of
certain antibodies to the progressive clinical manifestations of the disease itself. Furthermore, all patients were
GAD, Hu D and Ri positive. Two were positive for the NMDA antibodies. Only one patient was positive for Anti-
CMYV, EBV Viral Capsid Antigen-Antibody (VCA) IgG, Anti Herpesvirus VZV IgG, anti-LGI1 antibodies. It is common
that all three patients have been given/given series of plasmapheresis and IVIG cycles, but without any significant
progress. Unfortunately, one ended up lethal, and the other two are not in an enviable state.

Conclusions: These three cases do not only show the clinical spectrum of PERM, but also the association of this
disease with Hu, Ri, GAD, NMDA and LGI1, and other antibodies. This combination of antibodies may be responsible
for the progressive character of this disease.

Keywords: PERM, GAD antibodies, NMDA antibodies, IVIG

INTRODUCTION prominent in the spinal cord and brainstem [1]. Classical
PERM affects women two to three times more often than
men. Several classifications have been proposed for SPS
according to the severity or distribution of the stiffness,
related neurological findings and association with
neoplasia [3]. Immunomodulation using corticosteroids,
intravenous (IV) immunoglobulin, plasma exchange or
cyclophosphamide are described as an effective treatment
[4]. Initial diagnosis of PERM is not easy and literature is
limited regarding the long-term course of the syndrome.

Progressive  encephalomyelitis with rigidity and
myoclonus (PERM) is a severe syndrome that presents
with autonomic features, hyperekplexia (brainstem
myoclonus or excessive startle), painful spasms and
breathing problems [1]. This syndrome can present
with an insidious onset, as well as an acute or subacute
presentation, or exacerbations on a chronic course [2].
Symptoms can be explained by the disruption of the
inhibitory glycinergic synaptic transmission, which is
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Here, we report a clinical presentation of PERM in three
different patients, with more common moments.

METHODS & MATERIAL

We present a series of 3 cases in The Republic of
North Macedonia that were diagnosed as Progressive
Encephalomyelitis with rigidity and myoclonus (PERM).

RESULTS
(Casel)

A 49-year-old man was referred to the State Hospital
of Neurology in Skopje for bilateral ataxia, changing
of sensations in the area of his feet and moments of
forgetting things. The difficulties started two months
before the reception of the Neurology Clinic. A few
days after he was admitted to the hospital, the patient
had complete incapability for movement and paralysis
of the lower limbs. Meanwhile, deterioration of speech
with occasional attacks of confusion and loss of
control of urination followed. In addition to this, the
surface sensation and deep sensibility for vibrations
of the upper and lower limb were lost. The findings
from the cerebrospinal fluid tests were in favor of
hematoencephalic barrier dysfunction. Also, the EEG
examination was dominated by low-voltage, slow wavy
activity from theta rank. SEP of n. medianus and n.tibialis
showed cortical responses with prolonged latency,
bilaterally. This finding is in favor of a defect in the
conduction of the central and peripheral paths bilaterally.
Moreover, the finding of the magnetic resonance showed
that on the level of the foramen magnum, there were
punctiform, hypersignal lesions peripherally with
restriction of diffusion. Cerebellar, bilateral hyper signal
lacunar lesions were found bilaterally. Global, cortical
atrophic events also, were observed both frontally and
temporally. Besides, small pleural effusions were observed
on the chest Echo. Diabetes Mellitus was diagnosed 10
years ago. Therefore, the differential diagnostic was
thought to be diabetic polyneuropathy. He was positive
to GAD (glutamate decarbox.) and NMDA (N-methyl-
D-aspartate) antibodies. The patient had received 1
cycle of 1VIG, 2g/kg TT, but without therapeutic effect.
Unfortunately, the patient died.

(Case2)

A 38-year-old woman, previously healthy was referred to
the State Hospital of Neurology in Skopje for the subacute

Case report I

onset of severe and progressive gait disturbance associated
with painful muscular rigidity and spasms of the trunk
and lower limbs. Additionally, unstable posture followed
by involuntary movement of the right leg appeared. After
a short period, there was also the involuntary movement
of the left leg with propagation to myoclonic limb jerks
with hyperekplexia. Symptoms appeared 4 months before
hospitalization with a blurred vision of the left half of
the eye field and in few times seizures described like
GTCS, but without urination and biting of the tongue.
EEG showed theta-delta dysrhythmia, the evoked
potential was normal, except SEP of n. tibialis with
mildly prolonged latency. Manganese was slightly higher
at 1.3 (rr 0.3-1.1), GAD (glutamate decarbox.) antibodies
were 33.6 (rr<10) and she was also positive to Hu D and
Ri antibodies. Symptoms were partially responsive to
baclofen, corticosteroids, and levetiracetam. The patient
so far has received 3 cycles of IVIG, and recently a series
of a 3 plasmapheresis, but without a marked therapeutic
effect.

(Case3)

A 40-year-old man was referred to the State Hospital
of Neurology in Skopje because of a condition that
previously persisted for a month. Actually, the patient
was in a coma, with a characteristic position. Hands
were in flexion in the elbows, the palms were in fists.
Occasionally there was a shaking of the upper limbs. In
addition to this, he had visual hallucinations and did
not respond to verbal stimuli. On mechanical irritation,
he responded by shaking the upper extremities in the
form of myoclonus. The pupils were tightened. The left
nasolabial ditch was lowered. In the urine, blood was
noticed. Furthermore, cortical reductive changes of
diffuse character were detected on the computerized
tomography of the head. On the other hand, decreased
values of cortisol and ACTH were detected. The
performed gas analyzes showed hyposaturation,
hypoxemia, and hypocapnia. There was a metabolic
acidosis which was compensated by respiratory alkalosis.
Meanwhile, the magnetic resonance of the brain
showed hypersignal changes at the basal ganglion level,
as well as, on the nucleus caudatus. Anti-CMV, EBV Viral
Capsid Antigen-Antibody (VCA) IgG, Anti Herpesvirus
VZV IgG, anti-LGI1 antibodies, were all positive. He was
also positive to GAD (glutamate decarbox.) and NMDA
(N-methyl-D-aspartate) antibodies. Myoclonic attacks
were registered on multiple occasions. The patient
received 3 cycles of IVIG and 3 plasmaphereses, but no
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improvement was observed on the neurological and
somatic plan.

DISCUSSION

A major breakthrough in our understanding of the
pathogenesis of PERM occurred in 1988, when an
association between anti-GAD antibodies and PERM
was first reported by Solimena et al. 26-GAD is the rate-
limiting step in the decarboxylation of L-glutamate to
K-aminobutyric acid (GABA) [5]. Anti-GAD antibodies are
80% positive in patients with PERM. Other antibodies,
such as N-methyl-D-aspartate (NMDA) receptor antibodies
are associated with the different sub units of the NMDA
receptor. Antibodies to the delta or NR2 subunits of the
NMDA receptor are associated with limbic encephalitis,
systemic lupus erythematosus (SLE), ataxia and epilepsia
partialis continua. Antibodies against the NR1, NR2A,
and NR2B subunits of the NMDA are found in patients
presenting with psychiatric symptoms, amnesia,
seizures, dyskinesias, autonomic dysfunction and loss
of consciousness [6]. Autonomic instability is a common
feature in adults, with about half of patients developing
central hypoventilation that generally requires weeks of
mechanical support [7]. Most patients have abnormal CSF
studies with a lymphocytic pleocytosis. At presentation,
about half of the patients have abnormal MRI findings,
most commonly increased signal on fluid-attenuated
inversion recovery (FLAIR) or T2 sequences in the
cerebral or cerebellar cortex or medial temporal lobes.
Abnormalities have been reported in other areas, such
as the corpus callosum or brainstem [8]. Just over half
of patients have an associated tumor, most commonly
an ovarian teratoma that can be mistaken for a benign
cyst. The detection of a tumor is rare in male patients.
Other tumor types in isolated cases include teratoma
of the mediastinum, small-cell lung cancer (SCLC),
Hodgkin's lymphoma, neuroblastoma, breast cancer,
and germ-cell tumor of the testes [9]. Very interesting,
anti-LGI1 antibodies is manifesting with memory
deterioration, epileptic seizures, mental disorders, and
hyponatremia. The hyponatremia is a characteristic
feature of anti-LGI1 AE, and 60%~ 88% of such patients
have refractory hyponatremia according to the prior
studies. The pathogenic mechanism is likely associated
with the syndrome of inappropriate antidiuretic
hormone secretion causing by the simultaneous LGI1
expression of the hypothalamus and kidney. Our case was
consistent with prior reports, with a lower blood level of
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sodium (119.1 mmol / 1) [10]. To sum up, the diagnosis of
PERM is difficult to set. EMG, antibodies in serum and
CSF could help to confirm the diagnosis. Initial clinical
presentation can be very unspecific and uncommon,
and this case is no exception. A high level of D-dimers
was observed in the three patients. This explains the
existing risk of thromboembolism. Meanwhile, common
differential diagnoses of PERM syndrome are stiff person
syndrome, paraneoplastic SPS and NMS [11]. With
respect to immunotherapy, plasmapheresis, intravenous
immunoglobulin (IVIG), corticosteroids and rituximah
have been reported to be successful in individual cases,
although the efficacy of these agents has not been
established. In addition, some reports have demonstrated
the efficacy of longterm basement azathioprine
treatment for SPS spectrum disorders. However, PERM
remains an expanding clinical entity that is constantly
being enriched with new symptoms and antibodies [12]

(CS-corticosteroids, CYS-cyclosporine, GAD-
Ab-sglutamicaciddecarboxylase antibodies
IVIg intravenous immunoglobulin, PE-plasmapheresis,
PERM-progressive encephalomyelitis with rigidity and
myoclonus

These three cases do not only show the clinical spectrum
of PERM, but also the association of this disease with Hu,
Ri, GAD, NMDA and LGI1 antibodies. This combination of
antibodiesmayberesponsibleforthe progressivecharacter
of this disease. The plasmapheresis and IVIG cycles did not
show significant therapeutic progress. Unfortunately, one
of them ended up lethal, and the other two are in a bad sta
te..
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Table 1 Summary of clinical features, laboratory findings, and outcome

Patient no. Case 1
Age at onset/sex 49/M
Diagnosis Idiopathic PERM

Bilateral ataxia, changing of

Initial symptoms sensations in the area of the

feet and moments of forgetting

Case 2 Case 3
38/F 40/M
Idiopathic PERM Idiopathic PERM

Shaking of the upper limbs,

Unstable posture followed by 7.0 dizartrija

involuntary movement of the

things right leg
Ocular movements Ig_I;zrei-Zg\%tlfg c??lzyes &iggﬁs E%lglreegy\éi%iglr(ll of the left half  Narrowed pupils
Myoclonus Moderate Moderate Strong
Hyperreflexia Moderate Moderate Moderate
Hyperekplexia Mild Moderate Moderate
Rigidity, spasm, stiffness Strong Strong Strong

Diabetes mellitus type 2,

Visual hallucinations

Other features Diabetic polyneuropathy Seizures, hypothyroidism
Coma
Hyperlipidemia
On the level of the foramen . .
magnum, there were %%11111%3 i%ﬁfﬁggﬁf&g%%gghe Hypersignal changes at the
MRI nctiform, hypersignal lesions ith mild : basal ganglions level, as well
eripherally with restriction of with miid compression on as, on the nucleus caudatus
Hiffusi on the medulla spinalis '
gﬁ})ﬁbs titer 37 336 331
NMDA antibodies
Hu D and Ri antibodies
. Anti-CMV
Other Abs glrllltll% géli% SBI antibodies, NMDA Hu D and Ri antibodies EBV Viral Capsid Antigen-
Antibody (VCA) IgG
Anti Herpesvirus VZV IgG
Anti-LGI1 antibodies
CS 3 cycles of 1VIg, CS, CYS 3 cycles of 1VIg, CS, CYS
Treatment CYS 3 series of PE 3 series of PE
1 cycle of IVIg
Outcome . . .
Without therapeutic effect. PR . No improvement was
. e patient died. : observed on the neurologica
(observation Th ient died i%géilclyltlgflg Ilz(e)i/: dszmh b don th logical
periods) PSe. and somatic plan.
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[IPHKA3 HA CTYYAJ (MYCOSIS FUNGOIDES), XWIIO-XUITEP

[TUTMEHTHPAH THIT

LAcc.Ip.Cunsuja Jlyma 2. [lon. [Ip.Katepuna JlameBcka 3. Acc.[Ip. XpucTtrHa bpernkoBcka

12 YuuBep3urercka Knunuka 3a J[lepmaToBeHeponoruja-Ckorje

3 YHuBepsuteTcka Knunuka 3a [[1acTuHa U peKOHCTPYKTMBHA XMPYpPrija

AIICTPAKT

Medicus 2019, Vol. 24 (2): 238-244

Mycosis fungoides e Hajuecta BapujaHTa Ha KyTaHuTe T-KJeTOUHU TUMGOMU U € TUMWYEeH Kaj MoBO3pacHaTa
rionysaiyja. Bo rmoBekeTo ciyyan e MHIOMEHTEH CO CIIOpa eBOJyLIMja Off MaKy/JIo3Ha KOH IUIaKapHa, Ha KpajoT Cco
TYMOPCKU IIPOMEHU Ha KoyKaTa. Bo MOAOLIHEKHUTE CTaAUyMu co 3adaKarme Ha JIMMMHUTE ja3/ii 1 BUCLIepaIr3alija.

IlaBamMe mpurKas Ha cj1ydaj co peTka popMa Ha XUIo — xureprnurMentupan Mycosis fungoides kaj Majia narpenTka
Ha 26 ropuiiHa Bo3pacT. XUCTOTIATONONIKY BepudulinpaH, HAarpaBeHu fiBe ODUOTICUU, NTWjarHo3arta e MOoTBPIleHa U CO
nMyHoxucroxemuja. Cripema peBuaMpaHaTa Kiacudukaiuyja 3a crejuunr (ISCLE/EORTC 2007) nauueHTKaTa e Bo 1B

CTaZIAYM.

[TpuMeHeTa Tepanuja Kaj nanuenTtkara PUVA (Psoralen +UVA) 35 cecun. Ha mociieiHaTa KOHTPOJA BO CETEMBPU

2015 6e3 3Ha1M 3a IIporpecuja Ha OojecTa.

Knyunn 36opoBu: Mycosis fungoides, Xurio — XureprnurmeHTUpaH

BOBE/]

Tepmunor koxkeH T-kmerouen mumcdoM(CLTC) omdaka
rpyna pa3iMuHd  TUM(OMATO3HM HeoITasMU  Ha
xenmepHuTe T KIETKH KOM ce Tpe3eHTHpaaT BO
KokaTa,HO TOJIOL[HA MOKe Jja T 3acdarar JumbHUTe
jasmu,epuchepHUTe KPBHY KITKY U opranute.lIpumepu
3a (CTCL) ce Mycosis fungoides,Sezary Sy u mumpom Ha
KokaTa.MajrHuTe KIETKH MMaaT 3HAuMTelHa CKIHOCT
KOH KO)KaTa O0COOEHO eNUjIePMHUCOT,KOra KJIeTKUTe
TMOYHYBAaT fla ja Ty0aT CKJIOHOCT KOH emuIepMHUCOT
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3a00/IyBabeTO MOYHYBA [la HAmpeqyBa KOH CHCTEMCKO
3a00/TyBambe.

MYCOSIS FUNGOIDES
Jedununuja

Mycosis fungoides e 3a mpB mar omumman Bo 1806 of
Anmu0epT KaKo reuypKa-Jiajk Heorla3uja Ha KokaTa. (1)

Mycosis fungoides (M®) e kyran T KinetoueH mumdoM,co
cropa Iporpecuja ¥ HemosHarta etuonoruja.lima cropa
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TIPOrpecHja co MojaBa Ha IJTaKK Ha [I0YEeTOKOT, HeTpeTHpaH
eBOJTyMpa BO HOJY/IN U ,HO BO MOJIOLHEKHHUTE CTAIUYMHU
MOKe Jla T 3adaTé MUMGHUTE ja3lTud ¥ BHATPENIHUTE
oprani ¥ Ja Jobue araneH Tek.JlumdbougHuTe
MH(UITPUPAUKM  KJIeTKH,IIOKaKyBaaT — MMYHOJIOIIKH
KapakTepucTHKM Ha T-xenmepu,a Oonecta Moxke Jia
nporpegupa co ropuHu.(2,3)Tunnubute 3a Mukosmuc
(yHromziec ce Maju 10 CpefHo TojeMu TUMQOIUTH €O
11epebpo3udopHU HYKIEYCH.

Hajuecto ce jaByBa mocne 40 romuHu , co JjiecHa
TpejIOMUHAIIMja HAa MANIKKOT TI0J1 U IIpHaTa paca.

IlaTorenesa

[TpuunnuTe 3a nojaBa Ha (M®) ce Hemo3HaTH ,Kaj IIOMas
0poj of 6OMHKUTE M30/MpPAH € PETPOBUPYC U HAjHeHH ce
peTpoBUpPYCHU aHTUTeNa Bo cepymoT.KapiuHougure o
OKOJIMHATa MCTO TaKa 01 MO3KeJie Jia OMaT NPUUMHUTEIH.
(47)

Kinnnuyka cnvka

M® Mmoske fa ce MaHuecTrpa BO pasIUIHUA KIMHUUKH
hopmu

A) Albert Bazin (knmaciuen turm)

- [I]peMUKOTHYEH CTAIUYM ( TIeY CTajIuyM)

- InduntpaTiBeH cTaguyM (I1aKapeH CTauyM)
- CTajiiym Ha TyMOp

B) Mycosis fungoides D’emblee

- (Vidal i Broq)

B) Epurpogepmunusna hopma

- (Hallopeau I Besnier 1891)

Bo miaKapHMOT W TYMOPCKMOT CTaJidyM uecto e
TprcaTHa MajnaduIHa auMdajeHoNaTHja, THe ce ofipas
Ha JlepMoriaTcka yuMdaieHomaTHja,co mporpecuja
Ha Oomecra M Bo JMMGHUTE ja3M ce jaByBaaT
KapakTepucTukU Ha T- KieToueH numcoM. Buciepasto
3a(hakame MOXKe Jla ce MojaBu BO MOJOILHEKHUTE (asu
Hajuecto ce aduipaHu OesTe [POOOBH,JIMEHOT,XEMap
oT,0yOpe3uTe HO MOKe Jla Ouze 3achaTeH ceKoj opram.(5)

IlaroxucTonoruja

JloKonKy moctou comHeBame 3a M® Tpeba jja ce 3emat
OmoITICHY Off OBeKe KOKHH jie3un.Haj3sHauajHO cryuyBarmbe
Koe OBO3MOXKYBa [UCTUHKIMja Ha M® op ppyrute
KyTaHu JUMGOMU e  eMmuIepMOTPONH3MOT,0/[HOCHO
WHUITpalja Ha enumepMoT co muMdbonut.OBaa
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MH(UITPaIja ce COCTOM Off ATUITMYHY KIIETKH,KOM 4eCTO
(opmupaar octpo edMHUPAHN THe3fja OMKPYKEHH CO
xano(Pautrier-oBu Mukpoarncrecu).(6)[Tocton MuHIMaIHA
CIIOHTH03a,TT0pajii Toa e TellKa AudepeHIyjanujaTa o
JIPyTUTe CHIOHTU(OPMHM JePMATHUTH.

Bo MNPEMUKOTUYHUOT  CTAJUYM HHTOXI/ICTOHOFI/IjaTH
IIOKaKyBa HeCl'IEL[I/I(bI/Iqu JepMaTUTUC,HO MOKe
na ce JETEKTHUpa JINHEapHa Cy6en1/mepManHa

I/IH(bI/IJ'ITpaL[I/Ija CO MaJIKy aTUIIMYHU KJI€TKU,MUHHUMaIHa
er3oguTo3a,XUCTUOLUTU BO I/IH(bI/ITpaTOT.

Bo MHGWITPATUBHUOT CTaUYM EMUIEPMUCOT MOKAKYBa
aKaHTO3a,XUMepKepaTo3a M  MapakepaTo3a,Kako U
naTorHoMuuHuTe [loTpre-0BU MUKpPOAMICIieCH HaMUK
Ha arcIiec arperayy Ha aTUTHYHU TUMQOUTHY KITeeTKN
BO eMUIepMICOT,IIMPOKA ,TpaKacTa MHMWITpaIyja Moy
enmuIepMUCOT. KieTouHnoT WHGWITPAT BO HapemHUTe
CTaINyMU TTIOKasKyBa M3pa3eHa aTUIMja U MOTMMOP(QHOCT.
(7)

JlujarHo3a u gudpepeHIujaiHa ujarHosa
1.AHaMHe3a U JIepMaTO/IOIIKU CTaTyC
2.XucronaTonoruja

3.JlabapaTOpPUCKK TECTOBH (KPBHA CJIMKA,(PYHKIMOHATHI
TeCTOBH 3a OyOpe3u 1 xerap,MOKpauHa KICe/IMHa)

4. VicniuTyBatbe Ha KOCKeHa CplieBMHA(CTepHATHA ITYHKIMja
WM OMOIICHja Off ujaueH rpebeH

5.MmyHONMOMKY ucrmryBama(T-mumdonutu, b-
MUMGOIIUTH CO OTKIAcUTe, efieKTpodoe3a)

6.Paguononika ersaMuHanuja(rpajgeH KOIILU.B.
nuenorpadwuja,exo,pauon30ToCKy uctmyBama,KT)

7.Jlumdanruorpaduja

8.MmyHoxucToxemMuja

An

HymynapeH ekiieM,licopuja3sa, TMXeHUPUIUPAH er3eM.
Tek Ha Oonecra

[[peMUKOTHYHUOT CTajUYM MOKe Jla Tpae HKOJKY
rofuHu,007ecTa e cropo TporpecuBHa.llpornosara e
HeTOBOJIHA JIOKOJIKY TIOCTOjaT TyMopH,3acakame Ha
JUM(HM jas3/u U OpraHu.

Tepanuja

TepmucKHOOT MPKUCTAI 3aBKCH O TOA BO KOj CTajIAYM Ce
Haora Oornecra (8).
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TABEJIAPEH ITPMKA3 HA TEPAIIUJA IO CTAIUYMU

Table 7
Treatment Recommendations for Mycosis Fungoides by Stage
Initial Treatment

Diagnosis/Stage Treatment for Relapsed or Refractory Disease

Unilesional patch
T1. NO, MO (stage IA)

Limited patch/plague
T1, NO—1MO (stage 1A)

Extensive patch-plague
{symptoms controlled, minimal plague
thickness) T2, NO—1MO (stage IA, IIA)

Extensive patch-plague
{symptoms uncontrolled,
indurated plaques)

T2, NO—=1MO (stage IB, I1A)

Cutaneous tumors
T3, NO—1MO (stage 1IB)

Erytheroderma
T4, NO—1MO {stage III)

MNodal or visceral disease
(stage IV)

Transformed to large cell variant

Localized, superficial radiotherapy
Topical carmustine

Topical mechlorethamine

Topical corticosteroids

PUWA

uve

Localized, superficial radiotherapy
Topical carmustine

Taopical mechlorethamine

PNV A,

UVE (only for patches)

Topical bexarotena

Topical mechlorethamine
Topical carmustine

PUVA = interferon-o

UVE (only for patches)

TSEBT + adjuvant PUWVA or HN2

TSEBT + adjuvant PUVA or
mechlorethamine

TSEBT + adjuvant mechlorethamine
or photophoresis

Interferon-ot alone

Oral bexarotene

Denileukin diftitox

Combination therapy

TSEBT + adjuvant photophoresis
PUVA + interferon-oc
Photophoresis alone

Clinical trial

Allogeneic transplant
Methotrexate

TSEBT

Topical mechlorethamine

Topical carmustineg

PUWVA + interferon-o

Topical corticosteroids

Localized, superficial radiotherapy

Same as stage IV

Consider rituximab if CD20+
Trimetrexate

Allogeneic transplamt

Same as initial treatment

Same as initial treatment
TSEBT

Topical or oral bexarotene
Interferon-cc alone

PUVA + interferon-c
Topical corticosteroids

Same as initial treatment
TSEBT

Topical or oral bexarotene
Interferon-m alone

Topical corticosteroids

Topical mechlorethamine
Topical carmustine
PUWVA + interferon-o
Topical corticosteroids
Repeat TSEBT

Topical mechlorethamine + local radiotherapy
Oral bexarotene

Denileukin diftitox

Systemic chemotherapy

Repeat TSEBT

Methotrexate

Oral bexarotene
Denileukin difititox
Gemcitabine

Fludarabine + interferon-o
Pentostatin = interferon-oc
2-chlorodeoxyadenosine
Repeat TSEBT

Allogeneic transplant

Same as initial treatment
Systemic chemotherapy as listed above

Same as stage IV

PUVA = Psoralen and ultraviolet A light therapy; TSEBT = total skin electron beam therapy; UVEB = ultraviolet B light

[TPUKA3 HA CJTYYAJ

[larrenTKa Ha 26 rofMIIHA BO3pacT,MaykeHa ,MajKa Ha JiBe
3apaBi Jelja.He aBa moiaTok 3a mpeTxofiHa UCTOPHUja Ha
3ab0/yBatba Kako M HeraTMBHa aHaMHe3a 3a CIEeKTapoT
Ha aTomucku 3abonyBama.llopagu mnpodecroHanHaTa
onpefiesda €KCIIOHMPAHOCT Ha MECTULIUM U OMJIKH.

CeramHara 0omect 3arounyBa Bo 2013/2014 co mojaBa Ha
jaziek JIOKaJIM3MpaH Ha eKCTPEMUTETUTE BO eNU30/IUYHU
nojaByBama.llaneHTKaTa OMla BofieHa MOJ JMjarHo3a
(Eczema,Pruritus).
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JlepmaToIonIKu cTaTyc

Ounmatpuk  THI 3 (KOKeH THI), Ha XdIep |
XUMOMUIMEHTHPAHN IUTaKM M OCTPOBM HA 37ipaBa
KOXKa,JUrMTalHa  JMCTPUOyIMja,0e3  eputeM U
neckBamanyja. Bo mpegenTe Ha Tpueme ,pa30a rpagu
¥ WHrBMHamHO npucateH KeOuepoB denomen..Op
CyOjeKTHBHKTE TeroOM IprcaTeH U3paseH jajiesx.
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CripoBejieHH JIMjarHOCTHYKH MPOLeIyPH I pBaTa XHMCTONATOJNOIIKM HAOAW MATOTHOMHYHM 3a

13emern e Grorcun (npsa of, fecko miwrtpupaa  001eCTaM®

JeNMrMeHTHpaHa IUIaKa-JoleH eKcTpemurteT,BTopa of 2.JlabapaTOpHUCKM MCIMTYBarba Ha KPB U (DYHKI[MOHATHH
JilecHO MHGUITUPAHA TMTMEHTHPaHA [TaKa-a0JIoOMMHaIHA TeCTOBM -pe3y/ITaTh BO TPaHMIM Ha pedepeHTHH
peruja) BPEIHOCTH.
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3.IlepuBepHa KpBHA pa3MacKa —0e3 aTUITMYHHU KJIeTKH 6.EXO Ha abmomeH -ypeJieH Haoj
4.ErzaMuHalija Ha KOCKeHa CpIieBHHA —YpeIHH 7.PTT mynmo-ypeieH Hao,
5.Hema numdapeHonaTnja 8.ImyHoxucroxemuja(uzoomnctBo Ha CD3+ T KieTku Bo

enupiepmuc,CD8T KneTKku Bo paMKKTe Ha eMijiepMIC

1.buorcuja o1 XMOMUTMEHTHUPAH AET OJT 2.buorncuja o XUMepIUrMeTHPaH Jei
Ha KOXKaTa,MPUKaXyBa JTyM(POLUUTCH HHPUITPAT, Koara ,BUUTUBU [10TpHEeOBH MHUKPO
TOPHUOT AepM U enraepmorpornusam.(X&E) abrecu

3. CD 8 T keTK# BO €MUICPMHUCOT 4. IMyHOXHCTOXEMHCKO UCTTUTYBAHE
nokaxxyBa n3oomictso CD 3+T
KIIETKH BO €TIHICPMHIC
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ISCL/EORTC CLASSIFICATION AND STAGING (2007)

IB (T2, NO, MO, BO)

Skin 1A T4 NO MO BO-1
T1 Limited patches and/or plaques covering < 10% of the skin surface
T1a (patch only) vs T1b (plague = patch) 1B T2 NO Mo B0-1
T2 Patches or plaques covering = 10% of the skin surface A T1-2 N1-2 MO BO-1
T2a (patch only) vs T2b (plaque + patch)
1]} T3 NO-2 MO BO-1
T3 One or more tumors ( = 1-cm diameter)
T4 Erythema covering = 80% body surface area MA b B Mo EQ
Node s T4 NO-2 MO B1
NO No clinically abnormal peripheral lymph nodes IVA1 T1-4 NO-2 MO B2
» \") T1-4 N M B
Dutch grade 1 or NCI LNO-2 (a = clone negative / b = clone positive 8% ¢ 2 e
N2 Clinically abnormal peripheral lymph nodes; histopathology IVB T1-4 NO-3 M1 Bo-2
Dutch grade 2 or NCI LN3 (a = clone negative / b = clone positive)
N3 Clinically abnormal peripheral lymph nodes; histopathology
Dutch grade 3-4 or NCI LN4 (a = clone negative / b = clone positive
Nx Clinically abnormal peripheral lymph nodes; no histologic
confirmation
Visceral
I MO No visceral organ involvement I
M1 Visceral mvolvement
Blood
BO Absence of significant blood involvement: < 5% of peripheral blood
lymphocytes are atypical (Sézary) cells
B1 Low blood tumor burden: > 5% of peripheral blood lymphocytes are
atypical (Sézary) cells but does not meet the criteria of B,
B2 High blood tumor burden: = 1000/uL Sézary cells with positive clone
XUMomurMeHTHPaHUOT THII(3a MpBHat o00jaBeH1973,Kaj
TEPAHI/HA (bOTOTI/Il'I 4-5,Kaj Oesata paca,ImoyecTa BHpV[iaHTa BO
. . Tfnomsiaga nonynauu]'a)
Bo nepuogor Maj/Jynu2015 opaunupana tepanuja (PUVA-
Psoralen +UVA) 35 ekcriosuuuu XuneprnurmeHTHpaH Tum(3a mpemaT objaBeH 1987,Kaj
’
B A 2015 (bOTOTI/IH 4-5,Hp€T€3HO Kaj Oeara paca ,Kaj IIoBO3paCHa
0 I1epuop ]Y}II/I / BI'YCT . (npenopa}(a 3a IpUpoJHa o OHYHHHPIj a)

(otoTepnuja).
Jlau e HAIIMOT C/TyYaj HOBA BapujaHTa OfI CIIEKTapOT Ha

[Tocnemna kontponma CemremBpu 2015 6e3 mporpecuja M® JTucxpomika ?

Ha  OojecTaapiyjaiHa  peMHUCHja(lIofo0apyBambe

HA  XUTepIUTMEHTAIMUTe, HeMa perurMeHTaiuja Ha O/ AWMATHOCTHUKA ACTIEKT KIMHWYKUTE BAPUjAHTH HMAAT
[IeTArMeHTHPAHUTE JIe3UH, CPe/IeH jajiex. rojieMo 3Hauewe,3a MOJleCHa W MoOp3a [IUjarHOCTHKA
,3aT0A IITO MOYETHUTe cTajuymu Ha M® ce Temku 3a
JIjarHo3a 3aToa IITo MOCTOM CIIeKTap off A epeHIrjaTHu
IMjarHO3M.

[Ipemopauana Tepanimuja JOKaJIHH KOPTHKOCTEPOUIN U
€MOJIEHTH.

JTUCKYCHJA PE®EPEHIIN

Ora [ITO TO Tpasn 0BOj NpHUKa3 Ha CHanj. MHTEPECEH 1 Alibert JLM (1806) Description des Maladies de la peau
e HajIpBo BO3pAcTa Ha MAIMEHTKATA ,OHfiejkH BO oBaa observes a | Hospital Saint Louis, Paris, Borris 157

BO3pacT MCKIYYUTETHO PETKO ce jaByBa oBaa Oornect./

BTOPUOT MOMEHT KOj IITO € OMTPUTAHTEeH e KIMHUYKATa ) o )
and leukemias. In Lever’s histopathology of the skin,
C/IMKa Ha OOTecTa o XUIO-XUIepIUrMEeHTHPAHH JIe3HH.

9th edition. Lippincot Williams and Wilkins 927-978
Bo nureparypara omuinanu ce 31 KIMHUYKO-TIATONOIIKA
BapujanTa Ha M@ Kajie ITO KaKo Moce0HN BapyjaHTH ce 3. Van Doorn R’. Van Ha'selen (;W’ Voorst Va.der PC, et al.
onumanu XurepnurMeHTHpan 1 XUTomirMeHTUPaH THIL. (2000) Mycosis fungoides: Disease evolution and prog-

2. Murphy GF, Schwarting R (2005) Cutaneous lymphomas
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nosis of 309 Dutch patients. Arch Dermatol 136:504-510

4. Vergier B, De Muret A, Beylot-Barry M, et al. (2000)
Transformation of mycosis fungoides: Clinicopathologi-
cal and prognostic features of 45 cases. French study
group of cutaneous lymphomas. Blood 95:2212-2218

5. Kim YH, Hoppe RT (1999) Mycosis fungoides and the
Sezary syndrome. Semin Oncol 26:276-289

6. Nagatani T, Matsuzaki T, Lemonto G, et al. (1990) Com-
parative study of cutaneous T cell lymphoma and adult
T cell lymphoma/leukemia, clinical, histopathologic
and immunohistochemical analysis. Cancer 66:2380-
2386

7. Barcos M(1993) Mycosis fungoides, diagnosis and patho-
genesis. Clin Pathol 99:452-458

8. Glusac EJ (2003) Criterion by criterion, mycosis fungoi-
des. Am ] Dermatopathol 25:264-269
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In Memoriam I

IN MEMORIAM &

DR ALIMEHMEDI 1956-2019

Ali Mehmedi

Dr Ali Mehmedi, u lind mé 12 Mars 1956 né f. Shitové Kércové. Rrjedh nga njé familje intelektualésh. Shkollén fillore
dhe té mesme i kreu né Kércové. Studimet e mjekésisé né Universitetin Shén Kiril dhe Metodi né Shkup ku dhe
diplomoj né vitin 1983.

Pas diplomimit u punésua si mjek i praktikés sé pérgjithshme né Qendrén Mjekésore Kércové .

Né vitin 2000 fillon me specializimin Pediatri té cilén me sukses e kryen né vitin 2004. Punoj né repartin e pediatrisé
prané Spitalit té pérgjithshém Kércové deri né ndarje nga jeta.

Pas specializimi ka kryer disa trajnime dhe specializim nga lémin e Pediatrisé dhe Farmacisé né vend dhe jashté si
ai né Universitetin e Lubjanés 2015. Ishte anétaré i Shoqatés té Mjekéve shqiptar dhe asociacioneve té tjera , si té
Dhomés té Mjekéve né RM.

Dr Ali Mehmedi , né punén e tij profesionale si mjek dhe specialist u dallua si punétor i palodhshém pér zellshméri,
korrektési dhe profesionalizém. Né kujtesén toné do té mbetet si vélla, kolegé, humanist, shok, besnik dhe dinjitoz.

Ndérroj jeté 20.08.2019
Lavdi.
Pérgatiti : Prim Dr Ilmi Mehmedi
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UDHEZIME PER AUTORET

Kéto té dhéna jané né pajtim me
“Kérkesat uniforme pér Doréshkrimet e Pranuara né
Revistat Biomjekésore”
Dokumentin komplet mund ta gjeni né www.icmje.org)

Medicus éshté revisté ndérkombétare gé boton punime
origjinale shkencore, véshtrime revyale, punime
profesionale, prezentime rasti, kumtesa té shkurtra,
recenzione librash, raporte nga tubime shkencore, letra
dhe editoriale nga fusha e mjekésisé, stomatologjisé,
farmakologjisé si dhe nga fusha tjera té péraferta bio-
mjeksore.

Revista éshté organ i “Shogatés sé Mjekéve Shqiptaré né
Magedoni.”

Gjuha e botimeve éshté né Gjuhé Shqipe dhe Angleze
(késhilli redaktues mund té vendosé nése botimet do
té jené edhe né gjuhé tjera). Autoréve u kérkohet té
lektorojné dhe té redaktojné unimin e tyre veté, né
gjuhén pérkatése.

Ju lutemi pérdoreni madhésiné standarde té punimit né
format: Word pér Windows, Times New Roman 12.

Doréshkrimet dérgohen né format elektronik, qofté me

CD ose pérmes e-mailit tek Kryeredaktori,
Prof. Dr. Nevzat Elezi,

Zyra e Redaksisé, rr. Mehmed Pashé Deralla
nr.16, 1200 Tetové, apo né

e-mail: shmshm@live.com

Revista pér njé numér pranon jo mé shumé se njé artikull
nga njé autor, dhe jo mé shumé se dy si ko-autor.

Autorét duhet té deklarojné se kontributi i tyre nuk éshté
publikuar apo pranuar pér publikim diku tjetér, pérderisa
nuk pérfundon procedura vlerésuese ne Revistén toné.

Autorét gjaté aplikimit duhet té pérmbushin formen e
kerkuar nga Komiteti Ndérkombétar i Redaktoréve té
Revistave Mjekésore (ICMJE) pér Kriteret e autorésisé,
respektivisht “Kérkesave uniforme pér Doréshkrimet e
Pranuara né Revistat Biomjekésore”, cilén mund ta gjeni
né www.icmje.org .

Revista do té njoftojé pranimin e artikullit tuaj brenda
shtaté ditésh dhe do t'ju béjé me dije se kur do té
informoheni pér vendimin e késhillit redaktues.

Artikujt pér t'u botuar né Medicus do té recensohen.
Késhilli redaktues do té marré parasysh komentet
e recensuesit dhe pastaj mund té kérkojé nga autori
ndryshime apo plotésim té punimit.
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These guidelines are in accordance with the
“Uniform Requirements for Manuscripts Submitted
to Biomedical Journals”

(The complete document appears at wwuw.icmje.org)

Medicus is an international journal of that publishes
papers from all areas of medical research. Furthermore,
the journal indends to bring educational material of high
quality to its members for continuous medical education
(CME), by publishing original research, professional and
review papers, case reports, brief communications,
literature summary articles and editorials.

The Journal is official organ of the »Association of
Albanian Medical Doctors from Macedonia«.

The language of publication is Albanian and English (the
editorial board may decide whether other language will
be used for publications). Authors are requested to have
their paper proof-readed and edited for the respective
language.

Please use standard-sized paper and submit your article
in the following formate: Word for Windows, Times New
Roman 12.

Manuscripts should be submitted in electronic format,
either on disc or by e-mail to the Editor-in-Chief,

Nevzat Elezi, MD. PhD

Editorial Office, Str. Mehmed Pashe Deralla,
No 16, 1200 Tetovo,

Email: shmshm@live.com

The Journal allows submission of no more than one
article as an author, and at most two, being a co-author
per issuance.

The authors attest that their contribution has neither
been published nor submitted for publication elsewhere,
untill the editorial procedure is over.

Authors should adhere to the International Committee of
Medical Journal Editors (ICMJE) authorship criteria in so
far as they apply. These can be found at www.icmje.org.

The Journal will acknowledge receipt of your article
within seven days and let you know when you will be
informed of the editorial board’s decision.

Articles to be published in Medicus will be peer-reviewed.
The editorial board will take into account the reviewer’s
comments and may then promt the author for changes or
further work.
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Numri i fageve (pérfshiré tabelat dhe/ose figurat/
ilustrimet) varet nga lloji i artikullit:

punim origjinal hulumtues -deri nel2 fage dhe jo mé
shumé se 6 tabela dhe/ose grafikone/fotografi;

punim profesional ose punim revyal - deri ne 8 fage dhe
jo mé shumé se 4 tabela dhe/ose figura/imazhe;

prezantim rasti apo kumtesé e shkurtér - deri 6 fage dhe
maksimum 3 tabela dhe/ose figura/imazhe.

Letér redaksisé - deri 2 faqe

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 béré
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 kyge -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 qé
kérkohet nga Medicus éshté i formatit Vancouver (shihni
Informacionet plotésuese pér autorét).

Shkurtimet (akronimet) pérdoren pér njésité matése,
kurse né raste tjera kur pérmendet pér heré té paré, ai
duhet té jeté i sqaruar me fjalén bazé bashkangjitur.

Pér té gjitha barnat duhet té pérdoren emrat gjenerik
ndérkombétar. Nése né hulumtim jané té pérdorura
brendet e patentuara, pérfshini emrin e brendit né kllapa
né paragrafin e Metodave.

Doréshkrimi i dérguar tek botuesi duhet té shénohet nga
autorét , nése jané né seksionin e “punimeve origjinale
shkencore” apo né pjeset tjera pérmbajtesore té revistés.

Autorét marrin dy kopje té botimit pérkatés.

Information for authors I

The number of pages (including tables and/or figures/
illustrations) is dependent upon the type of the article:

original research paper - up to 12 pages and no more
than 6 tables and / or graphs / pictures;

professional or review paper - up to 8 pages and no more
than 4 tables and / or figures / images;

case report or brief communication - up to 6 pages and
a maximum of 3 tables and / or figures/images.

Leter up to 2 pages

With the manuscript, provide a page giving the title of
the paper; the name(s) of the author(s), including the
first name(s) and no more than two graduate degrees;
the name of the department and institution in which
the work was done; the institutional affiliation of each
author; and the name and address of the author to whom
reprint requests should be addressed. (see Additional
Information for Authors)

Provide an abstract of not more than 250 words. It should
consist of four paragraphs, labeled Backround, Methods,
Results and Conclusions. They should briefly describe,
respectively, the problem being in the study, how the
study was performed, the salient results, and what the
authors conclude from the results.

Tables, figures and legends (see Additional Information
for Authors)

Three to five key words or short phrases should be added
to the bottom of the abstract page.

Quotations of references in the text should primarily be
fromjournals indexed in PubMed which have proven their
significance. The style of references required by Medicus
is the Vancouver format (see Additional Information for
Authors).

Except for units of measurement, abbreviations are
discouraged. The first time an abbreviation appears it
should be preceded by the words for which it stands.

The international generic names should be used for all
drugs. When proprietary brands are used in research,
include the brand name in parentheses in the Methods
section.

All manuscript sent to the editor should be noted by the
authors whether they are meant for the “original research
papers” section or the rest of the journal’s content.

The authors receive two copies of the relevant issue.
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Informacione plotésuese pér autorét

I. Fagja e paré - ballina: Duhet té pérmbajé: (a) titullin e punimit, té
shkurtér, por informativ; (b) emri, inicialet e emrit té mesém dhe
mbiemrit té secilit autor; (c) institucioni; (d) emri i departamentit
@é 1 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.

II1. 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 (gé
né fakt éshté natyra e problemit dhe réndésia e tij). Pér té béré
kété duhet té béni njé hulumtim té literaturés - duke kérkuar,
gjetur dhe lexuar punimet pérkatése, qé duhet té jené si referencé
né doréshkrimin tuaj. Sqaroni hipotezat tuaja dhe planifikoni t'i
testoni ato, si dhe pérshkruani géllimet tuaja. Kini géndrim té
qarté se cka prisni té gjeni dhe arsyet qé ju udhéhogén tek hipotezat
qé keni krijuar. Objekti i hulumtimit mé sé shpeshti fokusohet kur
parashtrohet si pyetje. Mos pérfshini té dhéna apo rezultate nga
puna 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) garté, duke pérfshiré kriteret e pérshtatshme (inkluzive)
dhe pérjashtuese (ekskluzive).

Parimi udhéheqés duhet té jeté i qarté 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

Revisté mjekésore - MEDICUS | 248

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.
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(MeSH); if there is no appropriate MeSH term for some newly
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III. 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 gé 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 qé 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, si¢c jané
vlerat p, qé déshtojné té transmetojné informacion té réndésishém
mbi madhésiné e efektit. Jepni detaje rreth pérzgjedhjes sé rasteve
(randomizimi) dhe pérshkruani metodat dhe sukseset e vro-jtimit
gjaté realizimit té studimeve té verbuara. Definoni termet
statis-tikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

3. Rezultatet: Ky paragraf duhet t'i béjé gjetjet tuaja té qarta.
Prezantoni rezultatet tuaja né rend logjik né tekst, tabela dhe
ilustrime, duke dhéné sé pari rezultatet kryesore ose mé té
réndésishme. Mos i pérsérisni té gjitha té dhénat né tabela apo
ilustrime, né tekst. Nénvizoni ose pérm-bledhni shkurtimisht
vetém vrojtimet mé té réndésishme.

Kur té dhénat pérmblidhen né paragrafin e Rezultateve, jepni
rezultate numerike jo vetém si derivate (pér shembull, pérqindja)
por gjithashtu si numra absolut nga té cilét derivatet jané
llogaritur, dhe specifikoni metodat statistikore qé jané pérdorur
pér t'i analizuar ato.

Kufizoni tabelat dhe figurat né aq sa jané té nevojshme pér té
sqaruar argumentin e punimit dhe pér té vlerésuar té dhénat
ndihmése. Duke pérdorur grafikonet pér té reprezentuar té
dhénat tuaja si alternativé e tabelave, do té rrisé kuptueshmériné
e lexuesit. Mos i dyfishoni té dhénat né grafikone dhe tabela. Duhet
té jeni té qarté se cili lloj i grafikoneve éshté i pérshtatshém pér
informacionet tuaja. Pér shembull, pér té reprezentuar korelimin
mes dy ndryshoreve, preferohet grafiku vijézor, krahasuar me
grafikun rrethor apo né formé shtyllash.

Sa i pérket té gjitha paragrafeve, qartésia dhe té génit i thukté
éshté kyce. Mos prezantoni té njéjtat té dhéna mé shumé se njé
heré. Kufizojeni veten né té dhénat qé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-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 cfaré 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 gé té
jené né koordinim me refer-encat e cituara né tekst. Shkruani njé
pérshkrim té shkurté té tabelés nén titullin. Cdo sgarim shtesé,
legjendé ose sgarim 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 fuginé e pérfundimeve
tuaja. Duhet gjithashtu té merrni né konsideraté ndérlikimet e
gjetjeve pér hulumtimet né té ardhmen dhe pér praktikén klinike.
Lidhni pérfundimet me géllimet e studimit, por evitoni géndrimet
dhe pérfundimet e pakualifikuara, gé nuk mbéshteten né ményré
adekuate nga té dhénat. Shmangni prioritetet deklarative apo té
aludoni né punén qé nuk éshté krahasuar.

5. Referencimi: Referencat jané baza mbi té cilén éshté ndértuar
raporti juaj. Shqyrtimi i literaturés dhe leximi i referencave
giithmoné duhet té jeté piké fillestare e projektit tuaj. Ky
paragraf duhet té jeté i sakté dhe té pérfshijé té gjitha burimet e
informacionit qé keni pérdorur.

Né formatin “ Vancouver” , referencat numérohen njé nga njé, sikur
qé shfagen né tekst dhe identifikohen me numra né bibliografi..

Shénoni té gjithé autorét kur jané gjashté e mé pak; kur jané
shtaté ose mé tepér, shénoni tre té parét, pastaj shtoni “et.al.”
Pas emrave té autoréve shkruhet titulli i 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, titullii
librit (mund té citohet edhe titulli i kapitullit para titullit), vendi
i botimit, botuesi dhe viti.
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as for the full text. Do not send tables as photographs. Each table
should be cited in the text.Tables should be numbered so that they
will be in sequence with references cited in the text. Provide a brief
explanation of the table below the title. Any additional explanations,
legends or explanations of non-standard abbreviations, should be
placed immediately below the table.

4. Discussion: This section is where you interpret your data
and discuss how your findings compare with those of previous
researchers. Go over the references of your literature review and
see if you can determine how your data fits with what you have
found.

You also need to account for the results, focusing on the
mechanisms be-hind the observation. Discuss whether or not your
results support your original hypotheses. Negative findings are just
as important to the de-velopment of future ideas as the positive
ones.

Importantly, there are not bad results. Science is not about right or
wrong but about the continuing development of knowledge.

Discuss how errors may have been introduced into your study
and what steps you took to minimise them, thus showing that
you appreciate the limitations of your work and the strength of
your conclusions. You should also consider the implications of
the findings for future research and for clinical practice. Link
the conclusions with the goals of the study but avoid unqualified
statements and conclusions not adequately supported by the data.
Avoid claiming priority or alluding to work that has not been
compared.

5. Referencing: The references are the foundation on which your
report is built. Literature searches and reading of references
should always be the starting point of your project. This section
must be accurate and in~clude all the sources of information you
used.

In the Vancouver format, references are numbered consecutively
as they appear in the text and are identified in the bibliography by
numerals.

List all authors when there are six or fewer; when there are
seven or more, list the first three, then add “et al.” The authors’
namer are fol-lowed by the title of the article; the title of the
journal abbreviated ac-cording to the style of Index Medicus; the
year of publication; the volume number; and the first and last
page numbers.

References to books should give the names of any editors, place
of publication, editor, and year.

In the text, reference numbers are given in superscript. Notice
that issue number is omitted if there is continuous pagination
through-out a volume, there is space between volume number and
page numbers, page numbers are in elided form (51-4 rather than
51-54) and the name of journal or book is in italics.The following is
a sample reference:
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Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
céshtja e numrave neglizhohet nése ka numértim té vazhdueshém
pérgjaté gjithé véllimit, ka hapésiré mes numrit té véllimit dhe
numrit té fages, numrat e fageve jané né kété formé: 51-4 né vend té
51-54, dhe emri i revistés ose librit éshté né italic. Né vazhdim éshté
njé shembull i referencés:

Artikujt e revistave:

1. Lahita R, Kluger J, Drayer DE, Koffler D, Reidenberg MM. Antibod-
ies to nuclear antigens in patients treated with procainamide or
acetylpro-cainamide. N Engl ] Med 1979;301:1382-5.

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
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 femijéve 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 qé ju kané
pérkrahur me teknika eksperimentale deri tek ata gé ju kané
késhilluar deri né bér-jen e doréshkrimit final.

7. Formati i fajllit té té dhénave pér ilustrimet (figurat): JPG

Nése pérdoren fotografité e pacientéve, qofté subjekti, qofté
fotografité e tyre nuk duhet té jené té identifikuara, ato duhet té
shogérohen me lejen e shkruar nga ta pér pérdorimin e figurés.
Format e lejuara jané né dispozicion nga redaksia.

Nése fajllet e té dhénave jané shumé té médha pér t'u dérguar me
e-mail, rekomandohet dérgimi me CD né adresén toné.

8. Legjendat pér Ilustrimet (Figurat)

Legjenda e tabelés duhet té vendoset mbi tabelé. Referenca e njé
tabeleje, e cila éshté marré nga ndonjé publikim tjetér, duhet té
vendoset poshté tabelés. (Eshté pérgjegjési e autorit té sigurojé
lejen e ribotimit nga botuesit e atij botimi) Legjenda e figurés
duhet té vendoset né fund té fages. Referenca e figurés e marré
nga ndonjé tjetér publikim vendoset né fund té legjendés. (Leja e
ribotimit duhet té sigurohet nga botuesi i kétij botimi).
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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. ColsonJH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.

5. Department of Health. National service framework for coronary
heart disease. London: DoH, 2000.

www.doh.gov.uk/nsf/coronary.htm (accessed 6 Jun 2003).

6. Osler AG. Complement: mechanisms and functions. Englewood
Cliffs: Prentice-Hall, 1976.

Avoid using as references abstracts; “unpublished data” and
“personal communications”. References to accepted but yet
unpublished articles are allowed to be made, only if you note “in
press”.

6. Acknowledgements: You may wish to acknowledge people who
have helped you. These can range from those who supported you
with exper-imental techniques to those who read or offered advice
on your final manuscript.

7. Data file format for illustrations (figures): JPG

If photographs of patients are used, either the subjects should not
be identifiable or their pictures must be accompanied by written
permis-sion to use the figure. Permission forms are available from
the Editor.

If data files are too big for transmission as an Email attachment
submis-sion of a CD to our address is recommended.

8. Legends for Illustrations (Figures)

The legend of a table has to be placed above the table. The reference
of a table, which has been taken from another publication, must
be placed below the table. (It is the author’s responsibility to
obtain the permission of reproduction from the publishers of the
publication.) Figure legends are to be placed at the end of the paper.
The reference of a figure taken from another publication stands
at the end of the legend. (Permission of reproduction must be
obtained from the publishers of this publication).
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