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Betimi i Hipokratit

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

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

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

X The Oath of Hippocrates

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

" entering medical practice, I do solemnly pledge myself to consecrate

7 my life to the service of humanity. I will give my teachers the respect
E. and gratitude which is their due. I will practice my profession with

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

* consideration. I will respect the secrets which are confided in me, even
& after the patient has died. I will maintain by all the means in my
power, the honor and the noble traditions of the medical profession.

My colleagues will be my brothers.

A R T
F

[ will not permit considerations of religion, nationality,
race, party politics or social standing to intervene
between my duty and my patient. I will maintain the
utmost respect for human life from its beginning even
under threat and I will not use my medical knowledge . fa"&
contrapy to the laws of humanity. I make these :
pron;-i;s,és solemnly, freely and upon my honor
e

......
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THE IMPORTANCE OF HPV VACCINATION IN THE PREVENTION OF

CERVICAL CANCER

Dejan Filipovic!, Viktor Kamnar?, Vladimir Chadikovski®, Kristina Stavridis*

'PHO Dermatovenerology Clinic - Skopje, Republic of North Macedonia,
2PHO Orthopedic Clinic - Skopje, Republic of North Macedonia,

SPHI Acibadem Sistina - Skopje, Republic of North Macedonia,

*PHO Institute for Public Health of Republic of North Macedonia

ABSTRACT

Medicus 2021, Vol. 26 (1): 7-11

Vaccination is one of the most effective and efficient measures of primary prevention.

Almost 95% of all cervical cancers are associated with HPV and most HPV-related morbidities and mortality belong

to this type of cancer.

All three types of HPV vaccine (bivalent, quadrivalent, nine-valent) are effective in preventing HPV infections and
are one of the first primary ways to prevent cancer, globally.

The HPV vaccine is a recombinant vaccine, which means that it does not contain live viruses but genetically
engineered protein particles that resemble viruses. One of the main goals of the WHO immunization program
in the European region, with which the goal of the immunization program in Republic of North Macedonia is
harmonized, is to achieve and maintain high coverage by immunization with the recommended number of vaccine
doses according to age, with special emphasis on children belong to vulnerable population groups.

Key words: cervical cancer, prevention, HPV vaccination.

INTRODUCTION

Vaccination is one of the most effective and efficient
measures of primary prevention.

Regardless of the fact that human being stand out
from other forms of life with his technological skill
which is constantly progressively growing and which
has enabled us to have 1000 times more of us on the
planet than if there were no such insertion, the laws of
nature apply to humans as well. Thus, written history
says that more people perished from infections and
contagions than from all other causes combined:
wars, starvation, winters and natural disasters.

Today, the achievements of civilization have made
it possible to distinguish this image. However, we
should know that along with human development,
microorganisms are also improving - the causes of
infectious diseases, so it is not an unknown claim that
the greatest threat to human survival is not wars, not
nuclear war, not unpredictable nuclear cataclysms, but
viruses (from “The Truth About Vaccines”, Prof. d-r Zoran
Radovanovic).

OBJECTIVE

To emphasize the importance of HPV vaccination in the
prevention of cervical cancer and to show the scope of

7 | Medical Journal - MEDICUS
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vaccination against HPV infection in Republic of North
Macedonia in the period from 2014 to 2019.

MATERIAL AND METHODS

The data were taken from the database of the Institute
of Public Health of RNM. A descriptive epidemiological
method was used.

RESULTS

Human papillomaviruses (HPV) are a large group of
viruses with more than 200 different types, and about 30
of them are sexually transmitted. Some of the HPV types
cause the appearance of warts (condyloma acuminata),
while some of the HPV types cause cervical dysplasia
with the potential to transform into cervical cancer as
well as cancer of the female and male genitals, mouth and
pharynx. Infected individuals usually have no symptoms.
The human beings are the only reservoir of infection. It
is the most common sexually transmitted disease in the
world and the most common cause of the cervical cancer,
mouth and throat. Almost 95% of all cervical cancers are
associated with HPV and most HPV-related morbidities
and mortality belong to this type of cancer. Cervical
cancer is usually preceded by cervical intraepithelial
neoplasia - CIN that develops over a period of about 20
years after the initial infection with HPV. Within three
years of initial HPV infection in 68% of young women
with moderate dysplasia (CIN2) will come to regression, in
about 15-22% of women with CIN2 will appear high-grade
dysplasia (CIN3) and only in 0.2-4% of women with CIN3
there will be progression to squamous cell carcinoma.

HPV vaccination is important because in this way, almost
completely prevents the development of cervical cancer
in women, as well as condyloma, cancer of the external
genitalia, anus and pharynx, caused by the HPV viruses,
in both sexes.

The recommendation for HPV vaccination is to be
performed at the age of 9 to 14 years, before the start of
sexual activity. Vaccination can be performed later, for
women up to 26 years of age and for men up to 21 years
of age. So far, three types of HPV vaccines have been
developed: bivalent, quadrivalent and ninevalent. The
HPV vaccine is a recombinant vaccine, which means that
does not contain live viruses but genetically engineered
protein particles (VLP - virus like particles) that resemble
viruses. Protein particles are not contagious and do not
cause infection because they do not contain viral DNA

Revisté mjekésore - MEDICUS | 8
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and living biological parts. However, because these
particles resemble viruses, after vaccination, the body
produces antibodies against the HPV types present in the
vaccine. Antibodies are also produced against other HPV
types due to the existence of a cross-reaction.

The bivalent vaccine contains VLP HPV types 16 and 18,
which cause more than 70% of all cervical cancers. The
vaccine is registered for females aged 9 to 25 years.

The quadrivalent vaccine contains VLP HPV types 16 and
18, but also types 6 and 11 that cause condyloma, in both
sexes. The vaccine is registered for use in both sexes at
age of 9 to 26.

[t is estimated that more than 200 million doses of these
vaccines have been given so far in more than 80 countries
worldwide.

The ninevalent vaccine contains VLP HPV types 6, 11, 16,
18, 31, 33, 45, 52 and 58 and can be given to both sexes
between the ages of 9 to 26.

HPVvaccines are given in the deltoid muscle and reactions
after vaccination are usually mild and transient.

It has recently been determined that the vaccine is
effective for a slightly older population, and the US FDA
recommends it up to the age of 45.

It is important to say that no death or serious illness has
been associated with the HPV vaccine.

Table 1: Coverage of HPV vaccination of girls aged 12 to 14 in
Republic of North
Macedonia in the period 2014 - 2019.

Year | 2014 | 2015 |2016 (2017 |2018
% 537 |422 533 |[48.0 |546

2019
578

Average
504

Graph 1: Coverage of HPV vaccination of girls aged 12 to 14
in Republic of North

Macedonia in the period 2014 - 2019.

Table 1 and Graph 1 show the coverage of vaccination
against HPV infections in the Republic of North
Macedonia in the five-year period, from 2014 to 2019. We
note that the coverage is very low and ranges from 42.2%
in 2015 to 57.8% in 2019. Certainly, it is encouraging that
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the trend of HPV vaccination coverage in RNM is on a
slight increase and we will continue efforts and activities
to increase coverage as much as possible.

Bivalent and ninevalent have been available for 9
years and have the most consistent data on efficacy in
preventing HPV-induced cancer.

The bivalent vaccine was evaluated in a phase 3
clinical trials in Europe, called Papilloma Trial
against Cancer in Young Adults, supported by
the pharmaceutical company GlaxoSmithKleine.
In this study, the vaccine showed 92.9% efficacy in the
prevention of CIN2 in 18.000 women aged 15-25 years,
with normal cytology or low-grade cervical dysplasia.
CIN2 lesions are usually associated with HPV serotypes
16 and 18. The vaccines showed 33.6% efficacy in the
prevention of CIN3 lesions in patients with a history of
HPV infection.

Follow-up studies, after 6.4 years of follow-up in 776
women without previous HPV exposure, show 95.3%
efficacy in preventing HPV 16/18 infection and 71.9%
efficacy in preventing CIN 2 lesions. After 9 years of
follow-up, the vaccine was 100% effective against HPV
16/18 infection, and there was no difference in the degree
of prevention of CIN2 or CINS.

The quadrivalent vaccine was evaluated in clinical
trials supported by the pharmaceutical company Merck:
Females United to Unilaterally Reduce Endo/Ectocervical
Disease, “FUTURE” clinical trials. In the first smaller
study, the vaccine showed 100% efficacy in preventing
CIN2/3 in women without previous HPV exposure.
However, in women with HPV history, there was no
statistically significant difference in the incidence of
CIN2/3 lesions. The follow-up clinical trial “FUTURE II”,
included 12.000 women aged 15-26 years with a history
of abnormal Papanicolaou test and with less than 4
sexual partners in this group, the vaccine showed 98.0%
efficacy in the prevention of CIN2/3, HPV 16/18 and
adenocarcinoma in situ.

The efficacy of the ninevalent vaccine was evaluated in a
phase IIb-III study supported by Merck. In 14.215 low-risk
women, aged 16-26 years, were assigned to receive three
doses of the ninevalent vaccine. The vaccine showed
96,0% efficacy in the prevention of high-grade CIN,
high-grade vaginal intraepithelial neoplasia, vulvar and
vaginal carcinoma, associated with the nine HPV types
targeted by this vaccine (0.1 vs 1.5 cases per 1000 persons
per vear) and 96.0% efficacy in preventing persistent
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infections associated with the same HPV types (2.1 vs 52.4
cases per 1000 persons per year).

According to randomized clinical trials, all three types of
HPV vaccine are effective in preventing HPV infections
and are one of the first primary ways to prevent cancer
globally.

DISCUSSION & CONCLUSION

The fear of the new is natural, whether it is justified or
not. Fear is usually associated with the emergence of new
vaccines, but the reasons for distrust of vaccines today are
quite different than before. Namely, many infections are
absent or very rare, thanks to vaccines and vaccination,
so it seems to parents that today it is unnecessary to
vaccinate children by exposing children to stings for the
sake of vaccines. In addition, fears from postvaccination
reactions and long-term harm from them take first
place in parent’s doubts due to the absence of diseases
and infections that are prevented exactly with vaccines.
Concern among parents arises only when an epidemic
of a vaccine-preventable disease occur, certainly due to
nonvaccination.

What is the antivaccination movement? From several
definitions, I will list one from 2012: "A movement that
opposes active immunization in an unscientific way with
activities aimed at rejecting vaccination with denial and
unjustified disparagement of peer-reviewed scientific
literature, available evidence, and finally the honesty
of the motives of people who produce, recommend and
administer vaccines!”

A prominent British professor of genetics has
commented the war on the truth about vaccines over
Andrew Wefield’s (discredited former British doctor,
gastroenterologist, anti-vaccine activist, deleted from the
British Medical Register for unethical behavior, scientific
fraud and publishing a fake research paper claiming that
the measles, mumps and rubella vaccine was linked to
autism and intestinal disease) article and anti-vaccine
activity: “It is almost incomprehensible to normal
people that there is organized resistance to vaccines.
A special place in hell should be set aside for people who
want to kill or maim their children by not vaccinating”.

Croatian epidemiologist, directed his anger at those
doctors who spread fear of vaccination, who should
have revoked their licenses and who should be sent for
reeducation. When doctors with academic titles take an
anti-vaccine stance, it must be subjected to a further blow
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of criticism, not only because of unprofessionalism, but
also because of unethical behavior and violation of the
university code of professional ethics.

“We have resistance because of skepticism, beacause
of the anti-vaccine environment that has been created
in the world. When distrust of any vaccine starts, it is
transmitted to everyone else. When it comes to the HPV
vaccine, it is completely meaningless, because it is one of
the safest vaccines according to all the data that currently
exists”, says Dr. Kon, a prominent Serbian epidemiologist.

Both, globally and locally, there is no reputable, honorable
and recognized medical professional who is against
vaccination.

[ think that the senselessness of anti-vaccine movements
(which are also represented by many medical experts),
unfortunately is quite clear and that the benefit of
this civilized achievement in the field of medicine, the
vaccine, is also quite clear.

By saving a large number of human lives, which according
to the most modest estimates is measured in millions,
active immunization (vaccination) has achieved by far
the greatest effect of all the achievements of scientific
medicine in preserving the health and prolonging the
life of the human species.Vaccination is largely credited,
due to the fact that the mortality rate of children from
infectious diseases in many countries today is less than
one per mill, while only 100 years ago in the richest
countries it reached up to 50%.

One of the main goals of the World Health Organisation
immunization program in the European region, along
with the goal of the immunization program in RNM is to
achieve and maintain high coverage of immunization with
the recommended number of vaccine doses according to
age, with special emphasis on children who belong to
vulnerable population groups.

The goal of systematic immunization in RNM is to
achieve and maintain coverage of at least 95% by the
mandatory immunization program at the level of the
entire population of children who should be vaccinated
according to the calendar in order to prevent diseases,
possible complications requiring hospital treatment and
deaths.

The basic precondition for successful immunization is
safe immunization with use of vaccines that meet WHO
standards.

The efforts and activities of all relevant institutions in
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the RNM will continue to maximize the coverage of HPV
vaccination as one of the most effective ways to prevent
cancer associated with HPV infections.
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ABSTRACT

Background. Papillary thyroid cancer is the most common thyroid cancer and accounts for over 70% of malignant
thyroid diseases. In the last few decades the incidence of the papillary thyroid cancer (PTC) has increased worldwide.
The aim of the study is to evaluate the Ki67 protein expression in papillary thyroid carcinoma and to correlate
with clinicopathological parameters (age, gender, tumor size, vascular invasion, capsule invasion, lymph node
metastasis, multifocality).

Materials and methods. The study population consists of 47 patients diagnosed with PTC, and benign thyroid
changes. After standard surgical procedure formalin fixed paraffin embedded (FFPE) tissue sections for standard
histological and immunohistochemically Ki67 analysis were obtained.

Results. Out of 47 patients, 24 (51.06%) were diagnosed with papillary thyroid cancer (Ki67expression varies in the
range 8.58-5.76%) and 23 (48.94%) were benign changes of the thyroid gland (expression of Ki67 varies in the range
1.61£1.23%). For Z = 5.49 and p <0.001 (p = 0.000) the cancers had significantly higher Ki67 expression than benign
tumors. There was no significant variation in Ki67 expression in papillary thyroid carcinoma in comparison to
cervical lymph node metastases and tumor position. These parameters vary with tumor size and multifocality.

Conclusion. Ki67 is an appropriate biomarker used to distinguish papillary carcinoma from benign thyroid lesions.
Ki67 expression was associated with tumor size and multifocality. High expression of Ki67 could be an important
indicator for assessing the clinical course and prognosis of the disease itself.

Key words. Papillary thyroid cancer, expression and Ki67

BACKGROUND the proliferative capacity of malignant cells. Ki67
protein expression is regulated by proteolytic processes,
including mechanisms controlled by key regulatory
complexes: cyclin B / cyclin-dependent kinases [5]. It
is structurally similar to other proteins involved in cell
cycle regulation [6].Ki67 is used in the evaluation of
clinical progression and prognosis of malignant tumors.
Relevant studies have reported strong protein expression

of Ki67 in highly malignant tumors [7]. The prognostic

Thyroid cancers are the most common tumors of the
endocrine system and make up about 95% of all tumors of
endocrine origin [1]. The development of thyroid cancers,
similar to other cancers, uncontrolled cell proliferation
must first occur. A number of hormones, growth factors,
and steroids regulate the proliferation and function of
normal and neoplastic thyroid tissue [2-4].

Cell proliferative activity is an important factor in
evaluating the behavior of malignant cells, and Ki67 is
one of the most commonly used markers for assessing
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The prevalence of papillary thyroid cancer is almost four
times higher in women than in men [8,9] and decreases
after menopause [10]. Papillary thyroid cancer is known
to have a better prognosis than other malignant tumors
of the human body, although about 10% show a worse
clinical course than expected. Higher prevalence among
women, especially during the reproductive period, is
observed in all regions and in all ethnic groups [11].

MATERIALS AND METHODS

This study was performed at the University Clinic for
Thoracic and Vascular Surgery at the University “St.
Cyril and Methodius” in Skopje, Republic of Macedonia,
while immunohistochemically and molecular analyzes
of surgical specimens were analyzed at the Institute of
Pathology, Faculty of Medicine, Skopje.

The study population consists of 47 patients that
underwent thyroidectomy for PTC or subtotal
thyroidectomy for benign thyroid disease (thyroid
adenomas, goiter). Patients were separated in two groups:
group A consists of 24 patients diagnosed with papillary
thyroid cancer and group B consists of 23 patients (control
group), patients with benign thyroid disease.

Preoperative examinations such as thyroid ultrasound,
fine-needle biopsy, and gland scan are performed at the
Institute of Nuclear Medicine and Pathological Physiology.
Patients with papillary carcinoma are examined by
CT scan of the neck with intravenous contrast at the
Radiology Clinic, while laboratory tests are performed at
the Institute of Clinical Biochemistry.

Surgical technique: Total thyroidectomy is performed
under general anesthesia and endotracheal intubation in
all cases. An incision of 4 to 6 cm is made in the lower
parts of the neck. At that point the subcutaneous tissue
and platysma are surgically dissected and we reach to a
group of infrahyoid musculature that is dissected. As a
result, we reach the thyroid gland, which is completely
removed (for subtotal thyroidectomy we remove only the
part of thyroid tissue that is pathologically altered) and
we are careful to preserve the parathyroid glands and the
n.laryngeus recurrens. When we have enlarged lymph
nodes we continue with elective cervical dissection.

After gross dissection, formalin fixed paraffin-embedded
(FFPE), 4 microns thick tissues sections were stained
in standard protocol and used to determine: tumor
location, tumor focality, size of the primary tumor,
the presence of lymphatic or vascular invasion,
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extrathyroidal extension into perithyroidal soft tissue,
number of lymph nodes with metastases, margin status
and the stage of the disease. The stage of the disease
was determined according to the criteria of the Union
for International Cancer Control (UICC), 8th edition [19].
The Ki67 immunostaining was performed using DAKO
monoclonal antibody (clone Mibl, dilution 1:150), by
semi-automated PT Link immunoperoxidase technique.
After deparaffinization and rehydration, samples were
pretreated with Target Retrieval Solution for 20 minutes
at 97°C and then incubated with primary antibody for 20
minutes at 25°C. For antibody detection EnVision FLEX,
DAKO visualization system ( 20 minutes at 25°C) and
chromogen -di-amino-benzene-DAB (5 minutes at 25°C)
were used. At the end slides were counterstained with
hematoxylin.

RESULTS
1. Gender

The study included 47 (100.0%) patients, of which 40 (85.1%)
were women and 7 (14.9%) men (Table 1). Out of 40 (85.1%)
women, 22 (46.8%) had benign changes in the thyroid
gland and 18 (38.3%) were diagnosed with papillary thyroid
cancer. Of 7 (14.9%) men, 1(2.1%) had a benign finding and
6 (12.8%) were diagnosed with papillary thyroid cancer.

There was no significant difference in the cross-tabulation
performed between the patient sex and the Fisher’s Exact
Test diagnostic finding p> 0.05 (p = 0.097) / Monte Carlo
Sig, (2-sided).

Table 1. Gender / Crosstabulation

Benign Type
Carcinoma Total
Count |22 18 40
Female
% 46,8% 38,3% | 851%
Gander
Count |1 6 7
Male
% 2,1% 12,8% 14,9%
Total Count |23 24 47
% la8o% |s11%  [1000%
1.1 Gender & Expression

In women, the expression value of Ki67 varies in the
range 5.13-5.76% and in men the expression value of Ki67
varies in the range 5.43+3.46%. For Z = 00.96 and p> 0.05
(p = 0.34) men have a slightly higher expression of Ki67
than women (Table 1.1).
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Table 1.1 Gender / Difference in expression

Rank Rank Valid N Valid
Variable Sum Sum U Z p-level Female N

Female | Male Male
Expression | 928,00 | 200,00 | 108,00 | -0,96 | 0,34 40 7

2. Age of patients

The age of the patients varies in the range 46.30 + 12.48
years.

Out of a total of 47 (100.00%) patients, 22 (46.81%) were
<45 years old (expression of Ki67 varies in the range 6.05-
4.92%) and 25 (53.19%) had > 45 vyears (expression of Ki67
varies in the range 4.40-5.97%). For Z = -1.63 and p> 0.05 (p
= (.10) patients who were <45 years of age had a slightly
higher expression of Ki67 than patients who were >45
years of age (Table 2).

Table 2. Patient age / Ki67 expression

Rank Rank Sum . ]
Variable Sum <fromd5 | U Z p-level Valid | Valid
N N
>45yrs | yrs
Expression | 523,50 604,50 198,50 | -1,63 | 0,10 25 22

3. Tumor size

Tumor size varies in the range of 1.95-1.13 centimeters.
Out of a total of 24 (51.06%) patients, 14 (29.79%) had tumor
size <2 cm (expression of Ki67 varies in the range 743,
4.50%) and 10 (21.27%) had a tumor size > 2 cm (expression
of Ki67 varies in the range of 10.20 + 710%). For Z = 00.88
and p> 0.05 (p = 0.38) patients who had a tumor size > 2
cm had a higher expression of Ki67 than patients who had
a tumor size <2 cm (Table 3).

Table 3. Tumor size / Ki67 expression

Rank Sum gﬂ;k Valid N | Valid N
Variable <from U A plevel | <from | from
> from
2cm 2 cm 2 cm
2cm
Expression | 160,000 140,000 | 55,00 | -0,88 | 0,38 14 10

4. Capsule invasion

Out of a total of 24 (51.06%) patients, 13 (27.66%) did not
have a capsule invasion (expression of Ki67 varies in the
range 7.62-5.77%) and 11 (23.40%) had a capsule invasion
(Ki67 expression varies in the range 9.73-5.80%). For Z
= 11.10 and p> 0.05 (p = 0.27) patients who had capsule
invasion had a slightly higher expression of Ki67 than
patients who did not have capsule invasion (Table 4).
Table 4. Capsule Invasion / Expression of Ki67
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Rank | Rank . X
Variable Sum Sum U Z p-level Valid N' | Valid N
No Yes
No Yes
Expression | 143,50 | 156,50 | 52,50 | -1,10 | 0,27 13 1

5. Vascular invasion

Out of a total of 24 (51.06%) patients, 23 (48.93%) had
vascular invasion of the tumor and in 1 (2.13%) patient
vascular invasion was not established.

In patients with vascular invasion of the tumor, the
expression of Ki67 varies in the range of 8.52-5.88%.

6. Lymph node metastases

Out of a total of 24 (51.06%) patients, 15 (31.91%) did not
have lymph node metastases (expression of Ki67 varies
in the range 793+4.28%) and 9 (19.15%) had metastases
in lymph nodes (expression of Ki67 varies in the range
9.67+7.81%). For Z = 0.00 and p> 0.05 (p = 1.00) There was
no significant difference in Ki67 expression between
patients who had or did not have lymph node metastases
(Table 5).

Table 5. Lymph node metastases / Ki67 expression

Rank [ Rank ] ]
Variable Sum | Sum U 7 plevel Valid N | Valid N
No Yes
No Yes
Expression | 187,50 | 112,50 [ 67,50 | 0,00 | 1,00 15 9

7. Tumor Type & Multifocality

The results shown in Table 6. refer to the performed
cross-tabulation between tumor type and multifocal
tumors. Of the 23 (48.9%) benign tumors, there was no
multifocality. Of the 24 (51.1%) diagnosed papillary thyroid
cancer, 18 (38.3%) had no multifocality and 6 (12.8%) had
multifocal tumors. In the performed cross-tabulation
between tumor type and multifocality for Fisheris Exact
Test p <0.05 (p = 0.022) / Monte Carlo Sig, (2-sided) there is
a significant difference.

Table 6. Tumor type & Multifocality

Yes Multifocality
No Total
. Count |23 0 23
Benign
% 489% | 0,0% 48,9%
Type
. Count |18 6 24
Carcinoma
% 38,3% 12,8% 51,1%
Total Count |41 6 47
% 872% |12,8% |100,0%
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8. Tumor type &/ Ki67 expression

Out of a total of 47 (100.00%) operated tumors, 24 (51.06%)
were diagnosed with papillary thyroid cancer (expression
of Ki67 varies in the range 8.58-5.76%) and 23 (48.94%)
were benign changes in the thyroid gland (expression of
Ki67 varies in the range 1.61£1.23%). For Z = 549 and p
<0.001 (p = 0.000) the cancers have significantly higher
expression of Ki67 than benign tumors (Table 7).

Table 7. Tumor type & / Ki67 expression

Rank

Variable Rank' Sum Sum U A p-level Valid, N Vah(,i N
Carcinoma . Carcinoma | Benign
Benign
Expression | 834,00 294,00 [ 18,00 | 549 | 0,000 | 24 23
DISCUSSION

Thyroid carcinomas mainly develop from follicular cells,
only medullary carcinoma develops from parafollicular
cells. Papillary carcinomas belong to the group of well-
differentiated thyroid cancers. Papillary carcinoma is the
most common primary tumor of the thyroid gland and
accounts for 70% to 80% of all thyroid cancers. It is more
common in women (the ratio of women to men is 2-4: 1)
and is less aggressive. However, biological behavior of
the tumor is not always as such. Part of papillary thyroid
carcinoma can manifest itself in an aggressive nature
such as the presence of cervical lymph node metastases,
recurrence of the disease itself, distant metastases and
even death [16].

Ki67 is a type of protein that acts in DNA binding and
is present during cell proliferation. As a marker of cell
proliferation, a number of studies are investigating its
use in the treatment of tumors. It is mainly located in the
cell nucleus and plays an important role in maintaining
a stable DNA structure during mitosis. Ki67 has become
an important indicator of tumor cell proliferation
activity. As Ki67 expression increases, the proliferative
activity of tumor cells also increases. Ki67 correlates
with the degree of differentiation, tumor invasion,
metastasis, and prognosis of many tumors. Patients
with high Ki67 expression have a poor prognosis [17].
In this study, the value of Ki67 expression in papillary
thyroid cancer relative to benign thyroid changes was
statistically significant. Some studies also confirm that
Ki67 expression is useful in the differential diagnosis of
papillary thyroid cancer [18].

This study showed that Ki67 expression in papillary thyroid
cancer is more evident, and correlates with multifocality.
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While capsule invasion, tumor size, and patients younger
than 45 vears had slightly greater expression of Ki67,
there was no correlation with sex, cervical lymph node
metastases or tumor position. With increasing tumor
size and multifocality, the intensity of expression and the
positive rate of Ki67 are evidently increased.

We demonstrate that expression of Ki67 is increased in
papillary thyroid cancer. Expression of Ki67 in papillary
carcinoma has been associated with tumor size and
multifocality.

CONCLUSION

Ki67 is an appropriate biomarker used to distinguish
papillary carcinoma from benign thyroid lesions.
Ki67 expression was associated with tumor size and
multifocality. High expression of Ki67 could be an
important indicator for assessing the clinical course and
prognosis of the disease itself.

REFERENCES

1. Antonio De la Vieja, Orsolya Dohan, orlie Levy and 1.
Nancy Carrasco. Molecular Analysis of the Sodium/
lodide Symporter: Impact on Thyroid and Extrathyroid
Pathophysiology. Physiological Reviews. 2000;80:1083-
1105

2. Bonacci R, Pinchera A, Fierabracci P, Gigliotti A, Grasso
L and Giani C: Relevance of estrogen and progesterone
receptors enzyme immunoassay in malignant, benign
and surrounding normal thyroid tissue. ] Endocrinol In-
vest 19: 159-164, 1996.

3. Metaye T, Millet C, Kraimps JL, Aubouin B, Barbier ] and
Begon F: Estrogen receptors and cathepsin D in human
thyroid tissue. Cancer 72: 1991-1996, 1993.

4. Nagy N, Camby [, Decaestecker C, Chaboteaux C, Gras T,
Darro F, Rocmans P, Kiss R and Salmon I: The influence
of L-triiodothyronine, L-thyroxine, estradiol-17beta, the
luteinizinghormone-releasing hormone, the epidermal
growth factor and gastrin on cell proliferation in organ
cultures of 35 benign and 13 malignant human thyroid
tumors. ] Cancer Res ClinOncol 125: 361-368, 1999.

5. Rahmanzadeh R, Hiittmann G, Gerdes J and Sholzen T:
Chromophore-assisted light inactivation of pKi67 leads
to inhibition of ribosomal RNA synthesis. Cell Prolif.
40:422-430. 2007. View Article : Google Scholar : Pub-
Med/NCBI

6. Choudhury M, Singh S, Agarwal S, et al (2011). Diagnos-

15 | Medical Journal - MEDICUS

AN



000000000000

Original scientific paper

10.

11.

12.

13.

14.

15.

16.

17

tic utility of Ki67 and p53 immunostaining on solitary
thyroid nodule--a cytohistological and radionuclide
scintigraphic study. Indian J PatholMicrobiol, 54, 472-57.
Weihua Z, Andersson S, Cheng G, Simpson ER, Warner
M and Gustafsson JA: Update on estrogen signaling.
FEBS Lett 546: 17-24,2003

Chen Y, Klingen TA, Wik E, et al (2014). Breast cancer
stromal elastosis is associated with mammography
screening detection, low Ki67 expression and favoura-
ble prognosis in a population-based study. DiagnPathol,
9,230

Correa P, Chen VW: Endocrine gland cancer. Cancer
1995;75:338-352.

Rosenthal DS: Changing trends. CA Cancer J Clin
1998;48:3-4

Manole D, Schildknecht B, Gosnell B, Adams E, Derwahl
M: Estrogen promotes growth of human thyroid tumor

cells by different molecular mechanisms. ] ClinEndo-
crinolMetab 2001;86:1072-1077.

Preston-Martin S, Bernstein L, Pike MC, Maldonado AA,
Henderson BE: Thyroid cancer among young women re-

lated to prior thyroid disease and pregnancy history. Br
J Cancer 1987;55:191-195.

Ishihara M, Mukai H, Nagai S, et al: Retrospective analy-
sis of risk factors for central nervous system metasta-
ses in operable breast cancer: effects of biologic subtype
and Ki67 overexpression on survival. Oncology. 84:135-
140. 2013. View Article : Google Scholar

Sorbye SW, Kilvaer TK, Valkov A, et al: Prognostic im-
pact of Jabl, p16, p21, p62, Ki67 and Skp2 in soft tissue
sarcomas. PLoS One. 7:e470682012.

Sorbye SW, Kilvaer TK, Valkov A, et al: Prognostic im-
pact of CD57, CD68, M-CSF, CSF- 1R, Ki67 and TGF-beta
in soft tissue sarcomas. BMC ClinPathol. 12:72012. View
Article : Google Scholar : PubMed/NCBI

Ciancio N, Galasso MG, Campisi R, et al: Prognostic
value of p53 and Ki67 expression in fiberoptic bronchial
biopsies of patients with non small cell lung cancer.
MultidiscipRespir Med. 7:292012. View Article : Google
Scholar : PubMed/NCBI

Zafon C, Baena JA, Castellvi ], et al (2010). Differences in
the form of presentation between papillary microcarci-
noma and papillary carcinomas of larger size. ] Thyroid
Res, 2011, 639156.

Klintman M, Bendahl PO, Graban D, et al (2010). The
prognostic value of Ki67 is dependent on estrogen re-
ceptor status and histological grade in premenopausal

Revisté mjekésore - MEDICUS | 16

IS ISP

18.

19.

patients with node-negative breast cancer. Mod Pathol,
23,2519

Aiad HA, Bashandy MA, Abdou AG, et al (2013). Signifi-
cance of AgNORs and ki67 proliferative markers in dif-
ferential diagnosis of thyroid lesions. PtholOncol Res,
19,167-75.

Amin MB, Edge S, Greene F, Byrd DR, Brookland RK,
Washington MK, et al. AJCC Cancer Staging Manual.
8th edn. New York, NY: Springer (2017).



L Original scientific paper J

THE ROLE OF RISK OF RENAL FAILURE, INJURY TO THE KIDNLY,
FAILURE OF KIDNEY FUNCTION, LOSS OF KIDNEY FUNCTION AND END-
STAGE RENAL FAILURE (RIFLE) CLASSIFICATION IN IDENTIFICATION
AND PREDICTION SEVERITY OF THE KIDNEY INJURY IN NEWBORNS

Silvana Naunova Timovska!, Aspazija Sofijanova', Sonja Bojadzieva' , Olivera Jordanova', Elizabeta Shuperliska!

University Clinic of Pediatrics-Skopje, RN Macedonia

Medicus 2021, Vol. 26 (1): 17-21
ABSTRACT

Objective: Acute kidney injury is a serious condition with various clinical manifestations ranging from minimal
kidneys disordsers to kidney injury requiring substitution therapy. Because of need of timely diagnosis of kidney
injury, RIFLE classification could be used. The aim of the study was to determine the role of RIFLE classification in
detecting and follow up the progression of kidney injury in newborns. Methods: This study was realized at University
Clinic of Pediatrics in Skopje from period of two years. It was analyzed the medical records of 80 newborns (40
with kidney injury and 40 without kidney injury) treated in intensive care unit. The severity of the disease was
determined by RIFLE classification. Results: During the study period 6.25% of newborns have developed acute
kidney injury acording standard clasification. Most of the newborns analyzed in the study were male (66 and 59%)
and term (67% and 61%). RIFLE classification was applied in this study. We reported “risk” in 32%, “injury” in 57%
and “failure” in 11% of newborns with AKI. Of these, 69% showed progression to “injury “and 15% to “failure”. In 17%
of newborns with verified “injury” the condition progressed to “failure”. Conclusion: By using RIFLE classification
we could not only identify kidney injury, but also detected the progression of the disease. Hence the significance
of this classification as a solid tool in the diagnosis and follow-up of kidney injury in newborns.

Keywords: kidney injury, newborns, RIFLE classification

INTRODUCTION failure) classification is aplayed in newborns with AKI
[1-7]. The diagnosis of kidney injury is based on serum
creatinine and urine output. The both parameters are
markers to identify the kidney damage. Because of need
for timely and appropriate diagnosis of kidney injury,
the Acute Dialysis Quality Initiative introduced in 2004
a classification system called RIFLE which indicates
Risk, Injury, Failure, Loss, End-stage kidney disease.
This classification is not designed to identify the causes

Acute kidney injury (AKI) is a serious condition with
various clinical manifestations ranging from minimal
kidney disordsers to kidney injury requiring substitution
therapy. Because of need of timely diagnosis as well as
assessment of the severity of kidney injury, RIFLE (risk
of renal failure, injury to the kidney, failure of kidney
function, loss of kidney function and end-stage renal
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of kidney damage, but to diagnose the kidney damage
itself. It is based on glomerular filtration (GFR), serum
creatinine and 24 hours urine output. It consists of 3
levels that classify the severity of kidney injury (risk,
injury, insufficiency) and 2 levels that classify the outcome
of kidney injury (loss of renal function and terminal renal
insufficiency) [8-11].

In 2007, the Acute Kidney Injury NETWORK (AKIN)
modified the RIFLE classification to be useful to pediatric
population. This classification is based on creatinine
clearance calculated according to Schwartz’s formula.

[12-13].

One third of newborns with AKI develop neoliguric
kidney injury. In them, considering only urine output
as diagnosing criteria of AKI, while serum creatinine is
not measured, kidney injury could be unrecognized. In
newborns, especially in premature babies, total body
water is accounts 80% of body weight. This body water
content and tubules underdevelopment, explain why
urine output in newborns is normally higher than in
other population. Therefore, reference values of urine
output in term newborns are above 1.0 ml/kg/24h and
above 1.5 ml/kg/24h in premature babies [14-15]. Torres
de Melo and colleagues described the neonatal RIFLE
classification for the first time. They have modified the
pediatric RIFLE classification because it has been found
to be incompletely acceptable to neonatal kidney injury
diagnosis. Taking into account the immaturity of tubular
cells, high body water content and presence of maternal
creatinine in newborn circulation, authors of neonatal
RIFLE classification have corrected the values of serum
creatinine and 24-hours urine output. So, the condition
of oliguria has defined as urine output less than 1 to 1.5
5ml/kg/24h [16-17].The aim of the study was to determine
the distribution of kidney injury in neonates according to
RIFLE classification in terms of severity of the disease.
The aim of the study was to determine the role of RIFLE
classification in detecting and follow up the progression
of kidney injury in newborns.

MATERIAL AND METHODS

This was prospective, clinical study performed in the
period of two years, which included 80 newborns (40 with
kidney injury and 40 without kidney injury) treated in
intensive care unit (ICU) at University Clinic of Pediatrics
in Skopje. In the study were included newborns up to 28
days of postnatal age, hospitalized in NICU due to certain
pathological condition and development of kidney
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injury. AKI was defined by serum creatinine more than
130 Mmol/L in newborns younger than 33 weeks and
more than 90 Mmol/L in newborns older than 33 weeks
of gestation. Presence of oliguria was defined as urine
output less than 1.0 mL/kg/h.

Data from medical records of the involved newborns
were analyzed. The newborns were analyzed according to
gender, birth weight and gestational age. In all newborns,
the severity of the disease was determined according
to the neonatal RIFLE classification using the criteria
shown in Table 1.

Stage Criteria Urine output
1,0ml/kg/24h, term

R (risk) >1,5 Cr, GFR< newborns

25% <1,5 ml/kg/24h,

premature

I (injury) >2Cr, GFR <50% | <1,0 ml/kg/24h.

F (failure) >3 Cr, GFR <75% ;I(_)l’g;?;/ }‘2 ?4h' or

L(loss) AKI >1 month

E (endstage) AKI >3 month

Table 1. Neonatal RIFLE classification criteria

Laboratory examinations of serum creatinine were
performed by use of a Kodak camera dry biochemistry
at the Laboratory of Biochemistry, University Clinic of
Pediatrics in Skopje.

The material was statistically analyzed using the methods
of descriptive statistics. To determine the significance of
differences in the parameters, the tests for independent
samples were analyzed. Statistical significance was
determined for the values of p<0.05.

RESULTS

The study was performed at the University Clinic of
Pediatrics in Skopje in the period of 2 years. During study
time 80 newborns with various pathological conditions
were selected. In 40 of them acute kidney injury were
detected.

Hence, the calculated prevalence of AKI in newborns was
6.25%. Another 40 newborns with comparable associated
pathological conditions but no AKI were taken as a
control (non AKI) group. In the group of newhorns with
AKI 66% were male and 34% female. Comparable values
in the control group were 59% males and 41% females,
retrospectively. Most of involved newborns in both group
(AKI and non AKI) were born at term (67% and 61%). The
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mean gestational age of newborns with AKI was 36.55 +
3.1 weeks and 35.46 + 3.8 weeks in control group. The
mean birth weight of newborns with AKI was 2680.5
+ 898.1 grams; while in the control group was 2620.7 +
894.6 grams. Demographic characteristics of newborns
with AKI and non AKI are summarized in Table 2.

Mean gestation | Mean birth
Male | Female age (w weight (g)
AKI 66% | 34% 36.55 £ 3.1 2680.5 + 898.1
Non o 0
AKI 59% | 41% 3546+ 3.8 2620.7 + 894.6

Table 2. Demographic characteristics of newhorns with
AKI and non AKI

The neonatal RIFLE classification, which categorizes
the severity of kidney injury, was applied in AKI and non
AKI group. We evaluated “risk” in 32% of newborns with
AKI, “injury” in 57% and “failure” in 11% of newborns.
Additionally, using this classification, kidney injury were
found in the control group too, with 27% registering “risk”
and 4%"failure”. The Figure 1 shows the distribution
of newborns with AKI compared to the non AKI group
according to the RIFLE classification.

RIFLE clazszification

o AR

ary _———

Figurel. Distribution of newbhorns with AKI and non AKI
according to the RIFLE classification

i AKI

In 13 neonates with AKI, in whom we registered risk (R)
in 75%, progression of disease occurred, with injury (I)
registered in 69% of newborns and failure (F) in 15% of
newborns. Only 17% of the newborns with AKI in whom
we reported subsequent injury (I), the experienced
progressed of the disease to renal failure (F). Figure 2
shows the follow up results of RIFLE classification in
newborns with or without acute kidney injury.
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Kidnmey injury

, Risk 3204 _I:: Y
Fail 1564
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Figure 2. Flow up results of RIFLE classification in
newborns with or without kidney injury

DISCUSSION

This is a clinical, epidemiological study that evaluated
newborns who were hospitalized in the intensive care
unit at the University Clinic of Pediatrics in Skopje due
to various pathological conditions. The study analyzed 40
newborns with documented AKI, as well as another 40
newborns as a control group, with comparable associated
pathological conditions but without AKI. Hence, the
calculated prevalence of kidney injury in newborns was
6.25% [18-21]. This data correlates with the data presented
in the literature, where the prevalence of AKI in neonatal
age shows the highest rate (6-24%) compared to other age
groups (infants, children and adults). The occurrence of
AKI in newborns is influenced by various factors, such
as: gestational age, birth weight and predisposing factors
present during and immediately after birth. A similar
finding as ours has been published in other studies. In the
study of Vachvanichsanong et al. the prevalence of AKI in
newborns is 6.3%, while in the studies of Bolat et al., and
Stapleton et al. it is 8% and 8.4% [22-24].

Because of the need for timely diagnostics, as well as
the assessment of the severity of the kidney injury,
in newborns in this study, for the first time in our
environment, was applied the RIFLE classification. This
classification, introduced in 2004 by the Acute Dialysis
Quality Initiative is based on the values of glomerular
filtration, serum creatinine and urine output. Three
years later, in 2007, Akcan-Arikan et al. they were
modified in the pediatric classification to be applicable to
the pediatric population, with the creatinine clearance
value calculated according to the Schwartz formula. But
pediatric classification has proved to be incompletely
acceptable in diagnosing kidney injury in newhorns.
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Therefore Torres de Melo et al. adapted it to a neonatal
RIFLE classification, which included criteria for
corrected serum creatinine and 24-hour urine output [25-
27]. Since our study addresses the problem of neonatal
kidney injury, we opted for precisely the neonatal RIFLE
classification, due to its high predictability and sensitivity
to AKI recognition in newhorns. In this classification, we
used age-adjusted urine output values, with urine output
lower than 1.0 ml / kg / h for term newborns and less than
1.5 ml / kg / h for preterm babies. Namely, urine output
in newborns, especially in premature babies, normally
exhibits greater values than other age groups. This is due
to the immaturity and underdevelopment of the kidney
tubules, as well as the high concentration of body water
which in newborns accounts for 80% of total body mass
[28-30].

The results of our study showed that 32% of the newborns
had “risk”, 57% had “injury”, and 11% had “renal failure”.
In 33% of newborns with a registered risk, there was
a progression of the disease, with the appereance of
injury in 71% and “failure” in 21% of newborns. In 15% of
neonates with verified “injury “, the condition progressed
to “renal failure”. These findings have shown that by
applying the RIFLE classification we can not only identify
kidney injury, but also monitor the progression of the
disease. Hence the significance of this classification as a
solid tool in the diagnosis and follow-up of neonatal AKI in
intensive care units [31]. A similar finding is presented in
the study by Mohkam et al., in which, according to RIFLE
criteria, 43% of newborns with AKI were at risk, 51% at
injury and only 6% at failure.[32]. RIFLE classification was
also applied to newborns in the non AKI group with no
clinical and laboratory signs of kidney injury. The “risk”
for AKI was present in 27% of these newborns, while the
“injury” in 4% of newborns. We did not record clinical
progression of the condition and development of kidney
injury in this group of newborns. This finding suggests
that in control non AKI group, with verified “risk” and
“injury “, we may have overlooked the situation. Namely,
in some of these newhorns, according to the standard
classification, the diagnosis of kidney injury was missed.
We hypothesize that treatment with other indications
would lead to resolution of kidney injury. This finding
suggests that the RIFLE classification could be used as
a more sensitive tool than the standard in the diagnosis
and monitoring of kidney injury in newborns. The finding
of a higher prevalence (8.7%) of AKI in our group, obtained
by the RIFLE classification, is a more realistic picture of
this disorder in our environment [33,34].

Revisté mjekésore - MEDICUS | 20

IS ISP

000000000000

CONCLUSION

Byusing the RIFLE classification we could not onlyidentify
the renal damage, but also monitor the progression of the
disease. Hence the significance of this classification as a
solid tool in the diagnosis and follow-up of kidney injury
in newborns. It would be recommended for critically sick
newborns hospitalized in intensive care unit, in order to
timely recognizatiot of kidney injury.
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ABSTRACT

Colorectal cancer is a frequent heterogeneous group of neoplastic diseases with very different anatomic location,
progression potential, treatment response and prognosis, depending on the combination of molecular-genetic
abnormalities and their characteristic combination in the malignant cells. The main goal of this study was to
determine the association between expression of FLNA gene and the differentiation grade, local invasiveness and
size of the primary tumor, presence and the number of metastatic lymph nodes, as well as stage in a group of
patients with colorectal adenocarcinoma.

The study included 116 patients with verified colorectal cancer and signed consent for inclusion. Detailed
clinico-pathologic data was evaluated from each patient. RNA was extracted from the cancer tissue and normal
surrounding mucosa of each patient. Gene expression levels were determined by reverse transcription and
quantitative real-time amplification (QRT-PCR). The statistical differences were analyzed using Mann-Whitney-U
test, Kruskal-Wallis test and Fisher’s exact test.

FLNA gene expression was negatively correlated with the histological grade of differentiation. However, the
differences in expression levels found between the patients stratified according to the other pathological groups
(pT, pN) as well as to the clinico-pathological stage of the disease statistically significant, but not linear.

The results indicate that the expression of FLNA in the patients is consistent with its tumor-suppressor role and
supports the potential use of this gene as a marker for diagnostics of colorectal cancer after confirmation on a
larger group of patients and data validation.

Key words: Colorectal cancer, gene expression, FLNA

INTRODUCTION

Colorectal cancer (CRC) is the most common malignant
transformation concerning the gastrointestinal tract.
The cancer originates from the epithelial cells located in
the colon or rectum. The etiology of this transformation is
multifactorial including the genetic basis, environmental
factors, inflammatory bowel syndrome and many other
epigenetic factors leading to a several-year process of
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accumulation of genetic and epigenetic alterations.

CRC is the third most commonly diagnosed cancer
(17,2/100 000) worldwide, following the lung and breast
cancer. According to data from the Institute of Public
Health of the Republic of North Macedonia, the estimated
mortality rate for colorectal cancer in the country for
2014 is 21,3 for males and 9,5 for females, standardized
per 100 000 population (1). The precancerous lesions that
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lead to almost 95% of colorectal cancers are the neoplastic
polyps - tubular and villous adenomas. However, it takes
5 to 10 years for development of the malignancy.

Studies have emphasized that sporadic colorectal cancer
is a heterogeneous group of neoplasms that can be
significantly differentiated according to the molecular
profile of the gene disorders. Furthermore, meta-studies
have found that molecular-genetic changes functionally
affect a relatively small number of intracellular pathways
responsible for regulating critical cell processes: division,
apoptosis, cell invasion of surrounding tissue, cell
motility, and other relevant features for the malignancy
(2). Since the dominant malignant clone of the tumor mass
contains a unique combination of molecular disorders
leading to malfunction of the cells, this combination
can be determinant at certain point for the biological
characteristics of the neoplasm including the clinical
course, therapeutic response and prognosis.

The FLNA gene is located on chromosome Xq28, and
encodes for the protein filamine A (FLNA), in literature
also referred as ABP 280 (from actin-binding protein 280).
This protein is involved in the reorganization of the actin
cytoskeleton in cells (3). Abnormal expression of filamin
A, under certain conditions has been found in some types
of malignant neoplasms, but the levels, timing, duration,
and the distribution of the protein product appear to
influence in a stimulating or inhibitory manner the cell
proliferation. (4). A rare study published in February 2015
has detected reduced levels of expression of the FLNA
gene in CRCs (5).

Our study was designed to determine the quantitative
expression values of the FLNA in pairs of samples form
the cancerous tissue and normal mucosa of the colon or
rectumineachindividual patient from the study group and
compare these values with the clinical and pathological
parameters: anatomic location (proximal colon, distal
colon and rectum), and grade of differentiation of
the tumor. The aim was to determine their statistical
association if found and thereby evaluate the potential
utility of this gene’s expression as a molecular marker for
diagnostic and other clinical purposes.

MATERIALS AND METHODS

In this observational, prospective study the relevant
clinical-pathological data was gathered in a database
for of a group of 116 patients with colorectal
adenocarcinoma. The molecular analysis was performed
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to quantitatively determine the levels of FLNA gene
expression in RNA isolates from tissue samples,
after which the correlation with the clinical and
pathological parameters was calculated. Selection of
the patients was performed according to established
inclusion criteria (histopathologically proven colon or
rectal adenocarcinoma, hand-signed patient consent,
availability of appropriate clinical data, etc). For the RNA
extraction, after resection from each patient were taken
tissue fragments of less than 1 gram of tumor, and a
control tissue sample of similar size of the non-malignant
mucosa at least 5 cm from the tumor edge. The whole
cell RNA was isolated using the commercial Tri reagent
following Chomczynski and Sacchi protocol (6). Reverse
transcription and complementary DNA synthesis (cDNA)
was performed with the Invitrogen SuperScript® III First-
Strand Synthesis SuperMix for gRT-PCR kit, according to
the manufacturer’s instructions. Oligonucleotide primers
for PCR amplification of the selected FLNA region as well
as the double labeled TagMan fluorescent probes were
from Thermo Fisher Scientific. The sequences of the
oligonucleotide primers for amplification are available
upon request.

Determination of gene expression was performed by
quantitative reverse transcriptase real-time polymerase
chain reaction (qQRT-PCR) using the relative comparison
method. In each sample of tumor and healthy tissue,
the RNA expression of the BACT (K-actin) gene was
simultaneously determined, as a referent gene whose
expression is balanced in almost all cell types. In the
transcript analysis for the FLNA, fluorescent dye SYBR
Green (Applied Biosystems) was used. The real-time
fluorescence amplification was performed on the
StepOne RT-PCR System (Applied Biosystems) and the
data was processed with StepOne (Applied Biosistems)
software. The specificity of the amplification was checked
by post-PCR melting curve analysis (MCA). The mean of
the triplicate values was used.

The gene expression values were expressed as normalized
to the reference gene. A comparison with a control sample
of healthy tissue was used to determine the differences
in the tumor tissue. The AACt calculation by Livak et al.
(7), as well as Rao et al. (8) was used. The formula used
to compare how many times higher or lower was the
expression when normalized to the reference gene and
compared to healthy tissue was: 2-AACt. Furthermore,
to express the relative concentration (RQ) values we
used the formula: RQ = log10 2-AACt. Positive RQ values
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indicate increased values for expression relative to
healthy tissue, while negative values indicate decreased
expression of the gene of interest. The unchanged values
of RQ or those of healthy tissue, have a value of 1.

Preliminarily, the quantitative values are analyzed with
the Shapiro-Wilk test in order to check their normal
distribution. The statistical differences between gene
expression levels of stratified patient’s data were analyzed
using Mann-Whitney-U and Kruskal-Wallis tests.

RESULTS

The analysis of the results of our study showed that
the FLNA expression was higher in cancers located in
the proximal colon and reduced in the distal colon and
rectum. The correlation between the expression of
the FLNA and the degree of differentiation is inversely
proportional, the values decrease as the grade increases
and this is statistically highly significant when calculated
with different statistical calculations in which the
reduced expression of the FLNA is clearly associated
with the degree of differentiation. These results support
the tumor-suppressor role of this gene in colorectal
carcinogenesis.

The comparison of the FLNA gene expression levels with
the histological grades of differentiation of CRC is shown
in relation to each of the three grades, as shown in Table
1and Graph L

Table 1. Comparison of the FLNA gene expression levels with
grades of differentiation of the colorectal cancer G1, G2 and G3
Standard | Wallote
. tandar allis test
Grade \%6132 VMzallIllie ‘Dg?ﬁé deviation (gwo—sided)
Gl 1.87 0.11 3.80 1.25
G2 -0.35 -1.75 3.02 0.67 <0.0001
G3 -1.37 -1.96 -0.33 0.51
FLHA R lagid
[+ ]
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Figure 1. Graphic representation of the FLNA gene
expression levels with respect to grades of differentiation
of colorectal cancer G1, G2 and G3

According to the results of the statistical analyzes, there
is a clear negative correlation between the FLNA gene
expression levels and CRC grades of differentiation which
is statistically highly significant (p <0.01).

Regarding the pathological TNM classification (pTNM),
we compared the FLNA expression levels with the local
invasiveness and size of the primary tumor (pT) (Table 2
and Figure 2). As it is obvious from the presented data,
although there is a tendency for a moderate negative
correlation between the gene expression and the pT
groups according to the TNM classification, it is not
statistically significant (p>0.05).

Table 2. Comparison of the FLNA gene expression levels with pT
stage
Standard | Wallot
. tandar allis test
Mean | Min. Max. PR .
Grade value | value value deviation (;wo—mded)
pT1 0.62 0.41 0.83 0.30
pT2 |-007 |-175 3.03 131
pI3  |-031 -1.96 3.02 0.83 0.195
pTda |-0.13 -1.68 3.80 1.27
pTdb |-0.77 -1.72 0.64 0.82
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Figure 2. FLNA gene expression levels in relation to the
local invasiveness and size of the primary tumor (pT)

Further analysis compared the FLNA gene expression
levels with the pathological group describing the
presence of metastasis into the regional lymph nodes (pN)
as presented in the Table 3 and Figure 3.
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Table 3. Comparison of the FLNA gene expression levels with pN
Standard | Walli
: tandar allis test
Mean | Min. Max. PR f
Grade value | value value deviation gwo—ﬂded)
NO -0.34 | -1.96 3.03 0.91
Nla 032 1-092 0.41 0.42
Nib 076 | -1.85 0.00 0.60
0.039
Nic 118 -0.42 3.02 149
N2a |-0.16 |-0.86 2.16 0.73
N2b  [-020 [-1.85 3.80 1.23
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Figure 3. FLNA gene expression levels in relation to the
pathologically determined metastasis in the regional
lymph nodes (pN)

Although there is no linear correlation between the gene
expression and pN groups, the differences among the
groups are statistically significant (p<0.05).

Finally, we investigated the association between the
clinico-pathological stage of the colorectal cancer in
the patients with the FLNA gene expression (Table 4 and
Figure 4).

Table 4. Comparison of the FLNA gene expression levels with pN
Kruskal-

Grade | Mean | Min. | Max | SO E%Vaél-‘ssié‘éﬁﬁ
I 0.06 175 3.03 1.34

Ila -0.39 |-1.96 2.16 0.82

ITh 0.21 113 1.74 112

Ilc -0.64 -1.33 -0.18 0.60

Ila / / / / 0.020

b |[-012 [-185 3.02 0.91

IMc |[-037 [-185 0.64 0.58

IVa -1.58 -1.72 -1.22 0.24

Vb -0.21 -1.46 3.80 1.66
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Figure 3. FLNA gene expression levels in relation to the
clinico-pathological stage

As it is noticeable from the Table 3, we have no patients
categorized as stage Illa in our study group. Although the
stage groups does not follow a linear correlation to the
gene expression levels, the inter-group differences are
statistically significant (p<0.05).

DISCUSSION

The Filamine A is a large cytoskeletal noncontractile
protein that binds to actin and stabilizes the delicate
three-dimensional actin networks by binding them to
the cell membranes (9). The actin cytoskeleton is of an
essential importance for the dynamic regulation of
the cell morphology, cell movement and migration
in response to the external stimuli. The functions
associated with the regulation of the cell movement and
migration have a potentially direct and indirect role in
the process of the metastasis of the malignant cells. The
FLNA protein interacts with and binds to a number of
other protein molecules, and this complex interaction
is still not clarified. Furthermore, FLNA participates
in the regulation of cell proliferation and intracellular
signal transduction, which plays an important role in
the formation and development of neoplasms (10, 11). It
was found that in activated cancer cells the FLNA gene
is overexpressed together with some oncogenes and
growth factors, such as c-MET (12). The biological role of
this coexpression of the FLNA and c-MET, may have great
significance for tumor biology and potentially lead to
the development of new therapeutic approaches for the
treatment of human cancers.

There are not many research studies including the
expression of the FLNA gene and its role in colorectal
carcinogenesis. In a study by Tian et al. (5), the expression
of the FLNA gene was determined in 46 tumor and
normal tissue samples from the same patients using
three parallel methods: immunohistochemistry,
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semiquantitative RT-PCR and Western blotting, after
which levels of expression were compared in terms of
clinical, pathological and prognostic parameters. The
immunohistochemical results showed that in colorectal
adenocarcinomas, positive expression was detected in
47.83% (22/46) of the samples, of which 26.09% (12/46) with
mild positive expression and 21.74% with strong positive
expression (10/46). In normal colorectal tissue specimens,
the positive expression of filamine A was identified in
91.30% (42/46), of which low expression in 10.87% (5/46)
and strong positive expression in 80.43% (37/46). The
expression was higher in the normal mucosa compared
to the cancerous specimens, and the difference was
statistically significant (p <0.001). The semiquantitative
RT-PCR method, using the GAPDH gene as a reference
gene, showed that the FLNA specific mRNA levels in tumor
tissues were lower than in normal tissues (0.24 + 0.03 vs.
0.95 = 0.04) , and the differences between the two groups
were statistically significant (p = 0.017). The GAPDH was
also used as an internal reference when quantifying
protein-filamin A by Western-blotting. Results showed
that filamin A levels in tumor tissues were lower than in
normal tissues (0.15+ 0.02 vs. 0.76 + 0.04). The difference
between the two groups was statistically significant (p =
0.013).

In conclusion, we found that the FLNA gene is inversely
correlated to the grade of differentiation of colorectal
cancer, but the association with the other investigated
clinico-pathological parameters is not convincing nor
linear. The results of our study indicate the significance of
the quantitative change in transcriptional activity of the
FLNA gene in colorectal carcinomas, suggesting it has a
potential role in the process of colorectal carcinogenesis.
Following a larger study and validation, the expression
of this gene could play a role as a molecular marker in
accordance with the existing clinical and pathological
parameters and in order to facilitate the screening,
diagnosing, monitoring and planning of the individualized
therapeutic strategies.
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ABSTRACT

Background: Stroke being one of the major causes of Atrial Fibrillation is widely controlled using anticoagulants.
Warfarin, a drug with a low therapeutic index and increased risk of bleeding, has found to be under-utilized
or ineffective if not monitored frequently. The objective of the study was to determine the quality of control
present in patients with Atrial Fibrillation administered with warfarin as the primary anticoagulant. Methods: A
retrospective observational study was conducted at Kasturba hospital,

Manipal, from the medical records registry during a period from January 2013 to December 2014. A total of
183 patients’ data records was collected during the study. TTR was calculated using the Rosendaal method in
comparison with the traditional method. CHA2DS2- VASc for stroke risk analysis.

Results: In the present study, the mean age was found to be 58+14 years. Hypertension (34.43%) was found to be the
predominant among the other comorbid conditions, and antihypertensives were the most common concomitant
medications (86.34%) prescribed.

The average CHA2DS2-VASc score was 2.74+1.72, with a yearly stroke risk of 3.32+2.71 with five upper gastrointestinal
bleeds. Vitamin K was administered as a monotherapy for 17 patients. The mean TTR was concluded to be 17.37+22.67
using the Rosendaal method and 17.59+20.73 using the traditional method. Nine fatalities were identified from the
total cases.

Conclusion: The present study suggests that there is a scope for developing standard warfarin dosing protocols in
the hospitals, to attain a state of drug utilization that exists between the risk of bleeding and preventing strokes.
Individual studies focusing on Indian population should be designed to obtain relevant information on the inter-
individual variability by warfarin therapy.

Keywords: Atrial fibrillation, Warfarin, Time in Therapeutic Range, International Normalized Ratio, Bleeding

INTRODUCTION attributable risk of stroke from AF is estimated to be 1.5%
for those aged 50-59 years, and it approaches 30% for those
aged 80-89 years (2). Warfarin is most commonly used as a
prophylactic medication to prevent stroke (3). Novel Oral
anticoagulants (NOACs) exhibit better clinical outcomes
than warfarin, but the right choice of treatment remains
questionable in AF patients with multiple comorbidities

Atrial fibrillation (AF), being a significant risk cause for
stroke, iswidely treated using warfarin. An average of 5% of
non-rheumatic individuals every year get diagnosed with
ischemic stroke, which is 2-7 times the rate in patients
without AF. The risk of stroke is not solely attributed
to AF, but other cardiovascular diseases as well (1). The
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(4). The use of NOACs in renal impaired patients with AF
remains a concern with the increased risk of bleeding
and improper dosing strategies (5). On the other hand,
warfarin holds good with lower risks and better efficacy
in patients across all strata of kidney diseases (6).

Warfarin has a narrow therapeutic window and a
slow onset of action. It requires constant therapeutic
monitoring and dose adjustment to achieve an ideal
INR value to prevent bleeding complications (7). The
importance of genotyping of warfarin in recent times has
contributed significantly in achieving the therapeutic
outcome in a significant manner and also to prevent the
bleeding risks (8). The single nucleotide polymorphisms
(SNPs) such as VKORC1 and CYP2(C9 have been found to
influence the sensitivity of warfarin in various studies.
However, the integration of pharmacogenetics in patient
management is still not considered as the standard of
care (9). The quality of therapy with warfarin can be
determined by time in therapeutic range (TTR). The
increased TTR (>60%) dramatically affects the safety of
the therapy with a decrease in the incidence of bleeding
complications in AF patients (10). The TTR is proven to
be a useful predictor in clinical and cost outcomes (11). In
general, TTR is calculated by three methods for estimating
the therapeutic range in patients administered with
warfarin. The first is the conventional method, involving
the calculation of the fraction of INRs that are in the
range, and the second method involves evaluation of the
patient’s case sheets by cross-section analysis. The third
method is termed as the Rosendaal method, which uses a
linear interpolation method with a computerized method
for calculation (12). The present study helps to identify
the factors that influence the individualized effects of
warfarin in atrial fibrillation patients.

MATERIALS AND METHODS

A retrospective analysis of warfarin usage and factors
influencing the outcomes was conducted. The patients
diagnosed with Atrial Fibrillation and prescribed with
anticoagulants within the age group of 18 to 70 years
were included in the study. The study was approved by the
Institutional Ethics Committee (IEC) Kasturba Hospital,

Manipal (IEC No: IEC 434/2015). The patients admitted
from January 2013 to December 2014 were collected
from the Medical Records Department (MRD) registry
using ICD code 148. The data collection form included
demographic details, medical and medication history,
social history, daily warfarin dosing, INR, Prothrombin
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Time (PT), and Activated Partial Thromboplastin Time
(@PTT). The patients’ comorbid conditions, warfarin
treatment, bleeding events, and their management was
also included for analysis. The CHA2DS2-VASc assessment
tool was used to calculate the risk of stroke. The scoring
was categorized based on the severity of the risk, 0 was
considered as low risk, a score of 1 as low to moderate risk,
and a score of 2 or greater was considered as moderate
to high risk of stroke. The TTR analysis was carried out
using the Rosendaal method in which individual INR was
calculated by combining the INR variations and their
definite values. It was assumed that changes between
subsequent INR variations were linear over time (13).
Descriptive statistical methods were used to analyze the
data obtained. ~Continuous data were represented as
mean and standard deviation.

RESULTS
3.1 Socio-demographic Characteristics

Out of 183 patients included in the study, 54% were
females. Among them, 89% of the patients had no known
habits of smoking or alcohol consumption. Most of the
cases identified were Unspecified AF (41.53%) followed by
28.96% Atrial Fibrillation with Fast Ventricular Rate (AF-
FVR) and 27.32% were diagnosed with Atrial Fibrillation
with Controlled Ventricular Rate (AF-CVR). There were
three identified cases of paroxysmal AF and one case
of Atrial Fibrillation with Sinus Rhythm (AF-SR). The
mean dose of warfarin was calculated to be 3.59+1.97. The
mean INR was found to be 2.05, which were within the
ideal range. The mean PT and aPTT were calculated to
be 27.7secs and 38.8secs, respectively. The CHA2DS2-VASc
analysis was done for 174 patients, excluding the patients
who were dropped out (9). The mean CHA2DS2-VASc
score was estimated to be 2.74+1.72, which suggested a
high risk of stroke. The calculated yearly risk of stroke
(%) was 3.322.71.

Rheumatic heart disease (RHD) was the most common
condition identified with AF in 41% of patients followed
by Hypertension (HTN) in 34%, Congestive Cardiac
Failure (CCF) in 30%, and 26% with a history of stroke.
Type 2 Diabetes Mellitus (T2DM) was observed in 16%
and Ischemic Heart Disease (IHD) in 15% of patients.
Peripheral Vascular Disease (PVD) included cases of
Deep Vein Thrombosis (DVT), varicose veins, and other
conditions in 11% of the patients with AF.

The most common concomitant medication prescribed



At

was antihypertensives (86.34%), among which furosemide
was found to be the choice of drug. Digoxin (60.65%),
aspirin (40.98%), amiodarone (41.53%), Statins (34%), and
NSAIDs (0.04%) were the other medications which were
prescribed. The results of concomitant medications were
given in Figure 1. Most of the patients were administered
with heparin as bridging therapy before the initiation of
warfarin.

The total number of hospitalized days of the patients was
found to be 2876, and the INR was monitored for a total
period of 1337 days. Out of 1337 days, the INR of <1.0 was
maintained for 57 days, followed by 1.0 - 2.0 for 794 days,
2.0 - 3.0 for 297 days, and >3.0 for 189 days. This showed
that majority of the patients were under the ideal INR
range of 2.0 - 3.0, suggesting a possibility of under-dosing.
The highest number of days within range was identified
as 14, which was for one patient. Furthermore, the lowest
was zero days within range (55.62%) of the patients.
The mean number of days within range was calculated
as 111+1.77. The detailed demographic description is
presented in Table

1
3.2 Assessment of Time in Therapeutic Range (TTR)

Among 183 patients, TTR values of 178 patients were
analyzed. The values were calculated using Rosendaal
method and compared with the traditional method.
According to the Rosendaal method, 40.5% of patients had
a TTR value of 0%, and 42.7% of patients had a TTR value
ranging from 1-40%. An ideal TTR (>60%) was observed
only in 12 patients. The TTR comparison between
Rosendaal Method and Traditional Method is illustrated
in Figure 1. The mean TTR value was calculated to be
17.37+22.67, according to the Rosendaal Method, and
1759+20.7 according to the traditional method, which
was drastically lower than the ideal TTR.

3.3 Adverse Events and their Reversal Treatment

There were 29 identified cases of adverse events among
the 183 patients. Most of them were non-specific (68.96%).
The most identified bleeding was found in the Upper GI
(17.24%), followed by intra-abdominal (6.90%). One patient
was identified with a case of epistaxis following warfarin
treatment and another with intracranial bleeding leading
to mortality. Figure 3 represents the type of bleedings
observed in the patients.

Out of 29 cases, (9.29%) cases were managed by
administering 10 mg of Vitamin K for 4-5 days or until
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the bleeding subsided with continuous INR monitoring.
Despite the use of vitamin K, (2.18%) patients were
managed solely using Fresh Frozen Plasma, and the
remaining (4.37%) patients were given a combination of
Vitamin K and Fresh Frozen

Plasma. The management of adverse events during the
therapy is specified in Table 2.

DISCUSSION

The occurrence of AF was found to be more in females
(54%) compared to males (46%). A study by Charles et
al. relating gender and AF, concluded that men are at a
higher risk of developing AF than women. However, since
the occurrence of AF increases with age and there were
more women in the population group of age above 75
years, the number of men and women with AF was found
to be equal (14-16). The occurrence of cardiovascular
diseases is seen 7 to 10 years late in women than men, due
to the increased heart rate and lower body surface being
the cause of mortality in women older than 65 years (17).

In the present study, AF due to HTN was found in 34.43%
patients, which was substantially higher compared to the
other conditions like T2DM, IHD, CCF, PVD, or a history
of stroke. Although RHD is a common condition that may
lead to AF (18), the findings of the current study had shown
that 59% of the patients had no RHD involvement. In an
analysis of hypertensive patients conducted by Healey et
al. and team, slow atrial conduction velocity, enlargement
of the left atria, and left ventricular hypertrophy (LVH)
were identified as risk factors of AF and occurrence of
thromboembolism (19).

The current study has shown that 25.68% of the patients
had a history of stroke. Although the focus is on the
prevention of stroke, there was limited data available
regarding the prior history of stroke other than the fact
that there is an increased risk for a recurrence of the
same. Recent studies have shown that the effectiveness
of the assessment scores is provided by the CHA2DS2-
VASc analysis (20). The CHA2DS2-VASc analysis yielded a
mean score of 2.74+1.72, which suggested that most of the
patients who were being treated for AF in the hospital
had a high risk of developing a stroke. Warfarin was
indicated as an anticoagulant therapy, as stated by the
risk assessment tool. The risk of stroke was precisely
calculated as 3.32+2.71. This has shown that there was a
3% probability of developing stroke within one year.

Time in therapeutic range is a measure of quality for the
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efficient use of warfarin. TTR stands as a comparator
between the anticoagulants for the daily use in AF
patients. The mean TTR was calculated to be 17.37+22.67
in 183 patients. This was well short of the ideal TTR of
warfarin estimated to be less than 60% compared with
the study conducted by Asarcikli et al. (21). The TTR
was below the ideal range due to either under-dosing or
overdosing of warfarin. Therefore, frequent monitoring
of INR and warfarin dose adjustment is necessary to
maintain TTR within the range since, there exists a
relationship between TTR, stroke, vascular events, and
risk of death (22).

The present study concluded that HTN was the most
common condition that was present in 34% of patients.
The most common concomitant medication was found
to be diuretics, followed by K- blockers. In a study
conducted by Edith et al., correlating concomitant drugs
in patients with AF, it was found that there was an
increased risk of interactions between VKAs and anti-
arrhythmic medications whereas, in the current study,
amiodarone was the highly interacting drug. The active
metabolite of amiodarone (desethylamiodarone) inhibits
the metabolism of warfarin by CYP2C9 and increases the
anticoagulant effect of warfarin by almost 6%. Analgesics
and anti-lipidemic agents were other classes of drugs
causing interactions.

In the present study, 29 adverse events were identified,
out of which 5 were Upper Gastrointestinal (UGI)
bleeding. which had a possibility of being exacerbated
with the concomitant usage of NSAIDs. There was one
case of intracranial bleeding, which resulted in death.
Another patient who presented with UGI bleeding,
was administered with warfarin, aspirin, clopidogrel,
amiodarone, and diltiazem. The INR was elevated (6.65)
before developing UGI bleeding thus, was managed with
vitamin K.

A study by Chen et al. concluded that the warfarin therapy
carried a similar risk of UGI bleeds in Taiwanese patients
as compared with most of the western studies. The old
age, the intensity of anticoagulation, known history of
UGI bleeds, and advanced liver disease were at high risk
of bleeding. Frequent testing of INR values and a strategy
of low to moderate intensity of anticoagulation and long-
term use of acid suppressants should be considered in
these patients. In our study, aspirin was administered as
an antiplatelet, but the bleeding was observed in 14 out of
the 29 cases. Therefore, the concomitant administration
of warfarin and aspirin had a probable chance of
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accelerating the risk of bleeding (23).

The dropouts in the study were more due to the study
design. In the current retrospective study, missing data
were high in number which resulted in decreased sample
size and incomplete patient outcomes. The regular INR
monitoring was not practiced which could be due to the
financial constraint or lack of insurance schemes in the
study settings.

CONCLUSION

The present study suggests that there is a scope for
developing standard warfarin dosing protocols in the
hospitals, to attain a state of drug utilization that exists
between the risk of bleeding and preventing strokes. The
TTR of warfarin was lower than the ideal range in the
present study. Setting up of warfarin clinics by a clinical
pharmacist can improve the percentage of TTR in the
Indian clinical setup. Incorporation of pharmacogenetic
guided dosing and medication therapy management can
enhance the outcomes and safety of warfarin. Individual
studies focusing on Indian population should be designed
to obtain relevant information on the inter-individual
variability by warfarin therapy.
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TABLES AND FIGURES Table 2. Management of Adverse events
Table 1: Socio-demographic Characteristics Management No. of Patients (n=29)
Socio-demographic Characteristics n (%) Vitamin K 17
Age Mean (SD) 5792 (13.8) Fresh Frozen Plasma (FFPs) 4
Gender Vitamin K + Fresh Frozen Plasma | 8
Male 87(47.28)
Female 96 (52.17) Figure 1. Concomitant medications prescribed in the
BMI Mean (SD) 271 (5.31) patients
Smoking
Yes 13 (706) | “rragosmarart %ol e
n e —
: 025 ——
Alcool ]
Yes 7(3.80) T
No 176 (95.65) 3
- KN
CHA2DS2-VASc Mean (SD) 274 (1.72) '
Calculated Yearly Risk of Stroke (%) Mean (SD) | 3.32 (2.71) ]

Mean Dose (SD) 339 (198 Figure 2. Time in Therapeutic Range (TTR) comparison
Mean Days within Range 187 between Rosendaal Method and Traditional Method
INR Mean (SD) 2.05 (1.33) _ :

PT Mean (SD) 277 (1433) - S B

aPTT Mean (SD) 38.81(9.07) : ..

Comorbidities l " .' -

Rheumatic Heart Disease (RHD) 75 (40.98) ' - -

Hypertension (HTN) 63 (34.42)

Congestive Heart Failure (CHF) 55 (35.05) Figure 3. Types of Adverse Events

Stroke 47 (25.68)

Type2 Diabetes Mellitus (T2DM) 30(16.39) Foainais [ L4

Ischemic Heart Disease (IHD) 27 (14.75) et B ice

Peripheral Vascular Disease (PVD) 21 (11.47) ol

Type of AF

Unspecified AF 76 (41,53) proe bl SR 1224

AF with CVR 50 (27.32) Hwpocriicd S 5 %

AF with FVR 53(28.96) o 2 - " Ll 1%
Paroxysmal AF 3(1.64)

AF with SR 1(0.55)

INR- International Normalized Ration, PT- Prothrombin Time,
aPTT - Activated Partial Thromboplastin Time,

AF- Atrial Fibrillation, CVR - Controlled Ventricular Rate, FVR -
Fast Ventricular Rate, SR - Sinus Rhythm
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ENDOMETRIUM IN PATIENTS WITH ABNORMAL UTERINE BLEEDING

Ana Kocevska', Kristina Skeparovska'

'Special hospital for gynecology and obstetrics “Mother Theresa” Chair - Skopje, Republic of North Macedonia

Medicus 2021, Vol. 26 (1): 33-37
ABSTRACT

Introduction: Abnormal uterine bleeding is a complex gynecological problem, especially in the peri-menopausal
and postmenopausal periods. Aetiology may be organic (endometrial polyp, hyperplasia, myoma, endometrial
atrophy, carcinoma) or non organic (dysfunctional uterine bleeding)

Objectives: To analyze the histopathological findings of samples of fractionated explorative curettage in patients
with abnormal uterine bleeding and to investigate certain risk factors for their occurrence (age, obesity,
hypertension, diabetes).

Material and Methods: This is a prospective study on a total of 104 participants. They were divided into two groups:
54 in postmenopausal age and 50 in premenopausal age. The data were collected by interviewing and analyzing
the findings from histopathological analyzes of samples obtained by fractional explorative curettage. The following
anamnestic data were analyzed: age, history of hypertension and diabetes. The study was performed in the Special
Hospital for Gynecology and Obstetrics “Mother Theresa” - Chair.

Results: The mean age of subjects in the postmenopausal group is 57 years and in the premenopausal group 43
years. The average BMI (Body Mass Index) in the postmenopausal group is 33 and in the premenopausal group is
25. The most common pathological finding in both groups is Polypus endometrii (in 39.5% of postmenopausal and
46.9% of premenopausal women. In 4 participants (5.7% of the total), Adenocarcinoma endometrii was diagnosed.
The mean value for BMI (Body mass index) is 30, with 33 in the postmenopausal group and 25 in the premenopausal
group. Hypertension was found in 64.8% of postmenopausal women. It was detected in 34% of premenopausal
women. 13% of postmenopausal women were diagnosed with diabetes. It was detected in 12% of premenopausal
women.

Conclusion: To emphasize the importance of diagnostic fractional explorative curettage, for the purpose of
prompt and timely diagnosis of premalignant and malignant changes in the female genital tract. We detected
Adenocarcinoma endometrii in 7,4% of the postmenopausal patients and in 4% of premenopausal patients with
abnormal uterine bleeding. It is especially important to highlight obesity and hypertension as a risk factors for
abnormal uterine bleeding and endometrial pathology.

Key words: abnormal bleeding, uterus, fractional explorative curettage
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INTRODUCTION

Abnormal uterine bleeding is a complex gynecological
problem, especially in the perimenopausal and
postmenopausal period in women. It is defined as any
bleeding that deviates from the normal menstrual
cycle in terms of regularity, volume, frequency or
duration, occurring in the absence of pregnancy
[1]. The International Federation of Gynecology and
Obstetrics (FIGO) has defined a classification system for
abnormal uterine bleeding called PALM-COEIN (polyp,
adenomyosis, leiomyoma, malignancy and hyperplasia) .
The prevalence is 9-14% during the lifetime and it is the
cause of 25% of surgeries performed on women [2, 3]. The
etiology may be organic (endometrial polyp, hyperplasia,
fibroids, endometrial atrophy, cancer) or non organic
(dysfunctional uterine bleeding)[4]. Dysfunctional bleeding
is more common in younger patients, while endometrial
atrophy and organic lesions are more common in older
patients [5]. Endometrial polyps are one of the most
common pathologies in patients with abnormal bleeding
and occur in both pre- and postmenopausal patients [6].
Endometrial hyperplasia is an abnormal proliferation of
the endometrial glands and stroma, and is associated
with an increased risk of endometrial cancer [7].

Patients with a history of anovulation, obesity,
hypertension, diabetes, and the use of exogenous
hormones are at increased risk for endometrial
hyperplasia and adenocarcinoma [1].

The endometrium is an easily accessible tissue for
sampling for histopathological evaluation. Dilatation
and curettage is the standard procedure and method of
choice for endometrial sampling [8].

OBJECTIVES

1. To analyze the histopathological findings of the samples
from fractionated exploratory curettage in patients
with abnormal uterine bleeding and to determine the
presence of certain risk factors in the examined groups
(age, obesity, hypertension, diabetes).

MATERIAL AND METHODS

This is a prospective study on a total of 104 respondents
who underwent fractional exploratory curettage due
to abnormal uterine bleeding. The respondents were
divided into two groups: 54 in postmenopausal age and
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50 in premenopausal age. Data were collected through
interviews and analysis of findings from histopathological
analyzes of samples obtained by fractional explorative
curettage.

Fractional explorative curettage was performed under
intravenous anesthesia, with a sample from the
endocervix and a sample from the endometrium. Samples
were immediately fixed in 10% formalin and sent to a
histopathological laboratory.

Analysis of the obtained histopathological findings
and their distribution in the two examined groups was
performed.

The following anamnestic data were analyzed: age,
history of hypertension and diabetes.

Weight and height were measured in all respondents. The
Body Mass Index (BMI) is calculated with the following
formula: body weight (kg) / body height (m?) The study was
performed at the Special Hospital for Gynecology and
Obstetrics “Mother Teresa” - Chair. Histopathological
analyzes were performed at the Institute of Pathologic
Anatomy at the Medical Faculty - Skopje.

RESULTS

The most common pathological change of the
endometrium in both groups is Polypus endometrii (in
38.9% of postmenopausal and 36% of premenopausal
respondents). Adenocarcinoma endometrii was diagnosed
in 6 respondents (5.8% of the total number). It is more
present in the postmenopausal group (in 74%) than in
the premenopausal group (4%). 27.8% of postmenopausal
women were diagnosed with endometrial atrophy,
and none in the premenopausal group. Dysfunctional
bleeding due to prolonged and inadequate estrogenic
action is present in 2 respondents in the postmenopausal
group (3.7%) and 8 respondents in the premenopausal
group (16%). Endometrial hyperplasia is diagnosed in
13 patients in the premenopausal group (26%) of whom
2 cases (4%) have complex hyperplasia without atypia.
In the postmenopausal group, endometrial hyperplasia
was detected in 2 cases (5.2%) of which one case was with
simple hyperplasia and one with complex hyperplasia
without atypia (table 1).
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table 1. Distribution of both groups according to table 4: Distribution according to the presence of diabetes

histopathological findings Diabetes mellitus postmenopausis premenopausis
postmenopausis | premenopausis yes 7(13%) 6 (12%)
Atrophio endometrii 15 (27,8%) 0 no 47 (87%) 44 (88%)
Polypus endometrii 21(38,9%) 18 (36%) total 54 50

ot non bypica 126% 11(22%)
prolonged and inadequate 2(37%) 8 (16%) DISCUSSION
estrogenic action Abnormal uterine bleeding is one of the most common
normal 4 (7,4%) 12%) | gynecological problems, which can occur at any age, but is
éggg&ceatl;%inoma 4(7,4%) 2(4% | mostcommoninthe perimenopausaland postmenopausal
— age. In our study participated 104 respondents, with a
?gﬁﬁﬁilﬁéﬁitheh 2(3,7%) 0| mean age of 50 years. The most common age group is 51-
Polypus cervicalis 3(5,6%) 5(10%) | 5 vears (32 respondents or 30.8%). Out of a total of 104
Deficient secretory phase 0 3(6%) respondents, 39 received a histopathological diagnosis
e )

Hyperplasio simplex et 6% 2% of Polypus end(())metru. in 21 (38.9%) of postmenopausal
complexa without atypia and 18 (36%) of premenopausal respondents.
Cervicitis chronica 1(2,6%) 0| Endometrial polyps are common, and their prevalence
total 54 total 50 | increases with age. A screening study of the general

The average age of the respondents is 50 years. In the
postmenopausal group the mean age is 57 vears, and in
the premenopausal group 43 years. The most common
age group is 51-55 years (total of 32 respondents or 30.8%).

The mean value for BMI (Body mass index) is 30, with 33 in
the postmenopausal group and 25 in the premenopausal
group.

table 2: Distribution of both groups according to BMI

BMI

<25 12 (11,5%)
25-30 34(32,7%)
30-35 38(36,5%)
>35 20 (19,2%)
total 104 (100%)

Hypertension was found in 64.8% of postmenopausal
women. It was detected in 34% of premenopausal women
(table 3).

table 3: Distribution according to the presence of
hypertension

hypertension postmenopausis premenopausis

yes 35(64,8%) 17(34%)
no 19(35,2%) 33(66%)
total 54 50

13% of postmenopausal women were diagnosed with
diabetes. It was detected in 12% of premenopausal women
(Table 4).

female population found that they were more common in
postmenopausal women (11.8%) than in premenopausal
women (5.8%). Most endometrial polyps are benign. In a
meta-analysis of their malignant potential, the risk was
found to be highest in postmenopausal women with
vaginal bleeding [9]. In a Turkish study, the presence of
endometrial polyp was found in 9 out of 45 respondents
(20%), and 2 of those 9 showed the presence of simple
hyperplasia without atypia [10]. In our study, all polyps
were free of hyperplasia. Endometrial hyperplasia is
a common cause of abnormal bleeding. It occurs due
to prolonged exposure to unopposed estrogen and is a
premalignant condition that can lead to the development
of endometrial cancer. It is not well known how long it
takes for cancer to develop, but a studyby Laceyet al. found
an average time of 6 vears for cancer to develop, in all
types of hyperplasia [11]. In our study we detected 15 cases
of hyperplasia, of which 13 were in the premenopausal
group and 2 in the postmenopausal group. Twelve of
them had simplex, and 3 cases with simplex and complex
hyperplasia.

Diagnostic curettage should be performed in all
postmenopausal patients where athickened endometrium
or endometrial polyp has been detected by ultrasound,
due to the possibility of the presence of atypical
hyperplasia and cancer at the same time [12]. Endometrial
adenocarcinoma is the most common gynecological
malignancy. It occurs more often in postmenopausal
women. About 40% of cases are associated with obesity

35 | Medical Journal - MEDICUS

AN



Profesional paper

in patients [13].

Endometrial cancer is also associated with excessive
estrogen exposure, high blood pressure, and diabetes [14].
In our study we detected Adenocarcinoma endometrii in
6 respondents (5.8% of the total number). It is often in the
postmenopausal group (74%) than in the premenopausal
group (4%).

It is especially important to highlight obesity as a
significant risk factor for endometrial pathology. In our
study, 38 respondents (36.5% of the total number) are
obese, and 20 (19.2% of the total number of respondents)
are severely obese (BMI over 35). Hypertension was found
in 64.8% of postmenopausal women. It was detected in
34% of premenopausal women. In a study by Giordano et
al., It was noted that most of their subjects with malignant
endometrial polyps had risk factors such as hypertension,
obesity, and unopposed estrogen therapy [15]. In our
study, we also analyzed the presence of diabetes mellitus.
13% of postmenopausal women were diagnosed with
diabetes. It is detected in 12% of premenopausal women.
A meta-analysis by Zhang et al. Found an increased risk of
endometrial cancer in patients with diabetes [16].

CONCLUSION

To emphasize the importance of diagnostic fractional
explorative curettage, in order to quickly and timely
diagnosis of premalignant and malignant changes of the
female genital tract. Particular importance is given to
the postmenopausal age when no bleeding should occur
and when organic causes of abnormal bleeding are more
common, especially cancer as the most severe pathology.
We detected Adenocarcinoma endometrii in 7,4% of the
postmenopausal patients and in 4% of premenopausal
patients with abnormal uterine bleeding. It is especially
important to highlight obesity and hypertension as a
significant risk factors for endometrial pathology. In our
study, 38 respondents (36.5% of the total number) are
obese, and 20 (19.2% of the total number of respondents)
are severely obese (BMI over 35). Hypertension was found
in 64.8% of postmenopausal women with abnormal
uterine bleeding. It was detected in 34% of premenopausal
women.
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ABSTRACT

Pathophysyollogy of Erythema multiforme (EM), Steven-Johnson syndrome (SJS) and Toxic epidermal necrolysis
(TEN)is poorly understood, but there are suggestions that it is hypersensitivity reaction triggered by various factors
as bacteria, viruses and medications. Drugs often associated with these conditions are sulfonamides, penicillins,
barbiturates and phentoins, and infections are those with Herpes simplex virus and Mycoplasma pneumoniae.

We are presenting 6 patientswith Erythema multiforme, 1with Stevens-Johnson syndrome and 2 with Toxic epidermal
necrolysis. Three of the patients before the onset of the disease received anticonvulsive therapy phenobarbiton
and lamotrygine. Six received antibiotics lincomycine, cefalosporines and 3 antipyretic paracethamol, for minor
upper respiratory tract infections. One of the patients with EM major who was on phenobarbiton, lincomycin and
paracethamol, had toxic hepatitis and pleuritis with possible etiological factors drugs and infection. Patient with
SJS received lincomycin for upper respiratory infection and also had pneumonia with atelectasis and etiology may
be infection like Mycoplasma pneumoniae or drug. One of the patients with TEN did not receive any medications,
and did not have symptoms of any infection preceding the onset of the disease, but he had elevated titers of
antibodies against Varicella- Zoster virus. This patient also is only in the group with long term complications,
constrictions of urethra and adhesions of conjuctiva. The other patient with TEN who was positive for Epstain-
Barr virus died of septic shock because of out-of-control severe bacterial infection. There was no recurrence of EM
and SJS/TEN during 6 months follow up. Important findings of this study is presence of EM in infants and toddlers,
suggesting that they can be affected with EM and SJS/TEN, despite of immaturity of the immune system. In our
study four patients with EM major and SJS/TEN received intravenouos gammaglobullins ( IVIG ) as a single dose
of 400mg/kg for control of infections. Several authors have reported IVIG as high dose treatment 2gr/kg for these
conditions with positive results.

Conclusion: Drugs and infections are possible etiology for EM, SJS and TEN. Infants and toddlers can be affected
with EM and SJS/TEN despite the immaturity of the immune system. During the treatment it is important to stop
any drug that patient has received before the disease. . High doses of intravenouos gammaglobullins should be
considered for the treatment of severe forms.

Key words: Erythema multiforme, Steven-Johnson syndrome, Toxic epidermal necrolysis
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INTRODUCTION

Erythema multiforme (EM) is an acute hypersensitivity
immunological reaction, which manifests with a typical
mucocutaneous eruptions. EM is caused by infections,
medications, and other unknown factors.  There are
two types of erythema multiforme. Erythema multiforme
minor characterized by localized, fixed target eruptions
of the skin, mainly distributed acrally, with minimal or
no mucosal involvement. Erythema multiforme major
is the more severe form of EM where one or more
mucous membranes are involved and less than 10%
of total body surface area (TBSA) may have epidermal
detachment. Stevens-Johnson syndrome (SJS) and Toxic
epidermal necrolysis (TEN) are considered to be a single
disease entity with different levels of severity. They are
characterized with wide-spread cutaneous erythema
and blisters, predominant on the trunk and face,
epidermolysis and mucosal erosions of the lips, eyes,
mouth and genital area. Epidermal detachment is less
than 10% of total body surface area for Steven-Johnson
syndrome, and Toxic epidermal necrolysis (TEN) with
30% or more of TBSA . Advanced epidermolysis has
mobility of the affected epidermis upon healthy skin and
epidermal detachment on friction, known as Nikolsky
phenomenon (1). There are actually two entities divided
into the following: 1. Erythema multiforme consisting
of erythema minor and major and 2. Steven -Johnson
syndrome (SJS) and Toxic epidermal necrolysis (TEN) (2).
Primary clinical manifestations are fever and malaise,
followed by cutaneous eruptions which in the cases of EM
major and SJS/TEN can progress into blisters and erosive
mucosal lesions of the mouth, lips, eyes and genital
area. Cutaneous lesions often occur several days prior to
mucosal erosions, but this order may be reversed.

The frequency of erythema multiforme is approximately
1.2-6 cases per million individuals per year. The condition
is rare in children younger than 3 vears and in adults
older than 50 years (3,4,5). The incidence of SJS and TEN is
approximately one to two cases per 1 million individuals
per vear. Reported mortality rates for TEN vary widely,
from 20 to 80%. In a German population-based study, SJS
had a mortality rate of less than 10%, and that of TEN was
about 45% (4).

Many suspected etiologic factors have been reported
to cause pediatric erythema multiforme (EM) and
Steven-Johnson/Toxic ~ epidermal necrolysis. Main
infectious etiological factors include Herpes simplex
virus (HSV), Epstein-Barr virus (EBV), Histoplasmosis,
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Mycoplasma species, viral infections , bacterial infection
as well as the virus-drug interactions CMV infection-
terbinafine ( 6).and EBV infection-amoxicillin. (7). More
than 50% of cases are related to medication use, but no
test reliably proves the link between a single case and a
specific drug. Regarding medications, sulfonamides are
the most common triggers. The second most commonly
involved agents are the anticonvulsants, including
barbiturates, carbamazepine, hydantoin, phenytoin, and
valproic acid. Causative antibiotics include penicillin,

ampicillin, tetracyclines, amoxicillin, cefotaxime,
cefaclor, cephalexin, ciprofloxacin, erythromycin,
minocycline, sulfonamides, trimethoprim-

sulfamethoxazole, and vancomycin. Antipyretic agents
as triggers include aspirin and paracethamol. (8,9,10) For
SJS/TEN medications, an altered immune response and
a genetic susceptibility are predisposing factors as well
as infections. However, approximately 50% of cases are
idiopathic, with no precipitating factor identified.

Infectious causes are more common in children than in
adults.

MATERIAL AND METHODS

This retrospective descriptive study was conducted at the
University Pediatric Clinic, a tertiary clinical hospital in
Skopje, R.N.Macedonia. Data on all cases of children with
a clinical diagnosis of EM minor and major, as well as
SJS and TEN, who were hospitalized at our Immunology
department during 10 years period were extracted.
Dermatologist was consulted for all cases. Only cases
consistent with the classification criteria for EM,
proposed by Bastuji-Garin et al. (2) were included in this
study. The following data were retrieved from patients:
epidemiological data like age and gender, illness 2 weeks
before the onset of the disease, medications 2 weeks prior
to the onset of the disease, possible etiological factors,
numbers of days of hospitalization , complications and
recurrence 6 during months follow up . Mean values
were calculated for quantitative variables, and absolute
frequencies for nominal variables.

EM affects mostly young adults, but can also appear in
children. The aim of this study was to analyze pediatric
EM, SJS/TEN, and to describe some epidemiological data,
illness and medications received prior to the onset of the
disease which can be possible etiological factors, duration
of hospitalization , complications and recurrence 6
during months follow up in our study group.
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RESULTS

In our study 6 children were diagnosed with EM, one with
SJS and 2 where diagnosed with TEN. Main characteristics
of patients with EM, like age, gender, signs of infection
2 weeks prior the onset of the disease, incriminated
etiological factors, therapy and outcome are summarized
in the Tablel.Same parameters for the patients with SJS/
TEN are summarized in the Table2.

Inthe group with EM, 3 patients had Erythema multiforme
minor and 3 had Erythema multiforme major. Age range
was from 10 months to 9 years, mean 5,4 years. As for the
gender, 4 where females and 2 where mails so the ratio
of males to females was 1:2 .Two weeks prior the onset
of the disease in the study group 2 patients didn’t have
any signs of the infection, 3 had upper respiratory tract
infection and one had fever. Two week prior to the onset
of the disease 3 patients with EM received anticonvulsive
therapy : 2with EM minor received lamotrygine and 1 with
EM major received phenobarbiton. Antibiotic therapy
(lincomycin, cefixime, ceftriaxone) received 1 patient with
EM minor and 3 patients with EM major. Paracethamol
received 2 patients with EM major. Mean duration of
hospitalization for patients with EM minor was 10,3 days
while for EM major mean duration of hospitalization
was 24,6 days. Infections and medications prior of
the onset of the disease where considered as possible
etiological factors, which influenced our therapeuticall
decisions. Antipyretic paracethamol was replaced with
ibuprofen and previous medications like anticonvulsive
and antibiotics were withdrawn from therapy, or
replaced with different group of medications. Two
patients with EM minor without infection and without
complications where treated with corticosteroids and
antihistamines while 1 patient with EM minor received
antibiotic therapy. All 3 patients with EM major received
antibiotics, as well as corticosteroids, antihistamines and
treatment for mucosal and skin erosions. Patient with EM
major who developed nephritis and acute renal failure,
received intravenous gammaglobulins (IVIG) as a single
dose of 400 mg/kg. One patient with EM major developed
within 3 days of hospitalization pleuritis which is shown
on Figure 1, as well as acute hepatitis.

During the study period 1 patient was diagnosed with SJS
and two with TEN. One 4 years old mail with SJS, 8 years
old female and 6 vears old mail with TEN. Mean days of
hospitalization for two patients with SJS/TEN were 27,5
days, while 8 years old female patient with TEN died at
day 7. Patient with SJS had previous upper respiratory
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tract infection and received linkomycin prior the onset of
SJS, which were regarded as possible etiological factors.
Same patient developed pneumonia with atelectasis
during hospitalization which were cleared at the time
of discharge. As for therapy patient with SJS received
antibiotics, corticosteroids, antihistamines, intravenous
gammaglobulins and treatment for eyes and skin erosions.
Male patient with TEN had no history of previous infection
or medications but he has positive serology for Varicella-
Zoster immunoglobulin M(IgM) and immunoglobulin
G (IgG). This patient received antibiotics, acyclovir,
IVIG, antihistamines, plasma and albumen substitution
as well as treatment for eyes and skin erosions. After
hospitalization he developed adhesions of conjuctiva and
urethra which were treated with surgical procedures.
Eight years old female with TEN was presented with most
severe clinical picture, with large area of skin erosions,
severe mucosal involvement and clinical presentation
of sepsis. Blood culture come positive for Methicillin
resistant staphylococcus aureus (MRSA) and despite
intensive skin and mucosal care, antibiotics, substitution
with plasma, albumen and IVIG, corticosteroids and
antihistamines , patient died with signs of severe septic
shock. This patient had fever, tonsillitis and enlarged neck
lymph nodes prior to the hospitalization and had high
titers for Epstain-Barr virus IgM which was regarded as
possible etiological factor as well as antibiotic ceftriaxone
and antipyretic paracethamol.

DISCUSSION

In the past decades, EM has been recognized as a separate
entity from SJS/TEN, and several studies examining
EM and SJS/TEN in the general population have been
performed (11, 12). However, until recently, there has not
been specific focus on pediatric population. In the last
years, several studies focusing on pediatric EM and SJS/
TEN were published.

In our study the mean age of affected children with EM
was 5,4 years, ranging from 10 months to 9 years. Results
from our study is opposite to the study by Yael Siedner-
Weintraub at al. (22) who did not observe EM in infants
and toddlers while we had described one infant and one
toddler, which is consistent with the findings by Keller et
al. (13) and Read Keijzers at al. (14).

The ratio of males to females was 1:2, which is consistent
with a slight female predilection found in studies from
another authors (15). In our study there were indications
for possible infectious etiology in 7 out of 9 children with
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EM and SJS/TEN, with a history of a febrile illness in the
two weeks prior to the appearance of the disease. Inadults,
HSV has been implicated as the most common etiology of
EM, in up to 70% of cases (16). However, the few studies
focusing on pediatric EM report an association with
HSV in 0-14% of cases (17, 18, 19).We have identified with
serology specific viral pathogens as possible triggers only
for two children with TEN , Epstein-Barr virus (EBV),or
EBV -Ceftriaxone possible virus-drug interactions as
well as Varicella- zoster virus. Association with viral
illness in children has been previously reported, but the
exact prevalence of the causative viruses is yet unknown.
EM and SJS/TEN can be associated with medications in
adults, as well as in children (12, 14, 19). Keller et al. (13)
performed a 10-year survey of EM in 95 children, which
found possible etiological factor to be medications,
mainly penicillin in the first year of life, and medications
and various infections in children older than one year.
In our study, medications were associated with EM, SJS/
TEN in 7 of 9 children, probably because of the wide-
spread prescriptions of antibiotics and antipyretics in
primary health care system. The culprit medications
were, lincomycin, cefixime, cetriaxone and nonspecific
anti-inflammatory drug paracethamol, which is in
concurrence with the literature (15). Three children where
on anticonvulsive drugs lamotrigine and phenobarbiton.
This was in addition to drugs that were already known
to be highly suspect (20). An immediate reaction to a
medication is rare. The typical latency between starting
a medication and the onset of an adverse reaction is 4-28
days and is rarely more than 8 weeks .

There was no recurrence of EM and SJS/TEN during
6 months follow up in our children. Recurrence is
considered very common in HSV-associated EM in adults.
However, the recurrence rate in children is unknown.
Mean duration of hospitalization for patients with EM
minor in our study was 10,3 days while for EM major
mean duration of hospitalization was 24,6 days, which is
different from study by Yael Siedner-Weintraub at all (21)
where mean duration for the hospitalization was 3.4 days
for EMin 30 children age 4-18 years. Mean hospitalization
duration for patient with SJS/TEN in our study group was
27,5 days.

Patients were treated with fluids, anti-viral drugs,
antibiotics, systemic corticoseroids and anti-histamines,
as well as meticulous care of mucous membranes and
skin. The use of systemic corticosteroids is puzzling
considering the controversy regarding the efficiency of
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corticosteroids in EM and the self-limiting nature of EM
(22-24), but is explained by the severe clinical picture in
those with EM major and SJS/TEN. On the other hand
corticosteroids given for SJS/TEN had positive results in
the study of Jinbo Chen at al.(25) who compere outcome
of 82 patients with SJS/TEN divided into 2 groups, one
group of 24 were treated with IVIG plus corticosteroids
and the other 58 were treated with corticosteroids only.
Results indicated that early application of corticosteroids
presented beneficial effects on SJS/TEN. In our study
four patients with EM major and SJS/TEN received IVIG
single dose of 400mg/kg for control of infections. Several
authors have reported IVIG as high dose treatment 2gr/kg
for these conditions. In the study of Jinbo Chen at al.(25)
combination therapy of corticosteroids and IVIG achieved
a better therapeutic effect than the administration
of corticosteroids alone in doses of 2 g/kg in SJS/TEN
patients. Montserrat Molgo et al.(26) in the retrospective
study of 15 patients with a diagnosis of Stevens-Johnson
or TEN, that received a total dose of 23 +/- 0.6 mg/kg of
IVIG over a period of 3 to 4 days, find good response to
IVIG . Eighty percent of patients survived, and authors
concluded that despite the lack of blind, multicentric and
randomized trials, they agree with some international
studies that high dose of IVIG is beneficial as a treatment
for SJS and TEN.

In our study we observed acute nephritis and acute
renal failure in a child with EM major. In the study of
Montserrat Molgo et al.(26) who had one patient with
SJS/TEN developing acute renal failure it was estimated
that reason for the renal failure were administration
of IVIG, while acute renal failure in our patient occurs
before the treatment with the IVIG as an integral part
of the disease. Acute pleuritis and pneumonia with
atelectasis was noticed in patients with EM major and
SJS respectively. Many author found association of
EM and SJS with Mycoplasma pneumoniae infection.
Theresa Canavan at all (27) in a systematic review of
202 patients with Mycoplasma pneumoniae-associated
mucocutaneous disease had concluded that Mycoplasma
pneumoniae infection is associated with extra pulmonary
complications, including mucocutaneous eruptions.
These eruptions, which have been termed either Stevens-
Johnson syndrome or Erythema multiforme in the
literature, may differ from drug-induced Stevens-Johnson
syndrome or viral-associated Erythema multiforme.
Also, Rui Pedro Santos et al.(28) concluded that some
patients with Mycoplasma pneumonia have extra
-pulmonary complications including mucocutaneous
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eruptions resembling EM, SJS and TEN. Recently, a
new entity, called M. pneumoniae-induced rash and
mucositis (MIRM) was described. The authors present a
clinical case difficult to classify attending to the classical
classification of epidermolytic syndromes that meets
the criteria proposed for the diagnosis of MIRM. The
mucocutaneous disease associated with Mycoplasma
pneumoniae presents predominant mucositis, with scarce
or absent cutaneous involvement. Because of the distinct
morphology, pathophysiology and benign clinical course,
MIRM should be considered as a new entity, distinct
from SJS/TEN and EM. In the case of EM and SJS/TEN it
is important for practitioners to consider and look after
Mycoplasma infection for proper diagnosis, treatment and
prognostic considerations. Acute hepatitis was noticed in
another child with EM major, which is consistent with
findings of the other authors who describe multiple organ
involvement in EM major and SJS/TEN. Conjuctival and
urethral adhesions were late complication of TEN (30) ,
and sepsis with MRSA in a patient with TEN which lead to
lethal outcome consistent with the study of Tingting Shi
at all (31) who observed complications in three patients
like septic shock, respiratory failure and obliterans
bronchiolitis and death because of out-of-control severe
infection.

CONCLUSION

EM minor and major as well as SJS/TEN are rare but
potentially life trethening diseases in childhood, caused
by infection, medication or without known causative
agent. During the treatment it is important to stop any
drug that patient has received before the disease. In this
study we found presence of EM in infants and toddlers
suggesting , that they can be affected with EM and SJS/
TEN, despite of immaturity of the immune system. In
patients with marked respiratory tract involvement
Mycoplasma pneumonie should be searched, because of
the new classification which describes muco-cutaneous
involvement during infection as separate entity called
M. pneumoniae-induced rash and mucositis (MIRM).
High doses of intravenouos gammaglobullins (IVIG )
should be considered for the treatment of severe forms
of EM, SJS and TEN. Pediatricians and dermatologists
should be aware of the diagnostic criteria for EM and
the differential diagnosis from SJS/TEN. Larger studies
in children are required to better characterize these
pediatric conditions.
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Type of Age Infection Medication 2 onu tr}z:;ion Mucosal
P 8¢, 2 weeks . Possible ethiology Therapy . Complications
EM gender rior week prior acute involvment
P desease
EMminor 8 years o Corticosteroids o o
F Lamotrigine Lamotrigine 12 days Antihistaminics
7 years 1o Lamotrigine Lamotrigine 10 davs Corticosteroids 1o o
EMminor | M 8 v Antihistaminics
. 10 Upper Amoxicillin Infection, Amoxicillin CefoFax1me .
EM minor | months | resp. . . . . 9 days Corticosteroids no no
: : Lincomycin Lincomycin a P
M infection Antihistaminics
Erythromycin
2,5 Upper Corticosteroids
EMmajor | years resp. Cefixime Infection Cefixime 24 days Antihistaminics yes no
F infection Mucosal and cutan
care
IVIG
Unver Corticosteroids
. 9 years pp Ceftriaxone . . Antihistamines Nephritis,acute
EMmajor resp. Infection Ceftriaxone | 30 days . yes .
F . . Paracetamol Cefotaxime renal failure
infection Paracetamol Imi
mipenem
Mycosal and cutan
care
. Ceftriaxone
Infection Corticosteroids
Phenobarbiton | Phenobarbiton it S .
. Syears | Fever3 . . . h Antihistaminics Pleuritis
EMmajor Lincomycin Lincomycin 20 days yes il
F days Mucosal and cutan hepatitis
Paracetamol Paracetamol care

Table 1.Patients with Erythema multiforme minor and major type

Abr: EM minor- Erythema multiforme minor; EM major- Erythema multiforme major
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SJS/TEN

Age,
gender

Infection 2 weeks
prior

Medication 2 week
prior

Possible ethiology

Duration of
the acute
desease

Therapy

Mucosal
involvment

Complications

SIS

4 years
M

Upper resp.
infection

Lincomycin

Infection
Lincomycin

25 days

IVIG
Corticosteroids
Antihistamines
Cefotaxime
Mycosal and
cutan care

yes

Pneumonia,
athelectasis

TEN

6 years
M

no

no

Infection:
(VZV IgM and IgG
poz)

30 days

IVIG
Plasma,
albumines,
Acyclovir
Cefotaxime
Mucosal and
cutan care

yes

Late:
Conjuctival
and urhetral
athesions

TEN

8 years
F

Pharyngitis
Lymphadenitis

Ceftriaxone
Paracethamol

Infection:
(EBV IgM poz)
Ceftriaxone
Paracethamol

7 days
Egzitus
lethalis

IVIG

Plasma
albumines,
Corticosteroids
antihystamines
Vancomycine
Meropenem
Mucosal and
cutan care

yes

Sepsis (MRSA)
Egzitus lethalis

Table 2. Patients with Steven-Johnson syndrome and Toxic epidermal necrolysis

Abr. SJS -Steven -Johnson syndrome;TNT-Toxic ephydermal necrolysis,VZV- varicella-zoster virus,EBV- Epstein Barr

virus

Figure 1. Exudative pleuritis in a patient with Erythema exudativum major
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ABSTRACT

Introduction: Schizophrenia is an endogenous psychotic disorder with a chronic course. The clinical features of
schizophrenia are dominated by positive, negative symptoms, as well as cognitive dysfunction, which affects the
quality of life.

Objective: To determine the relationship between cognitive dysfunction and quality of life in patients with first-
episode schizophrenia and a chronic course of the disease.

Method: The research involved 37 randomly selected male and female respondents from 18 to 60 years of age who
suffer from schizophrenia according to the diagnostic criteria of the International Classification of Diseases - ICD
10. The respondents are divided into two groups. The first group consists of 21 patients with schizophrenia in an
acute period of the disease, while the second group consists of 16 patients with chronic schizophrenia treated in the
PHI Psychiatric Hospital Skopje-Skopje, the PHI Clinical Hospital Stip and the PHI University Clinic of Psychiatry-
Skopje. We used the following measuring instruments: the Positive and Negative Syndrome Scale (PANSS), the
Schizophrenia Cognition Rating Scale (SCoRS) and the World Health Organization Quality of Life (WHOQQOL)-
BREF scale. For the statistical data processing we used the statistical package SPSS version 26 (Statistical Package
for the Social Science).

Results: By applying ANOVA we found that the quality of life in acute patients is linearly related with at least one
predictor, i.e. F (21) =3.570, sig. =.036, p<.05. In the regression analysis by means of the t-test we found that there is
a significant relationship between the quality of life and the total score of the cognitive functioning obtained by the
informer t(21)= -2.582, sig.=0.019, p<.05; while there is no statistically valid relationship between the quality of life
and the total score of cognitive functioning obtained by the patient t(21)=1.158, sig.=0.263, p>.01 and between the
quality of life and the total score of cognitive functioning obtained by the interviewer t(21)=0.096, sig.=0.925, p>.01.
Also by using ANOVA, we found that the quality of life in chronic patients is not linearly related to any predictor,
i.e. F (16) =0.840, sig. =.498, p>.05. In the regression analysis by means of the t-test we also found that there is no
relationship between the quality of life and the predictors.

Conclusion: In the course of our longitudinal prospective study, we found that cognitive dysfunction in schizophrenia
affects a person’s quality of life, whereby this is evident in the acute phase of the disease. Rehabilitation is focused
on building the required skills for everyday life and work in the community, and is based on the principles of
recovery and empowerment, it encourages the patient’s autonomy by fostering the ability to work and by reducing
incapacity -it improves self-confidence, social functioning and quality of life.
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INTRODUCTION

Schizophrenia is an endogenous psychotic disorder
with a chronic course which is characterized by
dysfunction in multiple domains such as: perceptions,
thinking, emotions and cognition. The scientific and
clinical public is focused on early detection, treatment
and rehabilitation, with a special focus on treatment
in the community, however in the last 20 years with
the advancement of science, schizophrenia has been
studied in the direction of a neurodevelopmental and a
neurodegenerative process [1, 2]. In the acute phase, a
schizophrenic disorder is manifested by subtle changes
in behavior, changes in the neuromotor and cognitive
spheres. Due to the heterogeneity of the manifestation of
the symptomatology in the early stage of schizophrenia,
along with the dominance of positive and negative
symptoms, cognitive deficit is also observed, hence early
detection and treatment play a major role in reducing
difficulties in the person’s functioning, therefore the
chronic stage of the disease is dominated by negative
symptoms and cognitive dysfunction, which of course
leaves sequels from a personal and behavioral aspect of
the schizophrenic person [3].

Cognitive dysfunction is a basic characteristic of
schizophrenia. Deficits are moderate to severe in
several domains, including attention, working memory,
verbal learning, memory and executive functions.
These deficits occur at the beginning of psychosis,
however they remain stable throughout the course of
the disease in most patients. Studies have shown that
cognitive deficits present with variability in severity,
persistence of disorders and absence of a cognitive deficit
in certain groups of patients up to 25 percent, in whom
a neuropsychological deficit has not been identified.
A number of studies in the early 1990s found that a
cognitive deficit is the best predictor of the functional
status in a number of domains of schizophrenia, as well
as patient’s characteristics, which suggests that the
neuropsychological disorder in schizophrenia is stable
but over time leads to more severe cognitive impairment
[4, 5]. Over the past decade, the focus of cognitive deficit in
schizophrenic patients has increased dramatically with
the realization that simultaneously it is a predictor of the
outcome and the treatment, from both pharmacological
and behavioral aspect.

Cognitive dysfunction is present in almost all patients,
with varying intensity in different domains, compared
to the healthy population, however the most sensitive
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domain is the one related to information processing
speed, memory, attention, executive function, language,
motor and spatial abilities. Cognitive dysfunction is
basically a constant category with small changes in the
manifestation of cognitive functions at different stages of
development of the disease and duration of the disease,
and there are no important correlations with age,
education, socioeconomic status [6, 7]. However, on the
other hand, the latest research results suggest that the
cognitive functioning of a schizophrenic person affects
the person’s quality of life [8, 9].

At the same time, on the basis of the research findings, the
clinical experiences and the realization that subjective
and objective factors are different and sometimes overlap,
the subjective quality of life in correlation with objective
needs largely affects the outcome in the improvement of
the quality of life according to the individual's personality
traits, therefore the need of self-assessment in regard
to the quality of life of patients with schizophrenia
arises [10]. The quality of life in schizophrenic patients
has been studied in terms of the severity of the disease,
the psychopathology and the prognosis in terms of the
available needs and opportunities. Therefore, some
authors believe that the quality of life is very subjective
and refers to the subjective abilities of the patient that
are correlated with the schizoaffective disorder.

A number of studies present the connection between the
symptoms of the disease and cognitive dysfunction and
the abilities of the functional capacities that are also a
product of interaction between environmental factors,
social relationships, problem-solving ability, insight, and
motivation. At the same time, certain studies have shown
that when assessing the quality of life in schizophrenic
patients, the highest ranked aspect is social integration,
i.e. the contacts and the acceptance of individuals from
the narrow and wider social environment.

AIM OF STUDY

+ To determine the level of cognitive functioning and the
quality of life in patients with schizophrenia;

+ To determine the relationship between cognitive
dysfunction and quality of life in the first episode of
schizophrenia;

+ To determine the relationship between cognitive
dysfunction and quality of life in patients with chronic
schizophrenia.
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MATERIAL AND METHODS

The research involves 37 randomly selected male and
female respondents from 18 to 60 years of age who suffer
from schizophrenia according to the diagnostic criteria
of the International Classification of Diseases - ICD 10.
The respondents are divided into two groups. The first
group consists of 21 patients with schizophrenia in
an acute period of the disease, while the second group
consists of 16 patients with chronic schizophrenia
treated in the Psychiatric Hospital Skopje-Skopje, the
Psychiatric department in the Clinical Hospital Stip and
the University Clinic of Psychiatry-Skopje diagnosed
with schizophrenia according to the diagnostic criteria
of the ICD-10 classification. Before the very inclusion in
the research, each respondent was informed about the
objective of the research, the procedures during the
research were explained to the respondent, as well as
the advantages and disadvantages of the respondent’s
participation in the research. The criteria for inclusion
of the respondents included: patients (male/female)
diagnosed with schizophrenia according to the criteria
of ICD-10; patients diagnosed with schizophrenia from
18 to 60 vears of age, patients in the acute stage of
schizophrenia without prior antipsychotic therapy,
and patients with chronic schizophrenia. The criteria
for exclusion of the respondents included: patients
diagnosed with schizophrenia under the age of 18 and
patients diagnosed with schizophrenia and a comorbid
psychiatric disorder.

During the research we used the following measuring
instruments:

The Positive and Negative Syndrome Scale - PANSS for
schizophrenia assessment consists of three subscales [11].
The positive scale contains 7 items (madness, cognitive
disorganization, hallucinatory behavior, anxiety,
grandness, suspicion and hostility), which same as all the
other items in this scale, are scored from 1 (absent) to 7
(extreme). The negative scale also contains 7 items (flat
affect, emotional withdrawal, impairment of emotional
reasoning, social withdrawal, difficulty in abstract
thinking, lack of spontaneity, stereotypical thinking). The
maximum score on this scale is 49 points. The General
Psychopathology Scale contains 16 items and presents
the structure of the clinical presentation. The Cronbach’s
alpha for 28 of 30 items was .756, which represents a good
correlation between items.

The Schizophrenia Cognition Rating Scale - ScoRS is
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a scale for assessing the cognitive impairment and
the extent of its effect on the everyday functioning in
patients with schizophrenia [12]. The scale itself consists
of 20 items that cover the following cognitive domains:
memory (4 items), learning (2 items), attention (3 items),
working memory (2 items), reasoning and problem
solving (3 items), motor skills (2 items), language (1 item)
and social skills (3 items). Each item is ranked from 1
(absent deviation) to 4 (expressed deviation), whereby
higher scores reflect a greater degree of disorder. The
time frame for the cognitive deficit should not be shorter
than two weeks, with retesting performed 3-4 weeks after
the commencement of the drug treatment. The statistical
validity of the scales expressed with Cronbach is within
the range from 0.743 to 0.782.

The WHOQOL - BREF (World Health Organization
Quality of Life-BREF) questionnaires a short version of
WHOQOL-100 [13]. Namely, 24 questions are selected
from the original questionnaire that assesses the quality
of life as a whole and the general health, hence the
questionnaire basically contains 26 questions. Based
on these questions, the quality of life is assessed in 4
domains: physical health, psychological health, social
relations and living conditions. The answer to each
question is according to the Likert’s type from 1 to 5,
where 1 means the lowest level of agreement, while 5
means the highest level of agreement with the question.
The total score for the quality of life as a whole and the
general health is 2-10, for the physical health it is 7-35, for
the psychological health it is 6-30, for the social relations
it is 3-15 and for the living conditions it is 8-40. The
statistical validity of the scale is expressed by Cronbach
which was .784.

RESULTS

On the basis of the data from Table 1 it is observable
that in patients with an acute course of the disease, the
average value of the physical health is M=22.90 with
minimum and maximum values from 13 to 34, of the
mental health it is M=19.14 with minimum and maximum
values from 14 to 27, of the social relations it is M=8.28
with minimum and maximum values from 4 to 12, and
of the living conditions it is M=22.90 with minimum and
maximum values from 17 to 29. The mean value of ScoRS
for a patient is M=4795, of ScoRS for an informer it is
M=50.47 and of ScoRS for an interviewer it is M=53.66.
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Table 1. Descriptive statistics of the domains of the
quality of life and the total score on the ScoRS scale
obtained from a patient, an informer and an interviewer
in subjects with an acute course of the disease

Variables N | Minimum | Maximum | Mean Std" . Variance
Deviation

Physical

21 | 13.00 34.00 229048 | 4.91838 24,190.
health
Mental health | 21 | 14.00 2700 19.1429 | 3.66450 13.429
Social 21 | 400 12.00 82857 | 192725 | 3714
relations
Living, 21 | 1700 29.00 229048 | 360423, | 12990
conditions
SCoRS_patient | 21 | 32.00 68.00 479524 | 10.63239 | 113.048
.SCORS‘ 21 | 30.00 69.00 504762 | 12.07319 145.762
informer
.SCORS.’ 21 | 38.00 71.00 53.6667 | 8.34466 69.633
interviewer

In order to determine exactly which of the predictors
affects the quality of life and its domains in the subjects
with acute schizophrenia, we applied linear regression.
By means of the corrected R2 (squared coefficient
of multiple correlation) we found that the examined
variables, i.e. the predictors have an effect on the quality
of life of 27.8% in the examined sample (Table 2).

Table 2. Squared coefficient of multiple correlation

Model Summary

R Adjusted | Std. Error of
Model R Square | R Square | the Estimate
1 ,622a 0,387 | 0,278 8,88422

a. Predictors: (Constant), SCoRS_interviewer, SCoRS_patient,
SCoRS_informer

b. Dependent Variable: Quality of Life

By applying ANOVA we found that the quality of life in
acute patients is linearly related to at least one predictor,
i.e. F(21) =3.570, sig. =.036, p<.05.

In the regression analysis by means of the t-test we found
that there is a significant relationship between quality of
life and the total score of cognitive functioning obtained
by the informer t(21) = -2.582, sig.=0.019, p<.05; while there
is no statistically valid relationship between quality of
life and the total score of cognitive functioning obtained
by the patient t(21)=1.158, sig.=0.263, p>.01 and between
quality of life and the total score of cognitive functioning
obtained by the interviewer t(21)=0.096, sig.=0.925, p>.01
(Table 3).
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Table 3. Correlation between quality of life and the
total score on the ScoRS scale obtained by a patient, an
informer and an interviewer

Unstandardized Standardized
Model Coefficients Coefficients )
B t Sig.
Std.
Error Beta
(Constant) 93.181 13.028 7152 0.000
SCoRS_patient 0411 0.354 0417 1158 | 0.263
1
SCoRS_informer | -0.819 0.317 -0.945 2582 | 0.019
.SCORS.‘ 0.030 0.317 0.024 0.096 | 0.925
interviewer
a. Dependent Variable: Quality of Life

Graph 1. Shows a histogram of the quality of life in
patients with a first episode of schizophrenia.
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Graph 1. Histogram of the quality of life in patients with
acute schizophrenia.

On the basis of the data from Table 4, it can be seen that
in patients with a chronic course of the disease, the
mean value of physical health is M=22.81 with minimum
and maximum values from 16 to 30, of mental health it
is M=18.62 with minimum and maximum values from 13
to 24, of social relations it is M=8.20 with minimum and
maximum values from 4 to 11 and of living conditions it
is M=22.87 with minimum and maximum values from 10
to 29. The mean value of ScoRS for a patient is M=48.56,
of ScoRS for an informer it is M=45.37 and of ScoRS for an
interviewer it is M=46.93.
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Table 4. Descriptive statistics of the examined clinical
and psychological parameters in subjects with chronic
schizophrenia
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Table 6. Correlation between quality of life and the
total score on the ScoRS scale obtained by a patient, an
informer and an interviewer

Variables N | Min Max Mean Std'. . Variance
Deviation
Physical health 16 | 16.00 | 3000 | 22.8125 | 3.29077 10.829
Mental health 16 | 13.00 | 24.00 18.6250 | 2.75379 7583
Social relations 16 | 400 | 11.00 8.0000 | 1.96638 3.867
Living conditions | 16 | 10.00 | 29.00 22.8750 | 5.25198 27583
SCoRS_patient 16 | 36.00 | 5800 | 485625 | 6.73269 45.329
SCoRS_informer 16 | 10.00 | 63.00 45.3750 | 12.92994 167.183
SCoRS_interviewer | 16 | 12.00 | 65.00 | 46.9375 | 12.90203 166.463

In order to determine exactly which of the predictors
affects the quality of life and its domains in the subjects
with chronic schizophrenia, we applied linear regression.
By means of the corrected R2 (squared coefficient
of multiple correlation) we found that the examined
variables, i.e. the predictors affect 23.3% on the quality of
life in the examined sample (Table 5).

Table 5. Squared coefficient of multiple correlation

Model Summaryb

Adjusted R Std. Error of
Model R R Square Square the Estimate
1 Al7a 0,174 0,233 9,01238

a. Predictors: (Constant), SCoRS_interviewer, SCoRS_patient, SCoRS_informer

b. Dependent Variable: Quality of Life

By applying ANOVA we found that the quality of life in
chronic patients is not linearly related to any predictor,
that is F (16) =0.840, sig. =.498, p>.05. In the regression
analysis by means of the t-test we also found that there is
no correlation between quality of life and the predictors
(Table 6).
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Unstandardized Standardized
Model Coefficients Coefficients )
t Sig.
B
Std.
Error Beta
(Constant) 82.318 17.483 4709 0.001
SCoRS_patient -0439 | 0.389 -0.333 -1.130 0.281
SCoRS_informer 0.999 1.228 1457 0.814 0.432
SCoRS_interviewer | -0.725 1217 -1.054 0595 | 0.563
a. Dependent Variable: Quality of Life

Graph 2. Shows a histogram of the quality of life in
patients with chronic schizophrenia.
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Graph 2. Histogram of the quality of life in patients with
chronic schizophrenia

DISCUSSION

The quality of life in schizophrenic patients has been
studied in terms of the severity of the disease, the
psychopathology and the prognosis in relation to the
available needs and opportunities. It is assumed that
the ability of cognitive functioning of the schizophrenic
subjects affects their quality of life, hence our objective
during this study was to see if cognitive functioning is
a predictor of the quality of life in patients with first-
episode schizophrenia and a chronic course of the disease
[14,15].

Cognitive deficit in schizophrenia is increasingly accepted
as a basic characteristic of the mental disorder and it
is an important factor in explaining the dysfunction or
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the duration and deficits during clinical remission, but
also a risk factor that hinders the processes leading
to functional recovery of patients with schizophrenia.
Cognitive deficit is considered a basic characteristic of
schizophrenia primarily because it is present before the
onset of psychosis, i.e. patients with schizophrenia suffer
from a wide range of cognitive deficits, which usually
occur in a certain period of time, before and after the
onset of the disorder, which determines the outcome
of the mental condition [16]. In addition, this deficit is
usually present during the symptomatic remissions and
is relatively stable over time in both patients and persons
at high risk for schizophrenia.

Cognitive deficit includes changes in memory, attention,
learning, executive function, abstract thinking, and
language. It should be noted that 75% of patients with
schizophrenia suffer from cognitive symptoms as a
result of the disease [17, 18]. The general functionality
of schizophrenia is ascribed to cognitive symptoms,
even when performing the simplest everyday tasks,
the person’s ability to cope with certain problems or to
perform tasks in an appropriate way is reduced, there are
changes in associations, logical comprehension, adequate
thinking and acting, problems in using information,
decision making and difficulty paying attention, which
are reflected in the thought process.

Our hypothesis, that there is a significant relationship
between cognitive functioning and quality of life in
schizophrenic subjects, is fully confirmed. Thereby
cognitive dysfunction affects the quality of life in subjects
in the acute phase of the disease compared to chronic
subjects. The obtained results support the hypothesis
that impaired cognitive functioning leads to social
withdrawal, isolation, reduced motivation and ability
to perform daily functions in schizophrenic subjects.
This coincides with certain studies that suggest that
cognitive functioning is an indicator of a more severe and
unfavorable course of the disease and poor functioning of
the person in the community, i.e. a change in the person’s
quality of life [19, 20].

Therefore, patients with schizophrenia need to start
with antipsychotic therapy and psychosocial therapeutic
interventionsintimeinordertobeabletoaffect the natural
course of the disease. Along with the longer period of time
that is required to achieve a satisfactory improvement of
the patient’s mental state, each subsequent deterioration
of the psychological condition is continued. At the same
time, patients who show a poor response to antipsychotic
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therapy have residual psychotic symptoms that reduce the
person’s functional capacity. Therefore, it is believed that
timely application of therapy (psychopharmacological,
psychosocial and psychotherapeutic interventions) can
reduce psychotic symptoms, it can reduce the regressive
course of schizophrenia and prevent the development of
therapeutic resistance.

CONCLUSION

Modern psychiatry today seeks to integrate the different
psychiatric theories and concepts with contemporary
neurophysiological ~ findings. All attempts and
tendencies to integrate different psychotherapeutic
and pharmacotherapeutic interventions rest on this
assertion.

Itisknownthat theinternal representation of the personal
space can be modified with experience. Experience is
modified not only through mental experiences, but
also through brain functioning and brain architecture.
All of this, together with the unique genetic material,
establishes the biological basis of the person [21]. The
biological basis generates our emotions, experiences
and behavior, but also the experience of current brain
activities reforms them in the brain structure. Unlike
the findings in the past, according to the latest findings
it is considered that the brain structures are variable and
flexible, and our mind is a complex, biological, historical,
cultural and social phenomenon.

Schizophrenia is a chronic mental illness, a clinical
syndrome with the presence of specific psychological
symptoms, individual variations in terms of the clinical
features, the response to therapy and the course of the
disease, as well as reduced functional capacities of the
person from all aspects - personal, family, work and
social. Therefore, our results may be important for the
prevention, detection and treatment of schizophrenia.
These results can also be applied as an auxiliary means
of assistance in the treatment of schizophrenia, in
order to prevent or overcome the already negative side
effects. With adequate psychiatric and psychological
help, in the form of counseling and psychotherapy work,
patients can be provided help to more easily accept and
overcome the disease. Of course, these results can help
the families of patients, but also professionals who deal
with the treatment of schizophrenia, through counseling
and psychotherapy in the adaptation of the disease,
in creating a new way of life, as well as regular use of
antipsychotic therapy.
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Based on the theoretical analysis and the empirical data
we can say that although we have achieved the set goals,
this research still leaves space for practical application
of the results, but also provides an incentive for further
new researches that will provide a better understanding
of this complex problem.
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ABSTRACT

Introduction: Cerebrovascular disease refers to a variety of conditions that affect the supply of blood to the brain
and are an important cause of cognitive impairment and dementia in elderly patients.

Aim: is to analyze through it distribution of patients with cerebrovascular insult on the basis of gender and age,
to analyze the correlation between age and how many of them have developed dementia, and the presence of
comorbidities like diabetes and hypertension.

Methods: 143 patients with cerebrovascular insult ambulate treated in Poliklinik Bit Pazar — Skopje in period of
three year who developed dementia and comorbidities hypertension and diabetes. Using statistical methods such
as: arithmetic mean and linear correlations.

Results: Cerebrovascular diseases is represented the same in both genders, 18.18 % of them developed dementia.
Comorbidities: hypertension is generally presented in 95, 80 % where we can see the importance of it in
cerebrovascular diseases. Diabetes is an important risk factor for stroke it is represented in 30 % of cerebrovascular
diseases.

Conclusion: Cerebrovascular disease refers to a group of conditions, diseases, and disorders that affect the blood
vessels and blood supply to the brain who lead cerebrovascular insults and dementia. Hypertension and diabetes
have an impact on the occurrence of cerebrovascular diseases.

Keywords: Dementia, Vascular dementia, cerebrovascular diseases, diabetes, hypertension.

INTRODUCTION in dementia is widely accepted, major challenges to the
concept remain.(1,2). Dementia is a disorder in which
individuals lose independence of daily functioning
because of cognitive dysfunction like deterioration in
memory, thinking, behavior and the ability to perform
everyday activities. Worldwide, around 50 million people

have dementia, and there are nearly 10 million new cases

Cerebrovascular disease is an important cause of
cognitive impairment and dementia in elderly patients.
The link between cerebrovascular disease and dementia
has been a controversial topic for decades. At one point,
cerebrovascular disease was believed to be the dominant
cause of dementia. Then, as recently as a decade ago,

it was thought to be exceedingly rare. By 2005, the
pendulum has begun to swing back to a larger role for
cerebrovascular disease in cognitive disorders. Although
recognition of the importance of cerebrovascular disease

every year.

Vascular dementia also known as multi-infarct dementia
occurs when vessels that supply blood to the brain become
blocked or narrowed. Strokes take place when the supply
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of blood carrying oxygen to the brain is suddenly cut off.
Symptoms of vascular dementia depend on what part of
the brain is affected and to what extent. Like Alzheimer’s
disease, the symptoms of vascular dementia are often
mild for a long time.

In the first few years after a stroke, the rate of dementia
is greatly increased.(3) As many as 30% of stroke survivors
in one study had dementia by 6 months after their stroke.
(4) Another study characterized the risk of dementia as (5
Jfold compared with individuals of the same age and sex
without a new stroke.(6)

PURPOSE

The purpose of the paper is to analyze through it
distribution of patients with cerebrovascular insult on
the basis of gender and age, to analyze the correlation
between age and how many of them have developed
dementia, and the presence of comorbitis like diabet and
hypertension.

MATERIAL AND METHODS

This study is descriptive, retrospective type. The Material
was taken form ambulate treated patients in polyclinic
Bit Pazar - Skopje in period of three year from 2017 to
2020. The number of patients in this period diagnosed
with cerebrovascular insult was 143 whose age ranges
from 52 to 83 years old. In which after neuropsychological
test 26 patients were diagnosed with cognitive disorders-
dementia. As well as the presence of hypertension and
diabetes in these patients. The data are presented by
means of tables and graphs. For data processing are used
statistical methods such as: arithmetic mean and linear
correlations.

RESULTS

After receiving all data from patients and after their
statistical processing, we obtained the results of following
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Graph 1. Ratio of male to female patients

Graph 1 shows that out of 143 cases with cerebrovascular
insults, 73 of them or 51.04% are female while the rest, 70
or 48.95% are male.

This shows that the presence of cerebrovascular disease
is the same in both genders.

Graph 2. Patients with cerebrovascular stroke who have
developed dementia

Graph 2 .shows that out of 143 cases with cerebrovascular
insults after a neuropsychological test only in 26 or 18.18
% of patients were diagnosed dementia. Were 14 or 9.79 %
were females and 12 or 8.39 % were male.

Here we can also conclude that gender does not have any
influence on the appearance of dementia.

Graph 4. Distribution of cases by gender across age group

The most attacked age group in both genders is 60-69
years with a total of 56 cases or 39.16 % while the age
group 80-89 the same in both genders is less present with
total 3 of cases or 2.09%.
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Age group Xégl}::ntia & ézirg(le%%ita %
50-59 6 42.85 35 2991
60-69 8 5714 48 41.02
70-79 9 64.28 34 29.05
80-89 3 2142 0 0
Total 14 100 117 100

Table 1. Patients with and without dementia

Table 1 shows that patients with CVI without dementia
are mostly found in the age group 60-69, a total of 48 or
41.02%, while those with dementia are found in the age
group 70-79 with 9 or 64.28 %.

Age

group Diabetes | % HTA % Total
50-59 23 53.48 36 26.27 40
60-69 |10 23.25 54 39.41 56
70-79 7 16.27 44 3211 44
80-89 3 0.97 3 218 3
Total 43 100 137 100 143

Table 2. Patients with diabetes and hypertension

Tab.2 shows that hypertension occurs in all age groups
mostly at 60-69 ,54 or 39.41% and diabetes at 50-59 age
group 23 or 53.48%

In 143 patients with cerebrovascular disease in 137 or
95.80% we have the presence of hypertension and the
presence of diabetes is in 43 or 30 %.

DISCUSSION

The incidence and prevalence of dementia vary from
study to study, all population-based epidemiological
investigations have shown that vascular demencija
increases with advancing age. (7,8)

In addition, Alzheimer Dementia increases with
advancing age, so no age-related variations exist in the
incidence of the 2 disorders that can be exploited for
diagnostic reasons.(9)

Vascular dementia is generally stated to be the second
most common cause of dementia in later life in Caucasian
populations, although it may be the most common cause
in East Asia, and there are few data from other ethnic
groups (10, 11).
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In our study, out of the total number of patients with
dementia symptoms, it is presented to 18.18% of patients,
worldwide it is represented 20%. Also does not exist
differences in gender.

Chronic hypertension directly affects the structure
and function of cerebral blood vessels. But how these
cerebrovascular effects lead to cognitive impairment
disease pathology is not well understood.

Similar patterns were shown in the Goteborg Longitudinal
Population Study, where 70 year olds with elevated blood
pressures had more dementia at 79 to 85 years of age, but
many also experienced decline in blood pressure in the
years more proximal to a dementia diagnosis. (12)

In our study it is clear that HTA occurs in almost
all patients with cerebral insult, which shows the
importance of hypertension in cerebrovascular disease,
including dementia.

Diabetes mellitus increases the risk of stroke. In the study
of Tuttolomondo A and collaborators in 102 diabetics and
204 non-diabetic subjects with acute ischemic stroke,
matched by sex and age (+/-3 years). Study shows some
significant differences in acute ischemic stroke among
diabetics in comparison with non-diabetics (higher
frequency of hypertension, higher prevalence of lacunar
stroke subtype, lower neurological deficit at admission in
diabetics). (15)

In the Lausanne Stroke Registry between 1983 and 2002,
patients with diabetes had higher relative prevalence of
subcortical infarction and lower relative prevalence of
intracerebral hemorrhage (ICH). (13). In another study,
significant differences were observed in patients with
ischemic stroke along with diabetes in comparison with
nondiabetics with higher frequency of lacunar infarct and
hypertension. (14) Diabetes in our study is represented
only 30 % of patients with cerebrovascular insult.

CONCLUSION

Cerebrovascular disease is an important cause of
cognitive impairment and dementia in elderly patients,
accounting for up to 20% of cases of dementia.

Hypertension is the leading cause of age-related cognitive
impairment because it directly affects the structure and
function of cerebral blood vessels thus affecting the onset
of cerebrovascular disease- strokes and dementia.

Diabetes is an important modifiable risk factor for
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cerebro-vascular diseases, especially ischemic stroke or
cerebrovascular insults.
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MAKPO3OMEH IUTOJ - UCXO[ KAJ MAJRA N TUTO]
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CrerjajiHa OOJHMIIA 3a TMHEKOJIOTHja U akyuepcTBo ,Majka Tepesa “Uaup,Ckonje, Pomunau canu u HeoHaTanen
onzien
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ABCTPAKT

[len: [la ce mpe3eHTUpaaT pU3MK (aKTOPKUTE M HCXOJOT Ha MajKUTe M HOBOPOJIEHUMbaTa Kaj KOMJIMIMpaH! OPeMHOCTH
co Makpo3oMeH mtof Hag 4500 rp Bo mepuof off TPY FOJUHU.

Metopna: OBaa cTyauja NpeTcTaByBa [IpeceuyHa peTpoCIeKTUBHA aHain3a crpoBefieHa Bo CrienujanHa bonmHuia 3a
['mHekosnoruja 1 AxkymepctBo "Majka Tepesa" Ckorije Bo mepuof ofi Tpy rnojHu rogunn 2017-2019. Bo Tek Ha 0BOj
nepuof 6pojoT Ha parara 6umn 11.864.Hue ru creeBMe HOBOPOIIEHUNbATA CO POAMIIHA TejlecHa TesKMHa Hag 4500r,
M3MEepEeHU BeHAll T10 [I0polyBaike. BKYITHUOT Opoj 3a Tpu rofuHu bete 153, ogHocHO 1.3 %.I'u aHaIM3MpaBMe PUSUK
hakropure 3a Makpo3oMHMja : 3aCTANIEHOCTa Ha TOBEKEPOTKUTE,KOJIKY O MajKUTe MPETXOAHO POAUIe MaKpPO30MeH
/10T, , CpefiHa BO3pacT Ha MajKUTe U I0J1 Ha HOBOpOZleHuTe. Bellle eBaslypaH HAaUMHOT Ha MOPOJlyBame, T.e. KOJIKY
parama 3aBpllusie co Hapcku pes . [To mopofyBame ciieleHu ce KOJKY Off TallueHTKUTE UMajle MOBPeld Ha MOPOJINIHA
MaTUIITa, BUZOT Ha [TOBPeIUTe U KOMJIMKALMY. Kaj HoBOpoZieHUMmbata e cjiefleHo [1ojaBa Ha paMeHa IUCTOoKUja, Arrap
CKOD BO TTPBA U TleTa MUHYTa, TTIMKeMUja (CpefiHa BPeJIHOCT) BO MpBUTe 24 yaca U MoBPe[in - 6PojoT Ha MOBpeu ,BU0T
1 UCXO[IOT.

Pesynrati: Co mapcku pes ce nopomwie 81(53 %), crioHTaHo ce mopomune 72(47%) mauueHTKU. Of CIIOHTAHO
rnoposieHUTe Oe3 ernu3uoTOMHUja U JIPYTU MOBPEIM HA TeHUTasieH TPaKT U 0e3 HUKAKBU KOMJIUKAIIUU Ce TI0pOoJInie
12 malLyeHTKH, OOHOCHO caMo okoiy 17%,. Kako Hajuecta KOMIUIMKALMja I10 pararke Ouia epuHeasiHa jalepaluja
op npB crerieH,18%./laLiepaliyja o7 BTOp CTEIIeH e perucTprupaHa Kaj [Be rnalueHTKU (2.8%) IBe MalueHTKU UMaje
jlatiepanja Ha LepBUKC(2.8%) 1 Tpu MaLMeHTKU alepanuja Ha BaruHa(4.1%). Peructpupanu ce 29 enu3uOTOMUM.
I[Ter HoBopomenu umase shoulder dystocia.Hajuusok Apgar score e BUeH Kaj TpU HOBOPOJeHM U Toa 3/5, 4/7, u
5/7, npyrute 6ea co Apgar Hap 7. Iukemuja 6una 3.5+/- 1.2mmol/L. Hajuucka namepena 2.2 mmol/L. dpakTypa Ha
KJIaBUKYJa MaJjie 7 HOBOPOZIeHUNba, JlofleKka Tapesa Ha plexus brachialis 3 HoBopopeHunba.

3axnydok: deTasHa MAKpoO30MUja TTpeTCTaByBa cepro3eH ITpobieM BO aKyIlepCcTBOTO. MeHalMparmke Ha COMHUTETHA
MaKpo3oMuja Tpeba 1a buge MHAMBUIYaIM3KpaHa Cco 11eJ1 Aa ce MUHUMMU3MpPaaT MajuHuTe 1 heTaTHUTe KOMITTUKALINL.
Lemuor nepcoHan Tpeba na Oupe 3aro3HaeH, 1a Ouje cripeMeH 3a OUeKyBaHUTE MCXOAM Kaj MajKa M HOBOPOAEHO, Ia
OZII'OBOPU COOMIBETHO U [1a YIIPaByBa CO HUB.

Knyanu 360poBu:Makpo30Muja,lJapcky pes, CIIOHTAHO MOPOyBarhe, MCX0]] Kaj MajKka,ucXoj] Kaj HOBOPOAeHO

BOBE]]

Jledununyja: Makpo3oMeH IIof mofpasoupa Iof, Koj

texkuHa Haj, 4500 rpamu, Koja KopecmoHupa co 97-mMa
nepiieHTHIa. Pe3ynTaTi o IONTM KOXOPTHH CTYAMH ja

r'0 KOPHUCTEJI CBOjOT MOTEHIIMjal 3a PacT Haj TPaHHUIUTe
3a aKTyelHaTa TecTalliCKa CTapoCT, OJHOCHO IIOf,
CO pofuiIHa TelecHa TexuHa Hap 90-Ta TmepleHTHIa
3a recTaljcKata BO3pacT, WIM BO abcolyTHa Opojka
- HOBOPOJIEHO BO OMJIO KOja TrecTalicKa BO3pacT €O

TofIpKyBaaT BropaTa fedunuija. 1.(14)

Bo mpuior Tabena co mepieHTHIM 3a (eTanHa TeKUHA
BO OJIHOC Ha TecTaIpucKa CTapocT Ha IIOIOT BO TPETHOT
TpuMectap Ha OpemeHocta (fetalmedicine.org,Fetal
medicine foundation -Fetal growth assessmen)(16),
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uiupennata e 1-15% op OpeMeHOCTUTE 3aBMCHO O
MECTOTO,pacaTa, IoKaIHK ()aKTOPU U METOJ0/IOrMjaTa, Ha
npumep Bo CAJI 6.9% o HoBopojieHUKbaTa MMaart TeJiecHa
teskuHa 4000-4500r, 1.5% teskaT >4500r 1 0.1% nag 5000r.
Hoppucku 3eMur uMaat Hajroniema mpeBajeHiia, 20% Ha
HoBopogenu Hap 4000 rp.

Estimated fotal weight (gl

LeiEationg] age (w)

T 5 F] "B in N 1 : L 5n
£ L \ = - 3

Bo Hamara OonMHMI[Aa WHIMJEHIIA Ha MAaKpO30MHja
Bo mepuopoT 2017-2019 r 6unma 1.3%, cMeTajku ru 3a
MaKpO30MHU CHMTe HOBODOJIEHUMIba CO TeJlecHa TeKHUHa
Hag 4500r.

Kako Hajuectd pu3uK (haKTOpM ce AujabeTec Kaj Majka
(mperecTalMCK WM TECTAIMCKH), TPETXOJHO POJEHO
nere co PTM napg 4000r, moBekepoTKu, Majku Hap 35
TOJIWIIIHA BO3pPacT, MOCT/AaTH3aM 00e3UTeT, MAIIKU 0T
Ha HOBOpOJieHO. [lujabeTecoT e BepojaTHO HAjueCTHOT U
HajrojieM (akTop co oryief fieKa ro 3roJieMyBa pU3UKOT 3a
10 maTu Bo ofiHOC Ha OCTaHaTaTa IOIMy/alyja.

MHOrY € TelKO TOYHO [ia e TPeBUIN TelecHa TeXMUHA
Ha Makpo30OMeH IUIOf| Tpef] TopofiyBame. MeTofia Koja
ce yroTpedyBa 3a MpefUKIMja HA POIMIHA TeXMHA in-
utero e TpOIEHKA HA CIIOMHATHTE PU3MK (DAaKTOPU Kaj
MajKa, KTMHIYKK TPersiefi ¥ yATpasByK. [BeTe MpuMapHH
K/IMHAYKM METOJIM 3a JIMjarHo3a Ha (peTayiHa TeXUHA ce
JleomniofioBM MaHeBpH U Meperbe Ha JucTaHia (yHmayc-
cumdusa. YiorpedaTa Ha OBUe JIBe METOJIU Ce TMOKaKaIo
Kako c/1ab MpefuKTOp, MOCEOHO Kaj 00€3HU TPYIHMUIIM.
YnrpasBuHa (heTaiHa OMOMETpHja e HajcooIBETHA METOIA
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3a IjarHo3a Ha (peTajHa TeKMHa, HO JIaJIeKy Off pelu3Ha
€O OI7Ie]I Ha Toa JieKa Bo moBeke o1 50% of1 MaKpO30MHHUTe
IUIOfIOBM M3MepeHaTa TesiecHa TexkuHa (EFW - estimated
fetal weight) orcramyBa 3a nmoseke op 10% op peanHaTa
(15).

HajuecTu KoMuKaluy Kaj Majka ce 3roieMeHa MHIIMIeHIIa
Ha parame CO I[APCKU pe3, MPOJOHTMPaHO parame COo
PU3MK 3a [0jaBa Ha MHTpanapTanHa uHpeKiuja, IoBpeu
Ha POAM/IHM IIATWINTA, MOCTIApTajHa Xxemoparuja. Bo
OfIHOC Ha IUIOfIOT, HAjuecTH M HAjTEeIKU KOMIUTMKaIUu
ce paMeHa [UCTOKHMja, TIOPOJMIHU TOBpenu (ppaktypa
Ha KIaBMKYV/Ia, ape3a Ha plexus brachialis), acduxkcuja,
MeKOHHMjajleH aclupaljMoHeH CHHJPOM, peclupaTopeH
IMCTPeC CUHAPOM, XUIIOTTIMKEMHUja.

Co orneq; Ha HaBeJleHUTe OPOjHY M TEIIKU KOMITTMKAIH,
o0CTeTpHUapuUTe WMAaT CKIOHOCT [a WHJYIHpaaT
parame aKko ce COMHeBaaT Ha I1ojaBa Ha MaKpO30MeH II0
(“impending macrosomia”), i fia ja 3aBuiaT OpeMeHOCTa
CO eNIeKTHBEH IApCKU pe3, WM IaK CO MTeH IapCKu
pe3 ako parameTo e BeKe 3amouHaTo. Ho, moceranixute
CTYIMM ¥ TPOTOKONM He TIperopadyyBaT MHAYKIMja Ha
parame Kaj COMHHUTeNIeH KPyIleH III0fI, TIoceOHO He TIpe
39 mo/HY recTalucKy HeJemu.

BaruHanHo TIOPOJTyBatbe He TPeTCTaByBa
KOHTpauHfuKanuja Kaj mwiog go 5000r u majku Kowu
HeMaar ujabetec, 1 Kaj oz 1o 4500r ¥ MajKu KoM MMaat
nujabeTec. AKo TIOCTOM MPOJIOHTHPabe Ha BTopa (asa Ha
parame, Bo IPHJIOT Ha (heTo-TIeJIBUYHA IUCPOIIOPIIK]ja - ce
TperiopavyBa 3aBpIyBakbe Ha parameTo co rapcku pesli.
(14)

MATEPHJAJT U METOIU

CrypujaTa Omna crpoBesieHa Bo CrerujanHa bonHuiia 3a
I'mHexonoruja u AkyimepcrBo "Majka Tepesa" Ckomje Bo
nepuop, off Tpu nonau roguau 2017-2019. Bo ek Ha 0Boj
nepuoz 6pojoT Ha pararma om 11 864.

Hue ru criefieBMe HOBOpOJIeHUMIbATA CO POIU/IHA TeJlecHa
te;kiHa Hap 4500r, u3MepeHH BeHall 110 MOPOJyBambe.
BrymHHOT Opoj 3a Tpu rogunu 6eme 153, ogHocHO 1.3 %.

I[len Ha crymujaTa HU Oemie 71a ce eBaJyupaT PU3HUK
(akTOpUTe Kaj Majka ¥ HAUMHOT Ha TOPOJyBakbe,
T.e. KOJIKY parama 3aBpLIMIE CO IIapCKU pe3 a KOJKY
crontaHo. Off CIOHTaHWTe parawka TM AHATU3UPABME
KOJIKY OfT HUB O1Jie IIPBOPOTKH a KOJKY MoBeKepoTKH. [1o
TIOPOJTYBabe CJIefleHu e KOJKY Off TallieHTKUTe MMajie
TIOBPe/IY Ha TIOPOJWIHY TIATHINTA, BUIOT Ha MOBPEeJUTe 1



At

KoMmyiKaiui. Kaj HoBoposieHunbata e ciefieHo rojaBa Ha
paMeHa JJUCTOKHja, Anrap CKOp BO MpBa U TeTa MUHYTA,
I/IMKeMuja pBuTe 24 yaca 1 oBpefi - 6pojoT Ha MoBpeu
,BUJIOT ¥ UCXOJIOT.

PE3YJITATU!

Opn BRynHMOT Opoj 11864 paratba Bo TeK Ha TPU TOJIUHH,
153 HoBOpoOJIeHH OMIe CO POJM/IHA TeJlecHa TeKMHA Haj
4500rp. MHumpeHma Ha Makpo3oMuja oma 1.3%.

Okony 77% op maneHTRUTe Ouie MynTumnapu.CaMo JeBet
of BKYIHHOT Opoj Ouse mpBopoTKu.IIpeTxomHo popeHo
MaKpo3oMeH 1iofi uMase 62 matuentky unu 40%.CpegHa
Bo3pacT Ha Majkute Bo 2017 Geure 35 +/- 7.5 rop.(range:
19-44 roguuu,median: 35 roguuu), Bo 2018 Gemre 34,9
+/- 6 rop.(range:26-44 romunu,median: 34 roguHu) U BO
2019 6eure 36.3+/- brop (range:28-44 romunu, median: 35
roiuHu). Bo oHOC Ha IO/IOT Ha HOBOPOJIEHUTE TTOBEKETO
ce ojf ManIku 1o/.Bo mpuor Tabena 1 Kajie e mprKakaH
OfIHOC Ha ;KeHCKM M MalllKi MaKpO30MHH HOBOPOJIEHH 10
TOIMHU.

Tabemna 1.
2017 2018 2019
JKEeHCKO 12 20 13
MallIKo 37 31 40

On BKymHHOT Opoj 153 marueHKH, co IAPCKU pe3 ce
nopopusne 81, crioHTaHO ce Topojuie 72 MarueHTKU.Bo
Tabesa 2 e mpe3eHTHPaH HAYMH Ha MOPO/IYBaibe.

[IpoLieHTOT Ha OpeMeHOCTH 3aBPIIEHH CO IIAPCKU pe3 e
3a oKony 60% moBeKe off OIIITAaTa CTalKa Ha I[APCKHU pe3
3a THe 3 rofiuHu. be3 emu3uoromuja ¥ ApYTH MOBpPenu
Ha TeHWTaleH TPaKT M 0e3 HUKaKBM KOMJIMKAIL[UU Ce
nopoauie 12 naieHTKH, OGHOCHO camo okony 17 %. Kako
HajuecTa KOMIUTMKal[Mja MO paraie OuWla TepuHeanHa
narepaiija off TPB CTelleH perducTpupaHa Kaj 13
nanyeHTKy. Jlamepanyja o BTOp CTelleH e perucTpupaHa
Kaj /IBe Mal[MeHTKY, [Be Mal[MeHTKY UMaJie Jlallepaliija Ha
LIepBUKC M TpPU MAal[eHTKH Jlallepanyja Ha BaruHa.Cute
HalMeHTKU Ouile 3TPUKeHH BeJHAI [0 MOPOYBambe CO
TOCTIApTajieH YpefieH Tek.

Profesional paper
Tabena 2.HaunH Ha mopofyBatbe
lomuna | Bxymen | Makposomuu | Baruxamuo | Comapcku | OmepaTuB HE
6pojHa | ruofoBH ropopyBame | pe3 BaruHaJIHU
parama n (%) n (%) n (%) MopojlyBamba n
2017 3883 49)12) 23(15) 26 (17) /
2018 4132 51(1.2) 28(18) 23 (15) /
2019 3849 53(1.3) 20 (13) 32(20) 1

[ler mampentku umane shoulder dystocia. ITopopumna
TMoBpefia BUJieHA € caMo Kaj eJHO HOBOPOJIEHO M Toa
paresis plexus brachialis. HoBopogeHo 6uno pometo op,
MajKa TIPBOPOTKA CO pofiiiHa TenecHa Maca 4550g/54cm
u Apgar score 7/8 ,rmukemmja 3.7mmol/L. Ha wucmuc
HOBOPOJIEHOTO OWI0 [J00p0 €O KOMJIETHA perpecuja
ToBpeJiaTa ¥ BOCTOCTaBeHa (DYHKIMjaTa Ha HEPBHHUOT
crier.  JIpyruTe 4eTMPM HOBOPOJIEHUMEbA HeMajie
HUKAKBU MOPOJIMTHY TIOBPeNd, Oea MOPOIEHH Off MajKu
MY/ITUTIAPU KOW MMajie POJIeHO MPEeTXO[JHO MaKpo3oMeH
mwiof. Apgar score Kaj Be HOBOpojeHH 010 8 /9, Kaj
e1HO 7/9 1 Kaj e[IHa UeTBPTOPOTKA CO reCTallCKH [ujadeT
HOBOPOZeHOTO 610 co TT 4760r u Apgar score 6/7.

Hajuusok Apgar score e BUjleH Kaj TP HOBOPOJIeHH U TOa
3/5, 4/7, u 5/7, npyrute 6ea co Apgar Hap 7.

I'mukemuja 6mma 3.5+/- 1.2mmol/L. HajHucka usmepena
2.2 mmol/L.

DpakTypa Ha KIaBUKyIa MMajae /7 HOBOPOJIEHUMIbA,
Jozeka mapesa Ha plexus brachialis 2 mera.

Hajronemo HoBoposeHo 6uno co PTM 5180g/54cm popieHo
0] Majka TEeTTOPOTKa, CIOHTaHO, 0e3 emM3UOTOMHja
¥ TOBped Ha reHurtajieH TpakT. [lo mopopyBame
nalMeHTKaTa KMMaja MOCTIapTajHa XeMopardja Kako

noc/iefidila Ha XMIOTOHMja Ha YTepyc - TpeTHpaHa
MeJIMKaMEeHTO3HO.

JTACKYCHJA

MHory cTynuM 3aKiayuwie JleKa  aHTeHaTaJHOTO

VITpa3ByyHa TIpOIleHKa Ha (eTajHa MaKpo3oMHuja
HernoTpeOHO ja 3roieMyBa CTaMKaTa Ha [TAPCKY Pe3, M TojieM
TPOLIEHT O THe IITO Ce MPOILeHETH KAKO MaKPO30MHHU
BCYIIHOCT HcCIaraaT CoO HOpMajHa Te/leCHa TekKUHA.
Criopen ACOG, gypu 1 BO c/ydaj Ha CIIOHTaHO 3all0YHaTo
parame CcTamkaTa Ha 1[apCKU pe3 e JyIUIMpaHa aKko e
IpolieHeTo TellecHa TekuMHA Ha miofoT Hag 4500r, a co
TOA 3HAUMTEJTHO Ce 3rojieMyBa IPUMApPHUOT MaTepHajieH
pusuk. Criopeq egra cryauja Bo CAJl, Kaj HepujabeTHUHN
Majku u miof, co EFW>4000g Tpeba ma ce usBpmar 2345
TIOPOZIyBama €O LJAPCKU Pe3 3a Jja Ce CIIpeud eJjHa TpajHa
T0Bpe[ja KaKo MOC/Ie/UIIA Ha CTIOHTaHO TIOPOJIyBambe.
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On fmpyra cTpaHa TIaK, CepUO3HM KOMIUTMKAIMM KaKo
paMeHa JIUCTOKHMja, (hpakTypa Ha KIaBMKY/Ia W IOBpesa
Ha OpaHXWja/IHUOT HEpPBeH CIUIeT Ce acOoIMpaHu
CO CIIOHTAaHO TOPOJyBake Ha MAaKpPO30OMeH IUIOf,
0co0EHO aKO Toa e acoIMpHO CO Majka co JaujabeTec
(mpeersuctenumjaniedr  wim  recraiucku)dl.  ExHo
objacHyBarmbe 3a OBaa e pacrpefiendaTa Ha MOTKOKHOTO
MacHO TKMBO Kaj MAaKpPO3OMHHTe IIJIOJIOBU BO TpefieN Ha
BPATOT M TPYIOT, TT0CeOHO Kaj OHKMe CO XUIEePIIMKeMHUja
(mmjabetunn Majku). OBa [0BelyBa [I0 3rO/IEMYBambe
Ha OWAKPOMHMjaJIHMOT JWjaMeTap W abJoMUHaIHATa
1pKyMdepeHIuja Bo oHOC Ha IMPKyMepeHIujaTa Ha
TpeJyIe;KeUKUOT JIefT - [71aBaTa.

Bo namata cryguja shoulder dystocia wumanme mer
THalyeHTKH, oHOCHO 3.2%. Shoulder dystocia mpeTcraByBa
HOKHa Mopa 3a obctetpuuapuTte. Mako MHIUzIeHIaTa e
MHory Hucka, shoulder dystocia mpercraByBa Hajronem
PU3MK 3a HeOHaTajleH M MaTepHajieH MOpPOMIUTET U
MopTanuTeT. Bo rojemu CTyuM cTamkaTa Ha pameHa
muctokuja e 0.6-1.4 % of cuTe CIIOHTaHU MOPOAYBAIbA.
Kaj Makpo30oMHM II0JIOBY PU3MKOT 3a paMeHa JIUCTOKUja
ce srojemyBa fio 10 maTu,Kaj Telllka pamMeHa JUCTOKHja
u o 20 martu(7).HamuoT pesynrat of, 3.2% ce [O/KM Ha
TOa WITO ce omaTeHn camo CIOHTAHU MOPOJIyBamba Ha
Makpo3oMHM TtofioBM (Hapg 4500r),1. (14)[Ipu  pamena
IUCTOKMja Tpeba Jla ce HANpaBHM eMU3MOTOMHja 3aToa
IITO Ce OTBApa MOBEKe MeCTO 3a eBeHTYaIHO BHATPENIHN
MaHeBpM,MaK0 KAaKo TpUMapeH ITpobeM MpU paMeHa
IMCTOKHja IPeTcTaByBa KOCKeHUOT Jien.8Bo Haiira cTyauja
perucTpupaBMe 29 enu30TOMUU.

Cramka Ha mepuHeajHd Jialiepalidd off TPB CTeneH
oeme 18%, Brop cremeH 2.8%. Jlanepanuja of TpeT u
yeTBPT cTeneH HeMmamie. Jlanepaija Ha BaruHa 4.1 %,
LiepBUKasHa naepanuja 2.8%. IlepuHenHuTe naiepanun
1 TIOCTHApTa/IHA XeMoparuja ce HajuecTd MOCTHApTaTHU
KOMJIMKAIUY Kaj MAl[MeHTKU CO MaKpPO30MeH III0fI, 3aToa
Kaj OBMe TAL[eHTKY e MTPOJIOJKEH MPecTojoT BO OOTHMIIA
3a 3aKperHyBame.

TlocTnapranHaTa XeMoparija Moe fla e TOBpP3aHa CO
IMCTEeH3Kja Ha YTePYC U 3rojieMeHaTa IialleHTapHa Maca,
KaKo 1 MOBPeJja Ha MEKU POJIWIHY MaTHIITA.

PusukoT 3a acdurcuja ¥ HUCKM Anrap CKOpOBU ce
3rojieMyBa Kaj Makpo3oMeH Iiofl. Toa e MOTBp/IEHO Kaj
HEeKOJNKY cTyauu. Bo Hamrata 60/THUIIa HOBOPOEHUMEbATa
Oea pofieH” BO JoOpa KOH/uIMja co Arrap cKop 7 ¥ Haji 7
BO ITPBA ¥ TETTa MUHYTa OCBEH TP HOBOPOJieHUKba KOU
0Oea co MOHK30K Arrap CKOp BO MpBa 1 MeTTa, a M0Toa Bo
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10 muHyTa co ypefHa ajamnTalidja 1 HOpMaJHU BUTAIHU
TTapamMeTpH.

(pakTypa Ha K/IaBUKYlIa e yecTa W HeTpe[BUJIUBa
KOMIUIMKAI[Mja Ha CIIOHTAHO HOPMAJHO MOPOJyBabe
co uHiuzenna 5-10 va 1000 HoBopozenu (14) ,omHOCHO
npouenTyanHo 0.4-0.6 % Bo ofgHOC Ha BKYIIHMOT OpOj
Ha cure parama.Kaj MakposomeH I[UIof pU3MK 3a
(pakTypa Ha KiaBUKylda ce sromemyBa 3a 10 maTu.
Bo Hamra ctyauja ¢pakTypa Ha KIaBUKyTa uUMane 7
HOBOpoZeHUnmba ofgHocHo 4.5%. HammoT pesynraT e
BO OJJHOC Ha BKYIHMOT OpOj Ha MaKpO30MHH IUIOJOBH.
®pakrypuTe OWie IWjarHOCTUIIMPAHM BO TIPBUTE TPU
TeHa off TIopofyBameTo. McxofoT Ha dpakTypuTe OuNI
OEHMTeH CO KOMJIETHO 3aKpelHyBame 0e3 HeypoJIoNIKH
cekBenu. OpakTypuTe Ha KJIaBUKY/IaTa Ce aCOLMPAHU
CO HeOHATA/JHUTE COMATOMETPMYHU KapaKTEePUCTHKU U
TIOTEIKO MOPOJIyBakbe.

IToBpepa Ha plexus brachialis e Hajcepro3Ha KoM/TMKalIja.
Taa Moke f1a OMyle TPaH3UTOpPHA WK MepMaHeHTHa. 80-
90% op moBpemute Ha plexus brachialis 3a3apaByBar Bo
TeK Ha efHa roguHa. Ce jaByBa Kaj 1.5 Ha 1000 HoBopoieHH,
nrro 3Haun fieka 0.1-0.2/1000 HoBopoeHHU Ke MMaa TpajHa
noBpena Ha HepBHUMOT crvier. Case control crymuu
TeMOHCTPMpAAaT JleKa PU3MKOT 3a ToBpefla Ha plexus
brachialis Kaj HoBOpojeHHM MOpOJEHN BarMHaJIHO Ce
sroiemMyBa 18-21 maTu Kaj HOBOPOJIEHH CO POJIU/THA TeIeCHA
te;kiHa Hajl 4500r co anconyTHa cTamnka momery 2.6%-7%.
Ho, op mpyra ctpana, noBpefa Ha plexus brachialis moske
7la ce CIyuyBa ¥ BO OTCYCTBO Ha Makpo3omuja u shoulder
dystocia umu Bo Tek Ha Iapcku pe3. Bo Hamia cryguja
TpPM HOBOPOJIeHUMIba MMaJie ape3a Ha plexus brachialis,
opHocHo 1.9 %. EqHoTO off HUB MMajio ¥ paMeHa IMCTOKHja
1ipu parate.Of TpaBeH acmeKT, OMTHO e Jla ce HOTHpa Koe
paMo e MpejHO MPU MOPOJIyBake, OUJIejKM MHOTY € Maja
BepojaTHOCTA Jia e TIOBPe/i 3aJJHOTO Pamo.

3AK/IYYOK

MHiypeniaTa Ha MaKpo3OMHMja BepojaTHO Ke ce
3roJieMu VIITe TOBeKe BO UIHUHA MOPaju TPEH/0T Ha
TOPACT Ha CTamKaTa Ha PU3MK (haKToOpHTe, KaKo IITO Ce
3roJieMyBambeTo0 Ha BO3pacTa Ha MajkaTa, JlebemdHaTa
M TecTalucKUOT [ujabetec. UM TmOKpaj OrpoMHOTO
MCTPaKyBakbe BO 0Baa 0071acT, OrpaHNIyBarba MOCTOjaT U
TpaaT BO MpeJBUIyBabe U YIIPaByBabe CO MAKPO30MHUja
W JIUCTOIMja Ha pamoTo. MeHarupame Ha COMHMTeTHA
Makpo3oMuja Tpeba fla Ouje MHAMBUYaIM3MpaHa CO
e Jla ce MUHAMM3MPAaT MajuMHuTe ¥ (peTaHUTe
KomruvKaiuu. llemioT mepcoHan Tpeba fa  bupe
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3al03HaeH, Ja Ouje CIpeMeH 3a OYeKYBaHUTE MCXOIU
Kaj Majka ¥ HOBOPOJIEHO, Jia O[ITOBOPU COOJIBETHO U Jia
VIIpaBYBa CO HUB.
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[TPETHKTHBHA BAJKHOCT HA HEHHBASHBHUTE MAPKEPH HA
OHBPO3A KAJ IAIMEHTH CO AJTKOXOJTHI SABOTTYBAIBA HA
[IPHIOT JIPOB
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J3Y.Y. Knunuka 3a I'actpoenTepoxenaronoruja, Ckonje, MakeoHuja

Medicus 2021, Vol. 26 (1): 62-70
KYCA COJIP/KMHA

AJKOXOITHHUTE 3a00/TyBarha Ha ITPHUOT IIpod ce fenHUpaar Kako cocTojou Kou orichakaat XernaTajaHu MaHubecTalum
KaKo IOoC/Ie[IMIa Ha MpeKyMepHaTa KOHCyMallija Ha ajTkoXoJl U BKJTyuyBaaT peBep3nOMIHO 3aMacTyBakbe Ha I[PHUOT
Ipo0, aJIKOXOJIeH XeraTUTIC, IIMpo3a 1 XerarolesysiapeH KapiuHOM.

[Topajmyu MHOTY BUCOKa TipeBajieHIlMja Ha Oojiecta, ajkoXoinHUTe 3abojlyBarka HaA IPHUOT [Jpob ocTaHyBaaT
HeJIMjarHOCTULIMPaHU WU HeLleJIOCHO JleMHUpaHu Bo rosieM 6poj Ha crtydau. 3aToa, Liej1 Ha MHOT'Y UCTPaykKyBauK off
obracTa Ha XemaToJiorjaTa e fia ce HalpaBaT HaTlopy 3a TTpoHAaoramke Ha CpejicTBa 32 He-WHBA3MBHA JIMjarHOCTHKA.

[TocnenHuBe rOAUHU Ce TIOBEKe Ce 3rojieMyBa MHTEPECOT 3a OTKPUBAILE U ONUIIYBahe Ha LIPHOOPOOHUTE ITPOMEHU
CO CepyMCKM OMOMapKepu, Kako ajTepHaTuBa 3a XeratajiHara ouoricuja. OTKpUEHN ce HeKOIKY OMOMapKepu Kako
MOYKHM KOPUCHM MHINKATOPH 3a LIpHOAPoOHAa purbpo3a.

CepyMcKuTe GUOMapKepy T OeluMe Ha OUPEeKTHU (dpparMeHTH of] LPHOAPOOHUOT eKcTpalesylapeH MaTPUKC) U
UHAVPEKTHU OoMapKepy (MOeKyu ociobo/leHu BO KPBTa KAKO pe3y/ITaT Ha TTPOMeHH BO XemaTaaHaTa QyHKIja).

[TocTojaT caMo HEKOJIKY CTYIIMU KOU ja eBajlyupaaT JujarHoCTUIKAaTa U MPOTHOCTUUKATA BPEJIHOCT Ha HEMHBA3UBHUTE
6romapkepy Ha pUOPO3a Kaj MaleHT Co alKoXOoJIHA IIPHOJIpOOHA OOecT.

BuoxeMmuckure bruomapkepu Ha pubposa (FibroTest, Fibrometer A u Hepascore) uMaaT BUCOKO HUBO Ha JIMjarHOCTUUKA
MOK ¥ CO HMB MOJKe [la ce HallpaBy pasjiiKa oMery HarpeaHa pubposa 1 [upo3a Kaj MalydeHTH co aTkoxonHa 6omect
HAa IIPHUOT f1po0. [TocTojaT MHOTY JIPYTY TECTOBU KO Ce YIITe He Ce MIUPOKO MOTBP/IEHN, HO OCTAHYBAAT BETYBAUKIL.

YrorpebaTa Ha oBre 6MOMApKepPU MOMKE [1a Ce KOPUCTU KAKO CKPUHUHT, OBO3MOKYBAjKU Ha JIeKapoT [a ro HaMan
OpojoT Ha MaLreHTy Ipef gedrUHUTUBHO AUjarHOCTULIMpae Ha LpHogpobHaTta ¢gubpo3a co xerarajiHa Ouoricuja.

KrnyuHy 300pOoBU: aJIKOXOJIHO 3a00/yBambe Ha LIPHUOT APo0, MapKepu Ha LIpHOIpoOHa (hrbpo3a.

BOBE]] ja OTKpusIe JecTUnaljaTa M JOOMEHMOT JIeCTUIAT TO

Hapekie “al- kohol”.
llcKoHCKaTa 4YoBeyKa MpHUpofla jJa ce MoberHe of p

peajiHOCTa, [ia ce npOHaj,ue €JIMKCUP Ha B€UHaTa M/IalOCT
IIOCTOM VIIITe O] JaMHEIIHA BpeMHIba.

IlomaTonuTe oOf MCTOpMjaTa Ha IMBWIK3allMjaTa,
noKaKyBaar feka yiuTe mper 7000 roguHu YoBEKOT T
OTKpHI (hapMaKOJIOIKUTE KAPaKTePUCTHKHU Ha alIKOXOJIOT,
ONUIIYBaKK T'0 KAaKO CTECTBO 3a ONVIITame U eydopuja.
ANKOX/THUTE TIHjaJIol| ce o0KMBaie 10 IIaT Ha MPUPOHa
(dbepmeHTaluja, ce 10 8-MMOT BeK Kora apancKuTe JeKapu
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300pOT aIKOX0/I HOTEKHYBa off apancKuot 300p al-khwl u
HajuecTo ce OfjHeCYBa Ha eTaHOJ, MO3HAT U KAaKO 3PHeCT
@JIKOXO/ (HampaBeH off JKUTHH pacTeHHuja), WM, MaK,
Ha OMJIO KOj THMjaJIoK Koj cOfipku eTaHol. Bo xemujara,
JIKOXOJT € TOOIIIIT TePMHH, KOj ce TpHMeHYBa 3a ceKoja
opraHCKa CYICTaHIa BO Koja xupokcunHara (-OH) rpyma
e TI0Bp3aHa Co jarjiepojieH aToM, Koj, Off ipyra cTpaHa, e
TOBP3aH CO IPYTH BOJOPOIHY /WK jar/epOJHI aTOMH.


http://mk.wikipedia.org/wiki/%D0%95%D1%82%D0%B0%D0%BD%D0%BE%D0%BB
http://mk.wikipedia.org/wiki/%D0%A5%D0%B5%D0%BC%D0%B8%D1%98%D0%B0
http://mk.wikipedia.org/wiki/%D0%A5%D0%B8%D0%B4%D1%80%D0%BE%D0%BA%D1%81%D0%B8%D0%BB%D0%BD%D0%B0_%D0%B3%D1%80%D1%83%D0%BF%D0%B0
http://mk.wikipedia.org/wiki/%D0%9A%D0%B8%D1%81%D0%BB%D0%BE%D1%80%D0%BE%D0%B4
http://mk.wikipedia.org/wiki/%D0%92%D0%BE%D0%B4%D0%BE%D1%80%D0%BE%D0%B4
http://mk.wikipedia.org/wiki/%D0%88%D0%B0%D0%B3%D0%BB%D0%B5%D1%80%D0%BE%D0%B4
http://mk.wikipedia.org/wiki/%D0%90%D1%82%D0%BE%D0%BC
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EranornoT e bucTpa, 6e300jHa 1 JIeCHO 3araiiBa TeUHOCT
co xemucku coctas CH3-CH2-OH. (1)

XpoHMYHATa KOHCYMalldja Ha ajKOXOJl JIOBelyBa JI0
OLITETYBAe Ha MHOTY OPraHU M CUCTEMHU. AJIKOXOJTHUTE
3a00/TyBarba Ha IPHUOT P00 Mpei3BUKYBaaT IPOMEHH
BO CTPYKTypata ¥ (DYHKI[MjaTa Ha IPHUOT JIpo0, U ce
neduHMpaaT KaKo CIIeKTap Ha COCTOjOM KOY Ce IBUKAT O]
peBep3nOMTHO 3aMacTyBambe Ha [IPHUOT P00, aJIKOXo/eH
XeMmaTUTHC, IMp03a M XemaToleNnyIapeH KapIHOM.
[losHaTo e Jieka KOJIMYMHATAa W BPEMETPaemeTo Ha
KOHCYMHPAHHUOT ajIKOXOJ € IJIaBeH MPeUCIIOHAPAUKH
dakTop 3a pa3Boj Ha CEPHO3HU ONITETYBarba Ha L[PHHOT
71po0 BKITyuyBaKHu I'l ¥ (DaKTOPKTE Ha JKMBOTHATA CPeIUHA
1 (haKTOPOT JOMAaKKH. (2,3)

[lopaju MHOTy BHMCOKAa IpeBajieHIMja Ha 0osecTa,
aJIKOXOHUTE 3a00/yBarba Ha I[PHUOT JPo0 OCTaHyBaaT
HeJIUjarHOCTUIIMPaH WK HeleNocHo Jie)MHUPaHU BO
rosieM Opoj Ha cydyan. 3aToa, 1ie Ha MHOTY CTPaKyBaun
0j1 00/1aCTa Ha XeNaToJIOTMjaTa e Ja ce HarpaBaT Harlopy 3a
MPOHAOTI'akhe Ha CPeJICTBA 32 HeMHBA3MBHA JINjarHOCTHKA.

[TocnierHMBe roIMHY Ce TIOBEKE Ce 3rojieMyBa MHTePeCoT 3a
OTKpUBabE 1 OMUIIYBatbe Ha I[PHOIPOOHUTE TPOMEHH CO
CepyMCKU OMOMapKepH, KaKko aJITepHaTHBa 3a XellaTaHaTa
ouoncuja. OTKpUeHH ce HeKOKY OMoMapKe Py KaKo MOKHI
KOPUCHY MHIUKATOPH 3a IIpHOZIpobHa prbpo3a, mofiesieHn
BO JIBe TPYIIH: JUPEKTHHU ((bparMeHTH of LIPHOAPOOHHOT
eKcTpalie/TylapeH MaTpPMKC) ¥ MHAMPEKTHU OMOMapKepu
(MomeKkymM ocmobofileHH BO KpBTa KaKO pe3yiITaT Ha
IPOMEHH BO XellaTanHaTa (byHKIHja).(4)

[lenTa Ha OBOj Tper/ies] e fla ce Tpe3eHTUPaAAT HAjuecTo
KOPUCTEHUTE MHMPEKTHU MapKepy Ha (ubpo3a objaBeHN
BO JIMTepaTypara, U HUBHATa NPeJUKTUBHA BaKHOCT 3a
VTBP/IYBambeTO Ha CTAIAYMOT Ha aJTKOXO/THATa I[PHOIPOOHa
ne3uja, OJHOCHO MOMKHOCTa 3a AudepeHIpjalija Mery
eJIHOCTAaBHATA CTeaTo3a, crearoubpo3a u upo3a.

Bo cure ciyyan He- MHBa3sMBHUTE MapKepu Ha (hruOposa
ce CIOpeJyBaHW CO XMCTONATONOLIKMOT Haof J100MeH
co OMoICHja Ha LPHUOT JIpo0, KOj ceyluTe IpeJiCcTaByBa
IMjarHocTMYKU N3j1aTeH craHpapyN.

Kopucrewero Ha  He-HUHBA3WUBHUTE  WHIMPEKTHU
MapKepu Ha (huOpo3a Moe [a OKjle KOpKMCHa MeToja
3a paHa JIeTeKIWja Ha aJKOXOJMHMUTE I[PHOJPOOHH
3abo/yBama BO ommITaTa momynaiuja Bo P.Makemonuja
3a Nscreening® u mudepeHnmjarmjaTa moMery 3aMmacteH
1 (puOPOTIYHO IIPOMEHET IIPH JPob U BO roeMa Mepa Ke
ja Hamau roTpebaTa o1 IPHOIPOOHA OMOIICH]a KOja KaKo
¥ ceKoja MHBaH3MBHA MPOI[E/Typa HOCH M3BECEH PU3UK 3a

Review

MNalyeHToT, a 0[] EKOHOMCKHM aCIIeKT U BO I'oJieMa Mepa ja
3rojieMyBa IjeHaTa Ha ,[[HiaFHOCTH‘IKHTH npooenypa.

Iatodusuonoruja

ATKOX0IO0T ce ancopOKpa Bo JKeIYAHUKOT i TEHKOTO IPEBO.
Bo Hag 90% ce MeTOOMM3KMpPa BO LIPHUOT JIPO0 CO IpoLec
Ha okcupauuja. IIpB MerympousBoj e aleTanfexujor,
KOj HacTaHyBa I0J] [ejcTBO Ha TPU €H3MMM: aJIKOXOJHA
mexupporeHasa ( ogroBopHa 3a 80% MeTabonu3am),
mutoxpom- P-450 2E1 (CYP2E1) u KaTanasa.

MuroxoHpujaiHara anzIexuy JIeXofjporeHasa,
arleTaIIeXuJi0T IO MPeTBOpa BO arieTar. XpOHMUeH
alIKoXoMeH aly3yc To 3rojeMyBa CO3[aBameTo Ha
alieTaTUTe ¥ JI0BeyBa [0 HacoOMparbe Ha BOJOPOJHUTE
joHu Kou ro mpetBopaaT nikotinamid-adenin dinukleotid
(NAD) Bo neroB penyiupan o6muk (NADH), co mTo ce
3rofieMyBa BKYIHHOT —PEJOKC IOTEHIAjal BO L[PHUOT
1po6. OBa JioBe/IyBa 10 HAMA/TyBabe Ha HCKOPUCTEHOCTA
Ha MacHHMTE KMCETMHH 3a CO3/jaBaibe Ha eHepruja, ce
HaMaJIyBa OKCHJAlLyjaTa Ha MACHHTe KUCEJMHU U Jloara
10 HacoOMpame Ha TPUITHIEPUUTE BO LPHHOT Jpod
¥ XUTEPIHIAIEMIja. BUIIOKOT HAa BOJOPOJHU jOHH TO
MpeTBopaaT MUPYBAaTOT BO JIAKTAT CO IITO Ce HamajyBa
CO37laBabeTO Ha TIJIMKO3a (XMIOITIMKEeMHja), HacTaHyBa
peHajIHa aluy03a, ce CMajyBa M3/1auyBambeTo Ha YpaTH,
1ITO MMa 3a MOCTIeMIA Pa3B0j Ha XUIePYPUKeMHUja i THXT.

JlonroTpajHaTta  ajJKOXOJHA KOHCYMal[Wja JI0BeflyBa
J0 3rojeMeHa KMCJIOPOJHA MOTpPONIyBayKa, IITO Ce
JO/KM Ha 3rofleMeHara pe-okcupanuja Ha  NADH.
XunepmeTtabonmHaTa cocToj0a BO I[PHUOT [po0 WMa
3a TMOC/IeJMIla XUIIOKCHja Ha XermaTOILMTUTe W HUBHA
KOHCEKYTUBHA HeKpo3a, OIITEeTYBaime Ha KIETKUTe CO
TIOCPEeJICTBO Ha CI000JJHUTE PajMKaId U KBAaHTUTATHBHA
penyKifja Ha aHTMOKCHIaHCUTe ( ITTyTaTHOH, BUTaMuH E,
A).

EkilecoT Ha aleTajjiexuji e OAroBOpeH 3a IojaBa Ha
BocmasieHne U (puOpo3a Kaj MaIMEHTUTE CO AJIKOXONEH
XemaTUTUC. ALIETaIIeXUI0T r'o CTUMY/IMPA IPETBOPabeTO
Ha SBe3/IeCTUTE KIIeTKY KOM 't 00J10/KyBaaT IiPHOPOOHHUTE
KPBHH CajioBH (CHHCOM M) BO (prOPOOIACTH KO CO3/laBaaT
MHOKOHTPAKTH/IHHU €IeMEeHTH M aKTUBHO IPOU3Be/lyBaaT
KonareH. CHHOCOMIMTE ce OICTpyMpaaT Cco IITO Cce
HaMaJlyBa TPaHCIIOPTOT Ha KpB . LlpeBHUTe eHI0TOKCHHI
HeMOKe Jla ce MeTabolu3Mpaar I0opajy OLITeTeHHUOT
IIPH JIpo0 U JI0Be/IyBaart Ji0 Co3/jaBarhe Ha BOCIIAIUTeTHN
IIMTOKUHK. ALIeTaIIeXuI0T U MPOYKTHTe Ha JIMIUIHATA
MepoKCUalMja TI'M aKTHBUPAAT JIEYKOLUTUTE  IITO
Pe3yATHpa CO VIITe IOTro/IeMO CO37iaBaihe Ha IMTOKUHU.
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Toa pmoBemyBa 0 HacaHyBame Ha circulus viciosus,
(bubpo3a 1 M3yMHpatbe Ha XemaToLUTHUTE.

Mactute  ce  akyMyIMpaaT ~BO  XeHaTOLMTHUTeE
(3rojemeH mpenuB of TepuepHUTe MacHH TKUBA), Ce
3rojieMyBa CHHTe3aTa Ha TPUITIMIEPUM, Ce HaMajlyBa
OKCH[IaljaTa Ha JIMIN/M , M Ce HaMaJyBa CO3/[aBambeTo
Ha JIMIONPOTEMHHM WITO Off Apyra CTpaHa JoBefyBa [0
CMaJIyBambe Ha MOKHOCTA 3a U3JIETYBakhe Ha MAcTHUTE O]
LPHUOT 71po0. (5,6,7)

[laTonoruja

AnkoxonHaTta 0OonecT Ha IPHHOT [po0O Moxe fa ce
Hpe3eHTHPa KaKo: 3aMacTeH IpH [pob ( crearosa) ,
QJIKOXOJIEH XeMaTUTHC ( CTeATOXeNaTUTHC) i [IAPO3a.

3amacTeH IIpH Ipob (cTeaTo3a) ce jaByBa Kako MOC/IeMIIA
Ha IMpeKyMepHa KoHCyMalija Ha ankoxos. IloTeHrujanHo
e pesepsubwaHa. Ce feduHMpPa Kako HCOOMpame
Ha MAaKpOBEe3MKYIapHA MACTH BO OOMMK Ha TONeMU
KaliK{ TPUITMIEPUAN KOM I'M [UCOLMpaaT jajpara Ha
XemaTajHuTe KieTKu. IlopeTko, MacTuTe MoOxke [ja ce
jaBaT BO MHKPOBE3UKYIapeH O0/MMK KOj He To IUCOLMpa
jagpoTo. Knuunukrute MaHu(pecTalud ce MAHUMAJIHK .
JlabopaTOpHCKUTe TETCOBU OOMUHO Ce HOPMAHH OCBEH
necio mokaueH AST (aspartate transaminase), ALT
(alanine transaminase) u GGT (¥-glutamyl transferase) .
[IporHo3ata e mo6pa.

AJIKOXOMIeH XelaTHTUC (CTeaToXermaTUTHC) ce JeHMHUpa
KaKo KOMOWMHAIMja Ha 3aMacTeH IIpH 7po0, mudysHo
BOCIaJIeHHe 1 HeKpo3a (00muHo (pokanHa) . OmreTeHuTe
XeMaToIMTH Cce HaOpeKHaTH CO 3pHACTAa LMTOIUIa3Ma
( OamoHCKa [ereHepaidja) , WM MOXKe [Ja COJpMKAT
(buOpUIapHU MPOTEMHM BO IIMTOIUIa3MaTa (aJIKOXOIHH
XxujanuHu Tenma- ManopueBn). Tanokeme Ha KoJareH
u (ubpo3aTa BO TepMUHATHUTE XeMaTaJHA BEHYIM ja
KOMITPOMHUTHpAAT mepdysujaTa U JoBelyBaaT /0 1ojaBa
Ha IT0pTaJIHa XunepTeH3uja. KiiHunukara cimka Bapupa o
ACHMITTOMATCKM O0JIMIIM Ta 10 paTaiHa MHCY(DUILIeHITja
Ha [[PHUOT J1pob. [leprofioT Ha peKoBasIeCIeHIMja e O .

[lupo3a (Laennaecova 1upo3a), ce geduHUpa
Kako mgudyseH mpouec Ha ¢ubpo3a (mocmeguiia Ha
XeIaTole/lylapHia HeKpo3a M KoJalc Ha JIoOyIycuTe)
clefieHa €O KOMIIEH3aTOPHO CO37aBame Ha HOMYIIH.
Hopymure Mmoxke fa OupaT Manu( MUKDOHOMYIM) KOM
ri 3adakaaT CKOpo cHTe JIOOY/IyCH, WM ToymeMu(
MaKpOHO/YIIM) KOM Ce CpeKaBaT M HOPMaJIHK JIOOYITYCH.
MuKpoHoyIapHaTa [po3a Co TEK Ha BpeMe MOKe Jja ce
MPeTBOPH BO MAaKpoHofydapHa. KnuHWuKaTa cilMKa Ha
aJIKOXOJIHATa L[P0o3a € UIeHTHYHA KaKo Kaj Iupo3aTa of
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Jpyra eTHOJIOTMja M ¥Ma JIolla MPOTrHO3a €O 5 TOfIUIIHO
npexkuByBabe mof 50 %. (8,9,10)

Enupgemuonoruja

Oxony 2 Munujapau Jyre BO CBETOT KOHCYMHpaaT
aJIKOXO/IHY TIMjajially , a o HUB Haf 76 MUIMOHM MMaaT
OpraHCKU TIopeMeTyBatba Mpelu3BUKaHU O] KOHCYMallija
Ha ankoxon. C30 mpolieHyBa [ieKa KOPUCTEHETO Ha
aJIKOXOTT € OATOBOPHO 3a OKONY 2,3 MM/IMOHHM ITpepaHu
CMPTHHU CJIyYadl Ha TOJMIIHO HUBO BO IIETHOT CBET (3,7%
op robamHioT MopTasurer).(11)

Cropen  mopaToiute of  CBeTcka  3/IpaBCTBeHa
opranusanyja , Bo 2000r.Bo MakenoHuja, Ha Homy/alyja
071 100.000 xkuteny, MOPTAIUTETOT Off aJIKOXOMTHA LIMPO3a
Ha IIPHUOT /Ipo0 u3HecyBaa 12.3.% Kaj MallKa, ¥ 3.3.% Kaj
JKeHcKa momnyanuja.(12)

Ankoxomor uMa HerathBeH eQeKT M BP3  COLMO-
EKOHOMCKHOT JKMBOT, IleHaTa Ha [PeKYMepHHTe
COLIMjaJTHY TTHetba ce 1% uimu moBeke off OpyTo IOMALIHAOT
TIPOM3BOJ, BO 3eMjHTe €O BUCOK mpuxoz.(13,14)

EnuieM1romnoIKuTe MOJaTOIM 300pyBaaT JIeKa IoCTojaT
PervoHa/IHM ¥ HAlOHAJIHM Pa3MKM BO KOJIMUMHATA
Ha KOHCYMaIldja Ha aJIKOXOJ, a aKTYeJHUTEe TPeHJIOBU
VKa)KyBaaT JIeKa JOCTalHOCTa M KOHCYMHPAHeTO Ha
aJIKOXOJT Ke MPOJIOIIKe JIa pacTe BO MHHUHA.

Hajronema KoHCyMalyja Ha aJIKOXOJ Ha TOUIIHO HUBO II0
rnaBa Ha kurer (15,7 L mo nuie) uma Bo Mcrouna EBpomna
nMa , ofieka Bo CeBepHa Acdpuka u bickuor cTok Taa
e Hajaucka (1.0 L mo mae).(15)

MopaTnuTeToT of alKoXoMHA Lupo3a Bo 16 3emju Ha
EBporickaTa yHMja MOKa)KyBa TPeHJ Ha orarame,Taka
1to BpeHocTa off, 15.6% Bo 1980r. e HamaneHa Ha 10.6%
Bo 2000r. OBoj TpeHp e BO Kopenaluja co IPOMEHUTE BO
HaBMKUTE Ha aJIKOXO/THATa KoHcyMariuja. (16)

®akTopH Ha PU3HK

dakToprTe Ha PU3MK KOM [OBeyBaaT [I0 pa3BoOj Ha
aJIKOX0/THa O0/IeCT Ha LIPHUOT P00 MO3Ke ja ce rofie/iaT Ha
HaJ[BOPENIHHU (}KMBOTHA CPe/INHA) M BHATPELIHH (OMaKKH)
pu3KK (hakTopu.

HapBopeinu dakTopu

[locTou nmuHeapHa Kopenaiuja MOMery KOMMUMHATA U
TpaemweTo (oBeke off 8r) Ha alKOXO/THATa 37I0YMOTpeda u
Pa3BOjOT Ha XeraTaHaTa boMIecT.

Koncymanmja Ha 20 rp. ankoxon Kaj keHa u 60 rp. Kaj
Ma’K MOJKe J1a JIOBeJIaT 10 TElIKH OLITEeTYBarba Ha I[PHUOT


http://en.wikipedia.org/wiki/Aspartate_transaminase
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npo0 JOKONKY CEKOjIHEBHO Ce KOH3yMHpaaT BO TeK
Ha HeKOJIKy rofuHu. BHec Ha moBeke o 60 rp/meH Bo
TeK Ha 2-4 He[ieNM Kaj 37IpaB MaX /I0BelyBa [0 MacHa
TpoMeHa Ha XermapoT Bo; 80 rp/meH Moxke f1a loBefie /10
aJTKOXOJIEH XeIaTUTHC; a Ha ToBeke of 160 rp/meH Bo 1mek
Ha JleceTorieTue JIoBelyBa [0 1upo3a. KomiuecTBoTo Ha
aJIKOXOJI Ce MPOIleHYBa TaKa Jia KOMMYeCcTBOTO Ha MUjaiok
BO MJI. Cé MHOKH CO IIPOIIEHTOT Ha ankoxol. OTHpuIKKa
B0 40 M1 40% anKoxoneH Mujajiok ce Haora 16 Mi1.anKkoxorl.
CeKoj MJ1.aJIKOXOJIEH MTHjajIoK CopKu MpuommkHO 0.79rp.
ankoxort. (17,18,19)

BuaTtpeinu hakTopu

Bospact: CrocoOHOCTa 1a ce MeTabomM3Mpa anKoXoaoT
ce HaMaJayBa CO BO3pacTa, OWJEJKM CTapeemeTo
Ipeau3BUKYBa HaMa/lyBambe Ha rojeMUHaTa U MPOTOKOT
Ha KpBTa BO I[PHUOT /Ipo0 a MCTOBPEMEHO Ce HaMajyBa
U aKTMBHOCTA Ha €H3UMHTE KOM IO MeTabo/mM3|paar
aJIKOXOJIOT, ~ KaKo  a/JKoXo/lHATa  [JexXuaporeHasa,
alleTanziexuy AexuaporeHasata u uuToxpomoT 4502El.
(20,21)

[IpHroT mpo0 Kaj mocTapuTe JMIIa CTaHyBa MOCEOHO
OCeT/IMB Ha TOKCMYHOTO JIejCTBO Ha ajikoxonoT. [loBekeTo
CTYIUM KOj To 00paboTyBaaT OBOj IpoOieM objaByBaat
JleKa [ocToM TMO3UTHBHA Kopesalyja momery Bo3pacra Ha
TAI[eHTOT 1 HarpeHaTa (hasa Ha (hrOpo3a WK po3aTa
Ha 1pHuoT Apo6. ExHa crymuja og CAJl mokaka [eka
BO3pacTa Ha MalMeHTHTe KOU Ouie XOCIHTATH3UPAHU
Tnopajiy O0JICeTH MOBP3aHK CO AJIKOXOJTHOTO 3a00/TyBatbe
Ha IPHUOT Ipo0 Ce JBWIKeNa MpocevHo moMery 45 u 69
roauHu.(22,23,24)

CrapeereTo Ha UOBEUKaTa IIOMy/lalyja BO CBETOT,
HajBepojaTHO Ke MMa B/IMjaHWe M BP3 IporpecujaTa Ha
aJIKOXOJIHaTa IpHoI[pobHa Oomect ( ALLD).

[Ton: Pu3uroT 3a pa3Boj Ha 0OMECTH Ha IIPHHOT APOO
MOBP3aHU €O KOHCYMalFjaTa Ha aJIKOXOJ 3HAUMTETHO Ce
3rojieMyBa co KOHcyMaliija Ha 7-13 nujanoliy HefleiHo 3a
keHu 1 14-27 nujanory HefiemHo 3a MaxKku.(25)

MKeHute ce u3I0OKEHM Ha TOTOIEM PU3UK 33 PasBoj
Ha I[PO3a OTKOMKY MaKUTe a 0Baa I0JI0Ba pa3JifKa ce
JOKA Ha HEKONMKY (DaKTOpH Kako LITO Ce pas3/UKUTe
BO HMBOTO Ha TacTpMYHATa ajKOXO/lHA JexujporeHasa
(KemymeuyHaTa C/IV3HMIA Kaj ’KeHa UMa IOMAJIKy
aJIKOXO0/IHA JieX|/poreHasa IITo MMa 3a Iocyie/uia momara
OKCHJIallfija Ha aJIKOXOJIOT IPM MTPBOTO MeTabOMM3Upahe)
(26,27), KaKo ¥ TIOrOIEMUOT IIPOLIEHT Ha MACTH BO TEJIOTO
Ha JKeHarTa. (28,29)

Review

Criopen, ctynuja Ha Bellentani u cop. coogHOCOT Mask-
KeHa Kaj MalUeHTH CO alKOXOMHA IMPOo3a Ha I[PHUOT
Ipob ce mBIKHM Bo ofHOC 9: 1.(30)

Bo emna romema HalMOHaJHA CTYAMja U3BeJeHa BO
nepuogoT o1 1988 mo 2004 Bo CAJl, Bo Koja ce omareHu
XOCIUTAIHA TALMeHTH WMCIUIIAHK of OOMHMIIA CO
JWjarHO3a Ha aJIKOXOJIHOTO 3a00/NyBame Ha LPHUOT
apo0, moxkaxka fieka 4,5 Ha 100.000 nuija MMaje akyTeH
aJIKOXOJ/IeH XeMaTHTHC, CO COOJHOC MaKd HAacIpoTH
xenu of 1,83:1, a 13,7 na 100.000 nuija umasne XpoHUYeH
a/IKOXOIeH  XeIaTUTHC CO IMP03a, CO COOMHOC MakKu
HaCIpOTH KeHH off 2,64: 1.(31)

Hyrputusen cratyc: [loBekeTo maijieHTH CO anKOXO/eH
XeMaTUTUC TIOKa)KyBaaT 3HAIM HAa MaJIHYTpUlMja , a
PU3MKOT Of CMPT € BO TeCHa KopeJialja co CTeleHOT Ha
HeyxpaHeTocT. (32) CMpTHOCTa ce mpubmmkyBa 10 80% Kaj
TMaleHTH CO TelllKa MaJHyTpuIyja . (33) BuraMHHCKHOT
nedUIUT MCTO TaKa, MOTEHI[MjaJIHO MOKe JIa ja BIIOIIM
ponecra.(34)

Metabonmuu dakropu: JlebennHaTa e mpeucIOHAPAUKH
dakTop 3a pa3Boj Ha aJKOXOMHA IIPHOZPOOHA OosecT
(ALIB). TloBucOK uHpmeKc Ha TenecHa Maca (BMMU) e
3HAUMTeTHO MOBP3aH €O 3ro/ieMyBame Ha (pubposara Kaj
nanentu co AllB. MHcynuHcKata pesucreHiuja (P) e
KJTydeH (pakTop BO pa3BOjOT Ha MeTaDOHUOT CHH/IPOM U
BO rojieMa Mepa e Of[rOBOPeH 3a pa3Boj Ha AujabeTec THIT
2. [loctou TecHa Bpcka nomery ALIb u WP, mrTo ykakyBa
TeKa MeTabO/MeHMOT CHMHIPOMHU W THI 2 nujaberec ce
TIOBP3aHHu co pa3BojoT Ha AlID. (35,36)

l'enerckute (pakropu: Ce mpaBaT 3HAUMTETHM HAIIOPU
3a 7Ia ce MAeHTU(MKYBaaT TeHeTCKUTe (hakTopu Kou
IpUIOHeCYBaaT 3a maroreHe3aTa Ha AL[b.(37,38)

[TocTou moBUCOKa M0jaBa Ha AIKOXOIM3aM Kaj TOCBOEHUTe
Jiella Ha POJMTENM aJKOXOMMYapy U Kaj MOHO3UTOTHUTe
OMM3HaIM BO cHopefda €O JM3UTOTHH  OJIM3HALIM.
[Tonmumopdhu3Mu Ha TeHWTe KOM IO KOAMpAaT IIUTOXPOM
P-450 eH3uM, ce moBp3aHu co mouecta mnojana Ha AL[B.(39)

[IpoHajmeHa e TecHa BpCKAa MOMEry  eIMHEYEHHOT
HykneotuaeH nomumopdusam (SNPs Single Nucleotide
Polymorphism) - emen Hykneotup - A (adenine, T(thymine),
C(cytosine) umu G (guanine) - Bo reHOMOT, ce pa3/IMKyBa
TIOMer'y UWIeHOBUTE Ha efieH OHMOJOMKM CIIelec Wi
Bo map xpomo3omu) Bo DNK (Deoxyribonucleic acid) u
TIOJIJIOKHOCT 3a IojaBa Ha MHOTY OomecTH. (40)

[lomaroruTte cyrepupaaT JieKa HEKOM Off eMHEeYeHHOT
HyKneotuaeH momumopdusam (SNPs), ocBen PNPLA 3
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(Enzyme Activites of Human Patatin-Related Protein -
HOBOOTKPHEHH T'€HH KOM MMaaT y/IoTa BO KOJ[MPAambeTo
Ha TPOTEMHH (eH3WMM) KOM MMaaT BajKHa yora BO
perynaiyja Ha MeTa0OM3MOT Ha JIUIMAUTE. ), MOXKe J1a
OuzaT moBp3aH co matoreHesara Ha ALID. OTKpueH e u
O7M30K COOZHOC TOMery eJMHeUeHWOT HYKIeoTH/eH
nonumopduszam SNPs (rs361525) Ha TYMOP HEKPO3HPAUKK
daxrop (aTNFA) u AIIB. IToctou noBucoka ¢pekBeHIdja
Ha CD14-159 C/ T (reHu Kou T KopjMpaaT IPOTEUHUTE KOU
ce COCTaBeH [ie/l Ha BPOJIEHNOT MMYHOJIOIIKU CHCTEM) Kaj
TMaI[eHTH CO aJIKOXO/HA I[MP03a OTKONKY Kaj oHue 0e3
oBaa Oornecr .(41)

Enuneuyennor  HykneotupeH mnomumopdusam( SNP) e
BO CWIHA Kope/allja CO COAp)KMHATa Ha MacT BO
xemarouuTuTe (mamueHtd co GG reHotum umaar 73%
moBeke MacTé OTKONKY oHue co CC reHOTMNoT) u
nporpecujata Ha 6onmecra (myfe co ORs Ha GG vs , CC
TeHOTHII, UMaaT 3a 3,25% moroiema HeKpouH(IamaIuja
a Kaj 3,26% ce pasBuia (ubpo3a). imeHo, oBue Haomu
Owie KOH3UCTEHTHM BO CHUTe eTHWYKHM Tpymu. CIIMYHU
pesyiTaTu ce nobueHu Kaj nanuedTu co AlIb.(42)

Hexonky nyOnukaiuu o0jaBeHn BO MOC/IEJHUBE TOAUHM
ro ONMIIVBAaT BWIMjAHHETO HA YOBEUKMTE MATATHHH
(PNPLAs- Enzyme Activites of Human Patatin-Related
Protein - HOBOOTKpHMEHHM TeHHM KOM YUeCTBYBaaT BO
KOJIMPAmheTo Ha NMPOTeUHH (eH3UMH) KOM MMaaT BaKHA
ylora BO peryiaiyja Ha MeTabONIM3MOT Ha JIMIUJUTE. )
BO perynanyja Ha gudepeHiyjaiyjara Ha afuIonuTUTe,
HpPOTEMH 3a KOj ce CMeTa JleKa Mrpa BajkHa Viora BO
MeTabO0IM3MOT Ha JIMMUAUTE, KAKo IITO € XUPon3aTa Ha
TpUaLIruLepuaure.(43,44,45)

MynTuBapujaHTHA aHa/MM3a OTKPWIA [ieKa UYOBEUKUTE
natatuid (PNPLA3 ) ¥ egMHeUeHMOT  HYKJIEOTHJIeH
nomimopgusam (SNP) ce modecto ce Haora Kaj malyeHTH
co AIIb oTkonky Bo KoHTponHata rpyma (OR odds
ratio- KoehuIMeHT Ha coofHocT u3HecyBa 2.08) u feka
eIMHEYEHHOT — HYKJIeoTuaeH momimopduszam (SNP) e
HajCMTHAOT He3aBUCEH TMOKa3aTel 3a Mporpecujata Ha
aJIKOXOJTHHATa 1[Mpo3a Ha IpHUoT Apob(OR odds ratio-
Koe(UIMEeHT Ha COOfIHOCT u3HecyBa 2.08).(46)

HeuHBa3uBHYM HHIMPEKHN MapKepH Ha (huodpo3a

CepyMckuTe MapKepH Ha LpHOApoOHa (hrbpo3a Tpeba f1a
ce HyJaT Kako e(uKacHa alTepHaTHBa Ha XellaTajHaTa
ouomncuja. OBUe METO/IM Ce HeMHBA3UBHHY, IIPAKTUYHO HEMa
KOMIUTMKAL[MM, Ma/li TPelIKK M Maji BapHjabMIHOCTH |
MepemaTa MOKe Jla Ce BPLIAT BO HeKOJIKY HaBPaTH, CO IITO
ce 0OBO3MOKYBA IMHAMIUKA KOHTpPO/Ia Ha (pubposara.
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lpeananor  OMoMapkep 3a IpHOApPoOHa  (hubposa
Tpeba Ja TM MMa C/Ie[[HABe KapaKTePUCTUKH: 7la Oujie
BHCOKO CEH3UTHBEH M CrieljuhuueH, TeCHO J0CTaIleH,
0e30eieH, eBTHH ¥ DPENPOAYKTHBEH, [la Ce KOPUCTH 3a
cilefiere Ha TIporpecujaTa WM perpecujata Ha OojiceTa
M Jla He TpPUKaKyBa JaXHO MO3UTMBHM Pe3y/ITaTH.
lako He  MOCTOM €[MHCTBEH WjeasieH Mapkep,
Oune  OTKpUEeHH HEKONKY ~ MapKepu  Kako
MOKHM  KODUCHH  MHAMKaTopu 3a  (hubOpo3a,
moceOHO  Kora ce KOMOMHMpaaT eJHH CO [pVIH.
[Tomenenu ce Ha JUPEKTHH U MHAMPEKTHY MapKepH . (47)

JlupexTeH Mapkepu Ha ¢uOpo3a ce ¢parMeHTH Ha
IIPHOIPOOHMOT MATPUKC T.e KOMIIOHEHTH NPOU3BeJIeHH
0/l CTpaHa Ha I[PHO/[POOHKTE SBE3/IeCTH KIETKHU 3a BpeMe
Ha TIPOIIECOT Ha PeMOJIe/IUpare Ha eKCTpaleyTapHIuOT
MaTpuKc. Moske [la ce KOPUCTH CaMOCTOJHO WM [ia ce
KOMOMHHMpaaT efHu co apyri. Hajuecto KopucTeHu ce:
Procollagen type I carboxy terminal peptide (PICP) u
Procollagen type III amino-terminal peptide (PIIINP),
Metalloproteinases (MMPs), TKWBHM WMHXHOUTOPH Ha
matpukc MetanonporenHasu (TIMPs), Transforming
growth factor-B1 (TGF-B1), xujanyporcka kucenuna, YKL-
40 (chondrex), Laminin, Connective tissue growth factor
(CTGF), Paraoxonase 1 (PON-1), Microfibril-associated
glycoprotein 4 (MFAP-4).

HpupekTHn Mapkepu Ha (ubpos3a ce peduHMpaar
KAaKO MOJIEKYIM KOM Ce 0CI000fyBaaT BO KpBTa Kako
pesy/ITaT Ha BOCIHAJeHHe Ha L[PHUOT Apod , MOTEKY/IH
KOM Ce CHHTeTH3WpaaT WM H3/auyBaT Off I[PHUOT
Ipob ¥ MapKepd KOM Ce II0jaByBaaT KaKo pe3y/iTar
Ha HapylleHaTa I[pHOJPOOHA (YHKIMja, KaKo WITO e
MHCY/IMHCKA pe3ucTeHIuja. (48)

HajuecTo KopucTeHM  HeMHBAa3WBHU J1abOPATOPHCKH
TecTOBM Kaj mamueHTd co Allb ce: xujanmypoHcka
kucenuHa, FibroTest, FibrometerA, Hepascore, Forns u
APRI unpiekc, FIB4- KomOuHaI1ja Ha IPOTPOMOUH MHIEKC
(ITN), o-2 MARPOTTIOOVIMH U XHjaYPOHCKA KMCETMHA.

[ToroseMHoT /171 071 OBHE TECTOBU KaKo Of IIPUIOKeHaTa
muteparypa (Fibrotest, Fibrometer A u Hepascore)
TMOKaKajle OJIMYHA  JIMjarHOCTAYKA TOYHOCT BO
nfleHTH(MKYBarbe Ha HarpeiHaTa (pubpo3a 1 upo3a.

EduracHocta Ha TecToBuTe e uspaseHa co AUROC (the
area under the receiver operating characteristic ),a 3a
npefiBI/yBambe Ha (hrOpo3a M IUpo3a Ha IPHUOT JAPOd
ce TIPecMeTyBaHW: CEH3HTHUBHOCT, CIelU(UUHOCT,
TMO3UTHBHATA TpeuKTHBHA BpeHocT (PPV) u HeraTuBHa
npeaukTHBHa BpenHocT (HCB) .
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HepaScore- KombuHanuja Ha Bo3pact, 1oj, OUIMpyouH,
y-IIyTaMU  TpaHcdepasa, XWjaypOHCKA KHUCEIHHA |
y2-MakpornoOymmH. Bo crymujata Koja obpabotm 512
xpounund HCV maimenTu, HepaScores TecToT moKaxkan
no0pu mpeIMKTUBHY epdhopMaHCH 3a 3HauajHa (pubpo3a
(AUROC co pumjarHoctnuka Toudoct of 0,88), Temika
¢ubposza (AUROC = 0,82), u 1Mpo3a Ha LPHUOT APOO
(AUROC co pujarHoctnuka TouHoct o, 0,88). HepaScore
TeCTOT MOjKe J1a Oujle aBTOMATU3MPaH CO efleH e[HHCTBeH
aHaym3aTtop.(49)

FibroMeter e KomOuHaIuja Ha OPOjOT Ha TPOMOOIIUTH,
npoTpoMOuHCKUOT uHAeKke, AST, K2 MakpormoOyiuH,
XWjaJlypoHaT, cepymcKa ypea ¥ Bo3pacTa. [lobpute
nepdopmanc U npumenmBocta Ha FibroMeter Oumma
TIOTBP/IeHA Kaj rojieM Opoj Ha XpOHMYHHM 3a00/yBamba Ha
IPHUOT JIP00, BKITYUYBajK1 XPOHUUEH BUPYCEH XeTIaTUTHC
b umu 11, ankoxonHu 3ab0myBame Ha PHUOT Apod (ALLD)
W HeamKkoxomeH MaceH 1pH jpo6 (HAMIID). Baxua
KapakrepucTuka Ha FibroMeter e Toa mTo ce BHecyBa
M3HOCOT Ha IIPHOMpoOHa (hubpo3a Kako IMpPOIEHT Off
(ubpo3HO TKMBO BO LPHUOT ApoO. [lpyra 3HauajHa
Kapakrepuctuka Ha FibroMeter e jgeka ru moTBpayBa
pesynTaTuTe MpeKy eKCIepTCKM CHCTeM KOj JieTeKTHpa
rpemHd  pesynatati. FibroMeter uma pBe rlaBHM
IMjarHOCTUYKY 11eM - (pubpo3aHa (hasa Koja oarosapa
Ha XWCTojomiKata, Metavir cucTeMoT W BpefHOCTa Ha
(hurbpo3a Koja oropapa Ha MOPHOMETPHUKUTE OIIPe/IeIon
Ha (hrOPO3HOTO TKUBO .(50)

FibroTest u FibroSure ce WEeHTHYHH TECTOBH IO
pa3MuHu uMuba Bo EBpoma u Amepuka 3a mpolieHa
Ha ¢ubpo3aTa M HeKpoMH(IaMaTOpPHATa AKTUBHOCT.
Pesynrature opn FibroTest ce mpecmeryBaaT o
MaTeMaTHYKy JiehHUpPaH! (HOPMYITH KOj o IpecMeTyBaaT
MPOIIEHTOT Ha (hpuOpo3a BpP3 OCHOBA HA pe3yaTaTHTe
I00MeHY o1 C/IeTHUBE TTapaMeTpH: BO3PacT, TI0J, CEPYMCKU
XarTormo0uH, o2 -MaKpOTJIO0Y/IMH , allo/UNonpoTerH Al,
v - glutamyltransferase u ounupyouH .(51)

Taa ru reHepupa pe3ylTaTuTe KOU Ce BO KOpenaiyja co
CTETIeHOT Ha OIITeTYBalbe Ha I[PHUOT JPo0d Kaj Jyfe co
pasIMuHM 00MeCTH Ha L[PHUOT Apob . JIujarHocTHUKaTa
tourocT Ha AUROC e 0,69 u 0,91 3a iujarHo3a Ha 3HaYajHA
(hubpo3a (F > 2) v 1ipo3a Ha LPHUOT APoO Kaj 74 maryeHTn
o, kou 36 ce co XIIB, 10 co XbB a 28 co npumapHata
ounjapHa 1Mpo3a.CeH3UTHBHOCTa W CelUQUYHOCTA
Ha FibroTest Bo oTKpuBameTo Ha Teilka (pudbposa e
HpoHajaeHa Kaj 75 % u 85 %. (52)

HOCTOjHT CaMO HEKOJIKY CTYyIMH KOHM [aBaaT OLl€HKa
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Ha [IMjarHOCTMYKAaTa ¥ MPOTHOCTHYKATa BPEeJHOCTH Ha
HeMHBa3MBHHUTe OMOMapKepy Ha (pubpo3a Kaj maryeHTH
CO aJIKOXOJTHO 3a00JTyBatbe Ha LIPHUOT JIPo0.

Bo crtymuja Ha Naveau u cop, MOToleMHOT [eNl Off
TMalMeHTUTe CO aJIKOXOIHO 3a00/yBaibe Ha L[PHUOT JPod
(93%) umane ¢hudpo3a; 69,5% uMaje KIMHUUKKA 3HAUajHA
(ubpo3a (F2 unu noBucoka), 31% umase 1upo3a, a 29%
umane ankoxoneH xematutuc. AUROC Ha FibroTest 3a
OTKpHBaibe Ha yMepeHa jio Telka (uoposa (F2-F4) ouna
noBucoka kKaj FibroTest, Fibrometer A u Hepascore,
otkonky Kaj Forns, APRI u FIB4. IlocToena 3HauajHa
Kopenaiuja momery (asute Ha ¢huoposa u FibroTest (R =
0,71), FibrometerA (R = 0,72) u Hepascore (R = 0,71). Cute Tpu
tectoBu (Fibrotest, FibrometerA, Hepascore) mokaaje
OJVINYHA JIUjarHOCTMYKA TOYHOCT BO WIEHTU(UKyBatbe
Ha HampezHaTta GpuOpo3a u 1upo3a.(53, 54)

Bo cryagujata Ha Calés u cop, 46,3% o maiueHTHTe
umane ¢uodposa, 41,1% wumane muposa, a 29% umaine
ankoxoneH xemarutuc. AUROC 3a KIMHMUKM 3HayajHa
(udpo3a (F2 umu moBUCOKA) BO TECTOT CO KOMOMHUPAIHE
Ha TPOTPOMOMHCKO BpeMe, o-2 MAaKpOITOOYIHH,
XWjaJlypOHCKA KHUCeMMHa W Bo3pacTa Oua MOBHCOKa
on oHaa Ha FibroTest . JlujarHocTMuKaTa 3HAYajHOCT
Ha OBME TeCTOBM 3a TpefIBUJIyBabe Ha KIMHUUKU
sHauajHa (uobpo3a Owmma: 91,8% 3a CEH3UTUBHOCT,
92,6% 3a cnenmduunoct, 96,6% 3a PPV u 83,3% 3a NPV.
IIpechopmancuTe Ha xujanypoHcKara Kuceauta, PIIINP u
TIMP-1, e criopefyBaHa O MaTOXUCTOOUIKUOT CTaJIUYM.
(55)

Bo crymujata Ha Poynard cop, muxuMmanHa ¢huopo3a
Owa mpucyTHa Kaj 63% of malueHTuTe a upo3a Kaj 31%
of, maruenTute. Pesyntatute vKakane gmeka FibroTest
¥IMa HajBMCOKA CEH3UTUBHOCT 32 OTKPUBAWE Ha IUPO3a,
oupejku pesynratute of FibroTest Kaj cure upoTHYHU
naruentn omn > 0.3 (cemsutuBHocT 1 NPV = 100%).3a
HarnpepHara (ubposa (F2-F4) pesynrature on FibroTest
> (0,3 umme TOHHMCKU uyBcTBUTENHOCT (84%) m NPV
(70%). 3aToa, manuenTtute co pesynrar <0.3 uMaje Mana
MOHOCT 3a IMpo3a. Kora pesynTaToT ce 3roieMuu
Hap 0,7, cersutuBHOCT U NPV 3a gujarHosa Ha HampemHa
(ubpo3a M 1Mpo3a ce HaMalwi, HO cHelupUIHOCTa U
PPV ce sronemuna. 91% op manmenture co FibroTest co
pesynrat > 0.7 umane mupo3a. Iloctoenna U 3HauUTeNTHA
ycornmaceHoct momery FibroTest u Ouomcumjata co
Koe(hrIMeHT Ha Kopenarja = 0,961 3a ®4 u 0,899 3a 1.
[Ipuunnute 3a guckooppuHaHia mnomery FibroTest u
OuorCHjaTa Ha I[PHUOT P00 ce TIPUIMIIYBA HA TPEIIKH
BO MHTepIIpeTaljaTa Ouorcuja. (56) [lujarHocTHuKaTa
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BpegHocT Ha Fibrometer A u Hepascore He ce pa3iukyBa
on oHaa Ha FibroTest 3a HarpeiHaTa (hrbpo3a U 1Upo3a.
Hemasio pasnuka momery AujarHOCTMYKaTa TOYHOCT Ha
FibroTest u xujanypoHckara kucenuHa. OBue pe3yiTaTu
TIOTBPAHMja JleKa cepyMcKaTa XujalypoHCKa KucearHa uMa

mobapa [jarHoCTYKa BPeHOCT 3a [IujarHo3a Ha I[upo3a.
(57)

3AK/IYYOK

[loTpebaTa [ja ce MpOHAjHAe COO[BETEH HEMHBA3MBEH
OroMapkep 3a IpHOAPOoOHa (uOpPO3a CTaHyBa eeH Of
HajrojieMuTe IpeJIu3BHUIM BO XeIaToIorja. bruoxeMuckuTe
oromapkepu Ha ¢ubposa (FibroTest, Fibrometer A u
Hepascore) uMaaT BUCOKO HMBO Ha IMjarHOCTHYKA MOK U
CO HUB MOJKe Jla Ce HalpaBH pa3/iMKa IIOMery Hampe/Ha
¢dudbpo3a ¥ I1Mpo3a Kaj MalMeHTHTe CO  AJKOXOJIHA
borect Ha IPHUOT Jipo6. [TocTojaT MHOTY JIPYTH TeCTOBH
KOHU Ce VIITe He ce MMPOKO MOTBPJEHH, HO OCTaHyBaaT
BETYBaukd. 3aroa, yrmotpebaTa Ha OBHMe OMOMapKepu
MOKe Jla ce KOPHUCTH KaKO CKPMHHHI, OBO3MOKYBAjKH
Ha JIEKApOT [Ia TO HaMajii OpojOT Ha MAIMeHTH TIpef
neUHUTUBHO  [IMjarHOCTHUIMpame Ha ILPHOJpPOOHaTa
¢bubpo3a co xemarajiHa OuMoICHja.
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ABSTRACT

Introduction: Xanthogranulomatous pyelonephritis (XGP) is a rare form of chronic pyelonephritis and represents a
chronic granulomatous disease resulting in a non-functioning kidney. Radiographic features are usually specific.

Case reports: A 19-year-old patient with pain in right flank and anamnesis of renal calculus in the right kidney
diagnosed when she was 2 years old. Complete medical documentation is available. Ultrasonographical it was
noticed that the right kidney is bigger with signs of hydronephrosis grade IV. In the lower part, the calluses
are enlarged with impaired integrity. Also, there is presence of internal echoes which points to the presence of
empyem. The cortex is visibly thinner almost invisible. Two smaller calculus (4mm and 5mm) sideways and one
average of 10 mm at the level of pyelourethral segment. Laboratory urinalysis and CTM recommended. Proceeded
by palliative surgery: lumbar percutaneous nephrostomy and placing of J-J catheter with the suggestion for surgical
solution of the stenosis.

Taking into consideration the renogram and analysing the ultrasonography with CTM it was differentiated focal
xanthogranulomatous pyelonephritis stage I on the right kidney with secondary stenosis the right ureter.

Keywords: chronic pyelonephritis, nephrolithiasis,ureteral stenosis.

INTRODUCTION increased incidence of urinary tract infections and
thus struvite (staghorn) calculus. Clinical presentation
is typically vague, consisting of constitutional symptoms
such as malaise, weight loss and low-grade fever.
Haematuria and flank pain are sometimes encountered.
Despite often absent urinary tract symptoms, pyuria and
positive urinary cultures are present in the majority of

cases (95 and 60% respectively).
XGP is seen essentially in all age groups, but most

frequently in middle - aged to elderly patients. There
is a 2:1 female predilection, presumably relating to an

Xanthogranulomatous pyelonephritis is, as the name
suggests, a chronic granulomatous process believed to be
theresult of subacute/chronicinfection, incitinga chronic
but incomplete immune reaction. Various bacteria are
isolated, however, the most commonly isolated species
are Escherichia coli and Proteus mirabilis.

Thekidneyiseventuallyreplacedbyamassofreactivetissue,
surrounding the usually present (90%) inciting staghorn
calculus with associated hydronephrosis of a greater
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or lesser degree. Foamy (lipid-laden) macrophages
predominate.

The inflammatory process eventually extends into the
perinephric tissues and even adjacent organs.

Staging:

One method of staging is based on the degree of
involvement of the adjacent tissues:

stage I the disease is confined to the renal parenchyma
only

stage II: involves renal parenchyma as well as an extension
to perirenal fat

stage I1I: disease extends into the perirenal and pararenal
spaces or diffuse retroperitoneum

Radiographic features

Two forms of the disease are recognised both
macroscopically and on imaging:

a) Diffuse (90%)

000000000000

b) Focal / tumefactive form (10%):
- Sometimes a truly focal process in a normal kidney

- In other instances, this represents diffuse XGP of one
moiety of a duplex system

CASE REPORT

A19year old patient with paininright flank and anamnesis
of renal calculus in the right kidney diagnosed when she
was 2 vears old. Complete medical documentation is
available. Ultrasonographic, right kidney is bigger with
signs of hydronephrosis grade IV. In the lower part,
the calluses are enlarged with impaired integrity. Also,
there is presence of internal echoes which points to the
presence of empyem. The cortex is visibly thinner almost
invisible. Two smaller calculus (4mm and 5mm) sideways
and one average of 10 mm at the level of pyelourethral
segment. Laboratory and CTM recommended. Proceeded
by palliative surgery: lumbar percutaneous nephrostomy
and placing of J-J catheter with the suggestion for surgical
solution of the stenosis.

Figure 1a - (longitudinal ultrasonography of the right kidney, empyema lower part); 1b - (longitudinal ultrasonography

of the right kldney, hydronephr031s grade IV); 2

SIESEE S

Fig.1(a, b) ; Fig. 2

DISCUSSION

- (longitudinal ultrasonography of the right kidney, calculus).

I O DO HICA

Renogram analysis made in childhood indicated reduction in the excretion in the right kidney. After the application
of diuretic, the curves of the two kidneys were equalized which points to the existence of functional (dilatation,
hypotonic) obstruction and the mechanical obstruction (obstructive uropathy) was excluded.
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Figure 2 a ( before application of diuretic) ; 2 b (after application of diuretic).
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Fig. 2a, 2b.

The ultrasonography together with the CTM give us the whole picture of the case. Ultrasonographically: enlarged
right kidney with stagnant changes and deformation of the calluses of the lower group as well as presence of empyema
in distant part of the canal system of the kidney. In the arterial phase of the CTM there is early stage imbibition of the
parenchyma of both kidneys with clear distinction and border -cortex - renal capsule - perirenal and pararenal lodge.
It has to be pointed out that in the lower part of the kidney the cortex is almost inexistent at one segment but there is
a clear border capsule - perirenal area. In the late phase of CTM, a bigger accumulation of contrast in the canal system
(calluses and pyelon) is concluded, without visible overflow of the contrast perirenal and pararenal (especially in the
lower part of the kidney) and with excretion of contrast in both ureters .

Figure 3a (-arterial phase) 3b, 3c (-late phase).
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CONCLUSION

From all of the above, we can conclude and differentiate
focal xanthogranulomatous pyelonephritis of the right
kidney, stadium I with secondary created stenosis
(stricture) of the right ureter .
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ABSTRACT

Posterior migration of sequestered disc of thoracic spine is an extremely rare case and can mimics spinal lesions
like tumor, abcess, disc space infection or another space-occupying lesions. Our case is about 54 years old patient,
female, who was admitted to the Neurosurgery Clinic due to severe paraparesis of the lower extremities with
preserved sensitivity. MRI was very effective for the diagnosis of this rare pathological condition. Peripheral rim
enhancement around the nonenhancing disc fragment is typical appearance on contrast MRI for disc fragment.
Using the DWI sequence, we showed that there is no restriction of diffusion, which once again confirmed that
it is not about an inflammation, not a tumor lesion. So, MRI as a diagnostic procedure offers opportunities to
eliminate dilemmas regarding diagnosis in one fell swoop, which is necessary for the timely resolution of the

patient’s condition.

Key words: sequestered disc, thoracic spine, MRI, DWI sequence

INTRODUCTION

Posterior migration of sequestered disc of thoracic spine
is an extremely rare case and can mimics spinal lesions
like tumor, abcess, disc space infection or another space-
occupying lesions.Disc sequestration is the migration of
a herniated disc fragment into the epidural space. The
fragment is completely separated from the parent disk.
(1) Imaging modality for the diagnosis of sequestered disc,

or the gold standard is MRI, which is recommended as a
diagnostic method in all diseases of the spine. (2)

AIM

The aim of this case study is to present a rare case of
thoracic spine disc sequestration, for which only a few
cases have been reported in the literature so far.
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Disc sequestration is more common in the lumbar spine,
while intervertebral disc sequestration in the thoracic
spine is extremely rare (3) These levels of disc herniation
are 0. 25 - 0.75%.(4) They occur most commonly at the
Th11-Th12 level, but can occur from Th8 to Th12 levels.
(5) This is due to the biomechanics of the thoracic spine
and its endurance in the lower segment. The clinical
presentation is variable depending on the level at which
sequestration occurred pain, sensory and/or motor
deficits in one or both legs, paraparesis, paraplegia (6)

CASE DESCRIPTION

Our case is 54 years old patient, female, who was admitted
to the Neurosurgery Clinic due to severe paraparesis of
the lower extremities with preserved sensitivity. An MRI
of the thoracolumbar spine was performed from Th8 -
10, whered an oval longitudinal lesion was noted with a
diameter of about 3 cm in the longitudinal direction and
about 1 cm in the transverse direction. With the largest
diameter, transversely was localized at the level Th9,
extramedullary, in the spinal canal posterolaterally to the
left. Adjacent discs at the levels of Th8-9 and Th9-10 are
significantly degenerated with the presence of significant
disc herniation, dorsocentral bilateral, acceptuated to
the right at the level of Th9-10. There was a discrete
bone oedema of the Th9 corpus and the medulla itself
at the level of T9 was significantly compressed with
compression edema. Discrete staining of the foramen
at the level of Th9-10 on the left was also followed.
Additional sequences were made with DWI where no
restriction of diffusion was noted, so the changes did
not support an abscess. Laminectomy was performed
ad the level T8-9. Pathohistological examination was
degeneratio fibrohyaloidea of the disc

DISCUSSION

As written started at the beginning, disc sequestration is
essentially the completely separate of the disc fragment
and its migration in the epidural space. It is usually
associated with trauma. (7) In our case, the pacient had no
history of trauma. She had paraparesis, but the sensitivity
was preserved. MRI was very effective for the diagnosis of
this rare pathological condition. Atypical sequestrated
disc herniations we usually seen as heterogeneously
hypointense to isointense on T1- weighted sequences
and hypointense or hyperintense on T2-weighted MR
images. Location of sequestar may be intra or extradural.
(8) In our case, the location of sequestrated disc was
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extramedullary, in the spinal canal, posterolaterally to
the left. Because of the differential diagnosis, which
include neoplastic lesion, we use contrast medium
with whom we differentiate sequestrated herniated
disc from tumors and other epidural lesions. Herniated
disc fragment rarely may include central enhancement,
attributed to vascular granulation tissue infiltrating the
fragment, but is never associated with enhancement
of the spinal meninges, early landmark finding in
neoplastic lesions such as lymphoma, neurofibroma,
neuroblastoma, mesothelioma etc.(9) Gadolinium is also
useful to differentiate a herniated disc from a disc space
infection, abscess. Peripheral rim enhancement around
the nonenhancing disc fragment is typical appearance
on contrast MRI for disc fragment . Using the DWI
sequence, we showed that there is no restriction of
diffusion, which once again confirmed that it is not about
an inflammation, not a tumor lesion.

Malignancies  typically show homogeneous or
heterogeneous uptake, and rarely ring enhancement.
Chondrosarcomas may show moderate peripheral
enhancement, but have lobulate architecture, differing
from the disc fragment. Metastases commonly affect the
adjacent bones and have a wide variety of signals. Nerve
sheath tumors are isointense on TIW and hyperintense
on T2W, with enhancement after contrast infusion,
resembling the sequestered fragment, however, are
primarily intra-dural,situation that occurs very rarely
in disc herniations.(10) Extradural hematomas may also
provide contrast enhancement, but have trauma history
associated.

CONCLUSION

Low incidence and absence of characteristic clinical
and radiological features make diagnosis of posteriorly
sequestered thoracic disc migration is very rare, that’s
whyis veryinteresting. MRIis the mostimportant imaging
technique for diagnosing and timely surgical treatment
of this condition, which offers possibilities for solving the
dilemma, imposed by the differential diagnosis. MRI as
a diagnostic procedure offers opportunities to eliminate
dilemmas regarding diagnosis in one fell swoop, which
is necessary for the timely resolution of the patient’s
condition.
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Figure 1. Thoracic disc herniation, an oval longitudinal lesion, isointense on T1- weighted sequences (Fig.1(a) Sagital
T1) and hypointense on T2-weighted MR images (Fig.1(b) Sagital T2). Peripheral rim enhancement around the
nonenhancing disc fragment (Fig.1(c) Axial T1 C+)
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INTRODUCTION

Endosalpingiosis is the presence of ectopic, cystic glands outside the fallopian tube that are lined with fallopian
tube-type ciliated epithelium(l). Endosalpingiosis may occur in pelvic organs, including ovaries, fallopian tube
serosa, uterine serosa, myometrium, or pelvic peritoneum. It may also occur in the bladder or in a retroperitoneal
or axillary lymph node (2). Endosalpingiosis is not well-studied, and the clinical features remain uncertain. It has
been reported to be associated with pelvic pain, infertility, pelvic mass, and/or urinary symptoms(3-6). However,
the diagnosis is made only after surgical biopsy. A key challenge regarding this condition is to differentiate it
clinically from endometriosis. Another notable feature of endosalpingiosis is its histologic relationship to pelvic
serous neoplasms (eg, lesions of low malignant potential, low-grade pelvic serous carcinoma).

However, the role of endosalpingiosis as a risk factor or as part of the pathogenesis of these conditions is unknown

(7).

HISTOPATHOLOGY AND PATHOGENESIS

Endosalpingiosisis the presence at ectopic sites of ciliated
cells, secretory cells, and intercalated cells similar to
those seen in the normal fallopian tube epithelium(8).
Endosalpingiosis lesions and normal fallopian tube
epithelium express similar biomarkers (8). As noted
above, endosalpingiosis may occur in female reproductive
organs, including ovaries, fallopian tube serosa, uterine
serosa, myometrium, or pelvic peritoneum. Similar to
endometriosis, endosalpingiosis is thought to arise in
ectopic locations either through metaplasia or ectopic
transport. In addition, transplantation of ciliated
fallopian tube cells to peritoneal surfaces may occur as a
result of surgical intervention on the tubes or ovary (5) .
Endosalpingiosis differs from endometriosis in that it has

ciliated glandular elements and no endometrial stroma.
Small vesicles of endometriosis and endosalpingiosis can
have a similar surgical appearance, presenting as small
vesicular cystic lesions that are clear, white, or tan in
color (9).

PRESENTATION OF THE CASE

We describe a case of a 54 years old woman which was
hospitalized in our Clinic with pelvic pain in the right side
and a vaginal bleeding for 9 days. The personal history
included menarche at 14 years old, finished reproduction,
two births with Cesarean Section, and a menopause two
years ago. After the admission we did to the patient all the
laboratory and clinical researches. The tumor markers
and the full blood test were in referent values. Also the
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hormonal status (estradiol and FSH) were in referent
values for the patient which as we sad was in menopause
for 2 years. Transvaginal ultrasound 2D and color Doppler
revealed cystic adnexal mass with 44mm on the right side.
There was no fluid in the Douglas pouch, also the uterus
and the left ovary were in normal references. Third
Laparotomy with transversal Pfanennstiel section was
indicated, total hysterectomy with bilateral adnexectomy
was performed. Intraoperative there were many
adhesions from the two Cesarean sections, that’s why an
adhesiolysis was performed. Also was taken an abdominal
fluid for cytologic examnation, biopsy of the parietal
peritoneum and the big omentum. Patient recovery was
quick after the surgery. Hystopathological examination of
the Operative material revealed Endosalpingiosis of the
bilateral ovaries. And the cytopatological examination
was from the I-st Classification Group.

DISCUSSION

Endosalpingiosis first was described by Sampson in 1930;
he found epithelium resembling the fallopian tube in
ectopic locations in women who had undergone previous
salpingectomies or tubal sterilization. Endosalpingiosis
can present with chronic pelvic pain, dysmenorrhea,
menorrhagia, and infertility or can be asymptomatic.
A retrospective studies showed that no significant
association was found between endosalpingiosis and
chronic pelvic pain, neither between endosalpingiosis
and infertility, as against endometriosis, which is
proven to be associated with these presentation (10).
Some retrospective studies say that the rate of previous
gynecologic and abdominal surgery and a history of
tubal disease was documented in most of the patients
with endosalpingiosis, which raises the possibility that
peritoneal implantation may be a factor in the etiology
of endosalpingiosis. The patient in our study also had
previous 2 cesarean sections before this surgery. Also
the hormone dependence theory of endosalpingiosis
should be re-evaluated, because most of the patients
with endosalpingiosis in all retrospective studies were
postmenopausal. Also our patient is in posmenopausa for
two years(11). Gross appearance of endosalpingiosis may
mimic a primary peritoneal tumor or papillary carcinoma
of ovary, but the absence of mitotic activity or atypia on
histopathology contradicts the diagnosis of carcinoma.
Endosalpingiosis is mostly asymptomatic. Asymptomatic
endosalpingiosis does not require any treatment. It
may become symptomatic by mechanical irritation
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of abdominal organs. Surgical removal of the cystic
structures may effectively abolish the symptoms(12).

CONCLUSION

Endosalpingiosis is a rare benign entity, masquerading
peritoneal or ovarian malignancy. Endosalpingiosis has
been associated with pelvic pain, infertility, and urinary
symptoms. It is not clear if endosalpingiosis causes
these symptoms or is an incidental histologic finding in
women with these symptoms. Rarely, endosalpingiosis
presents as a cystic pelvic mass. Endosalpingiosis is never
a preoperative diagnosis. It is a histologic diagnosis based
upon tissue hiopsies obtained during surgery for pelvic
pain, infertility, or the evaluation of a pelvic cystic lesion
identified on an imaging study. The differential diagnosis
of endosalpingiosis includes primarily endometriosis,
but also other conditions associated with pelvic pain,
infertility, urinary symptoms, or pelvic mass. This
includes vesicles or tumor-like lesions of the peritoneum
including endometriosis, peritoneal inclusion cysts,
peritoneal borderline serous tumors, and low-grade
serous ovarian tumors. In spite of the benign nature,
the patients need to be kept on follow-up because of
significant association between endosalpingiosis and
gynecological malignancies, specially the premenopausal
patients.
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ABSTRACT

Medicus 2021, Vol. 26 (1): 82-84

Sezary syndrome is a leukemic variant of pimary CTCL (cutaneous T cell lymphoma) manifested with clinical
triade consisting of erythroderma, peripheral lymphadenopathy and atypical mononuclear cells(Sezary cells).[8]

We present a case of 45 years old female, with non-specific primary skin lesions which fastly progressed in
erythrodermia. Skin biopsy, immunohistochemical investigations, biopsy from bone marrow and detectable Sezary
cells>5% in periphery blood were inclusive for cutaneous limphoproliferative disease(Sezary syndrome). Lymph
node punction showed atypical lymphocytes. RTG pulmo and ultrasound of abdomen without abnormalities.

CHOP therapy was started.

We present a case with Sezary syndrome, clinically classified T4N2MO(stage IV A).

Keywords: primary cutaneous T cell lymphomas, Sezary syndrome, Sezary cells, CHOP therapy

INTRODUCTION

Se'zary syndrome (SS) was named after the French
dermatologist, Albert Sezary, who first described a
patient with generalized erythroderma with monster
cells (or now known as Se’zary/Lutzner cells) in the skin
and blood in 1938. The term ‘Se’zary’ was first linked to
the clinical presentation of SS in 1953 [1]. SS is a rare
leukemic variant of cutaneous T-cell lymphomas (CTCLs)
and comprises 3 -- 10% of CTCLs [2,3]. Historically, SS was
defined as generalized erythroderma, lymphadenopathy
and > 20% of atypical T-cells in the peripheral blood [4].
Patients with SS usually present with erythroderma,
recently more specifically defined as confluent pink or
red skin with or without scaling, involving at least 80% of
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the body surface area.With the advent of multicolor flow
cytometry, it is now possible to quantitate SS cells more
specifically using antibodies allowing the differentiation
between erythrodermic mycosis fungoides (MF) and
SS [5]. SS is defined as B2 blood involvement, which is
defined as presence of a dominant T-cell clone plus one
of the following: an absolute Se‘zary cell count of 1000
cells/mm3 or higher, expanded CD3+ or CD4+ cells with
a CD4/CD8 ratio of 10 or higher, or expanded CD4+
T cells with abnormal immunophenotype including
loss of CD7 or CD26 [5,6]. A dominant T-cell clone is
identified via polymerase chain reaction or Southern
blotting, which would show a dominant T-cell receptor
gene rearrangement in the blood [6]. The tumor-node-
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mestasis-blood staging system is used for both MF and
SS with staging depending on skin stage, tumor, lymph
nodes, blood involvement and visceral disease. In 2018, an
updated version of World Health Organization-European
Organization for Research and Treatment of Cancer
(WHO-EORTC) consensus classification was published
and the staging system was revised. SS is staged as IVA
based on the revised staging guidelines in 2018 [7].

Therapy in SS should be based on stage of disease. The
current consensus is that patients with early stage
disease should receive skin directed therapies (topical
chemotherapy - nitrogen mustard(mechlorethamine),
carmustine  (BCNU),  Targretin(bexaroten), =~ PUVA
(photochemotherapy),  radiotherapy  and  total
body electron beam therapy). Systemic therapies
(Immunotherapy, retinoids-Bexaroten, chemotherapy-
CHOP, extracorporeal photopheresis, toxin therapy-
Denileukin diftitox, fully humanized anti-CD4 antibody
(Zanolimumab), histone deacetylase (HDAC) inhibitors)
are reserved for those with early stage disease resistant
to skin directed therapy or advanced disease. [9-14]

CASE PRESENTATION

We present a case of 45 years old female, dentist asistent,
without anything special in personal and family history.
She doesn’t take any suspect medicaments, supplements
and herbal products.

The problem appeared like pruritic erythema on
photoexposed skin. She was treated from family
dermatologist as photodermatosis. Dermatological
examination showed diffuse erythema with 80% BSA
(body surface area); and small area of healthy skin on the
back (fig.1) and flexures (fig.2).

Fig.1

Fig.2

There were grouped small papules with lichenoid aspect
on the trunk and face (fig.3). On the thigh papules
were distributed follicular(fig.4). There was discreet
pitiriasiform descvamation on some parts of the trunk
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and edema on the calf. Face, mucosa, nails and capilitium
were not affected. There wasn’t any sign of deffluvium
also.

Fig.3 Fig.4

On admission there were no signs for organomegal only
enlarged bilateral supraclavicular lymph nodes, mobile
and without pain.

(Clinical diagnosis: erythrodermic Lichen Ruber Planus
and Pityriasis rubra pilaris.

Table 1 shows laboratory concessions, other parameters
were in normal ranges

Table 1. Laboratory results (September) and last one
before chemotherapy (December):

September December
e, /mm? 8x10 3/mm’ 13,1 %10 3/mm>
o0 3,1x10°/mm? 74x10¥/mm
gl:rolloel?lt erol 6,68mmol/1 6,19mmol/1
oL 203 U/L 288U/L

Skin biopsy was made from two specific skin changes
(first from the calf- infiltrative erythema and second from
forearm - lichenoid papule). Histological findings showed
chronic inflammation(inclusive for erythrodermia and
exclusive for lichen), because of the type and distribution
of mononuclear infiltrate, absence of epidermotropisam,
cutaneous limphoproliferative disease was suspected.
Next step was imunohistochemistry made on Institute of
pathology in Skopje and the results were: predomination
of cell infiltrate with CD3(+), CD4(+), CD8(+), CD5(+),
CD20 (-), CD30 (+), CD6S(-), CD57(-). Biopsy from hone
marrow made on University Clinic of chematology with
non-specific signs, but in the periphery blood there
were detectable Sezary cells >5%. Lymph node punction
showed atypical lymphocytes. RTG pulmo and ultrasound
of abdomen without abnormalities. CHOP therapy
(Cyclophosphamide, Hydroxydaunorubicin or adriamycin,
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Oncovin-vincristine, Prednisone or prednisolone), was
started in decembar. Until today there were conducted 5
therapy cycles with reduction of pruritus and regression
of skin lesions. Adverse effects from chemotherapy
nausea and vomitus.

DISCUSSION

The early lesions of CTCL mimic psoriasis, chronic
eczema, atopic dermatitis, lichenoid pityriasis, pityriasis
rubra pilaris. The differential diagnosis of SS includes
other causes of erythroderma and non-SS leukemias with
cutaneous involvement. Because the clinical features of
erythroderma are often invariable regardless of cause
and because the histopathology may not be specific,
history and evaluation of the blood are often necessary to
distinguish SS from the conditions discussed below.

In our case differential diagnosis were erythrodermic
Lichen Ruber Planus and Pityriasis Rubra Pilaris.
Classical adult onset Pityriasis Rubra Pilaris (PRP)
is an uncommon cause of erythroderma; PRP may
reveal palmoplantar keratoderma identical to SS but
may be distinguished by history of preceding localized
involvement and cephalocaudal progression.

Erythrodermic form of lichen ruber planus is very rare
and in that cases there is always involvement of mucosa
(oral or genital), which wasn’t in our case.

Histology and immunohistochemistry were significant
for diagnosis. Detectable Sezary cells>5% in periphery
blood were of great value for making definitive diagnosis.
According to staging guidelines made from ISCL and
EORTC our patient was in stage IVA(TAN2MO). The
current consensus for therapy based on staging proposed
first line therapy for cases like that is chemotherapy and
electron beam therapy. CHOP therapy was started and
gives good results, with minor adverse effects.
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[TAPAJINTHYEH CTPABI3AM - AOEKITHJA HA N.ABDUCENS (V1)

Anwnra boskuHocka!, bekum TaTemnm?

1J3Y Onmrra 6onxuiia Kuueso, Pertyonnka CeBepHa MakejoHuja
2J3Y YHuBep3uTeTCKa KIMHUKa 3a 04HU OorecTy, MegunuHcku hakynreT, CKorje

Medicus 2021, Vol. 26 (1): 85-88
AIICTPAKT

Bosep: TTapanutuued cTpabusaM e BUJ Ha HEKOHKOMUTAHTHA KPUBOITIENHOCT KOja HACTAHyBa KAKO pesy/iTaT Ha
rapesa WiM napajnsa Ha efeH WK [TOBeKe eKCTPAaoKyIapHU MyCKy/ii. PesyitaT e Ha adeKLpja Ha TPY OKOJTYMOTOPHU
Hepsu (n.oculomotorius (I11), n.trochlearis(IV), n.abducens(VI).

Bo Tpy#oT npuKaskyBaMe ykeHa Ha 65 rofiiiliHa Bo3pacT Co IapaJuTrUdeH cTpabusam co adekiyja Ha n.abducens, Koja
ce JKaJIM HA KpUBeHe Ha JIeCHO OKO KOH BHATPe, OrpaHUdeHo NIBUKEee Ha OybycoT KOH HAZIBOP,I0jaBa Ha MyTUTH
CJIVKU Y HaMaJleHa BUIHa OCTPUHA.

Llesr Ha TPYOOT e IpeKy IIpyKas Ha Cjydaj [a ce mpeseHTupa mgeka 45% mpurmara Ha adekiyja Ha 0BOj HEPB U [la ce
TIOTEeHIIMpaaT COBpEMEHUTe MOJIaJTUTETH HA TPETMAaH.

3aK/ydoK: JIeKyBabeTo Ha IapaIuTUUHUOT CTpabu3aM e JoIroTpaeH IIpoLiec, Koj IIPBEHCTBEHO ordaka CUMIITOMATCKA
1 Kay3aJlHa Teparuja, aryiiinparme Ha dorrja mpr3Ma Bo TeK Ha 6 Mecely, Ta TIoToa XUPYPIIKY TpeTMaH. Bo omHoc
Ha XeMoJleHepBallija co OOTYJIMHCKU TOKCUH B Bo TpeTMaH Ha cTpabu3aMm ce COCTOM Off PETPOCIIEKTUBHU CTYIINY,
KOXOPTHU CTYAUU WIN TIperyien Ha ciydau. OBUe maBaaT KOpHMCHU MHGOPMALNK, HO TIOTpeOHO e TojacHyBame 3a
edeKTUBHaTa yrioTpeba Ha OOTY/IMHCKY TOKCHH KaKO He3aBMCEH MOZAJIMTET Ha TpeTMaH. [1p1 moBeKe paHIOMU3UPaHN
KOHTPOJIHM MCIIMTYBakha Ce IIOKaKasle Pas3IMUHM Pe3ylTaTd IIOUHYBAjKM Of HEeNOCTATOK KaKO IPOMUIaKTUUKU
TpeTMaH IIpU aKyTHa rapaju3a Ha n.abducens, o cj1ab ogroBop, M Kaj nalyueHTH Kou robapasie oBTOPeH TpeTMaH.
CrankaTa Ha KOMIUIMKALMU BO OBMeE CTYOWU ce NBWKesa off 24% 1o 55%.

KnyuHu 300poBU: NTapaJUTUUeH cTpabusaM, guruionuy, n.abducens, donuja mpusma, OOTYIMHCKY TOKCUH B.

BOBE]]

Ctpabu3MoT 3a HPB Mar ce MojaByBa BO CIMCUTE Ha
Xumnoxkpart (460-377 m.H.e.), ¥ TIPB ja UCTaKHA/ Hac/eJHaTa
KOMIIOHEHTa  Ha  cTpabusmot.(l).  Ilapamuruuen
cTpabm3aM e BHJl Ha HEKOHKOMHTATHAa KPHBOITIEJHOCT
KOja HaCTaHyBa KaKo pe3yiTaT Ha mapesa WM Mapanusa
Ha efleH WM TIOBeKe eKCTPAOKyapHU MYCKYIH.
[locTojaT 6 eKcTpaoKynapHM MYCKYIM, 4-pu IpaBu U
2 xocu Myckymd. OBue MYCKYIM ce WUHEPBUPaHU Of

Etuonorujata Moke fia O1jie HeBporeHa, MUOTeHa, 1 Kako
pes3yaTar Ha adeKija Ha HeBPOMYCKYIIEH cIioj. I'aBHu
MPUUMHE KOM MOKe [ja JoBefar 70 adekijija Ha OBUeE
HepBHU ce BacKynapHu bomnectH (diabetes mellitus,mokauen
KPBeH IPUTKCOK, aTepPOCKiIepo3a), HH(IaMaTOPHU JIe3HH
(eHriecbamuT, MEHMHIUT), HEOIUIACTHYHM JIe3UU (TYMOPHU
Ha MO30K), TpayMaTCKd je3uy (OBpeJy Ha I7aBara),
JOeMHeHWIM3Mpauku  Jesud  (Sclerosis  multiplex),
HeBPOMYCKy/THY Tie3uu (Myastenia gravis).(3), (4).

Tpu oKonmymotopHu HepBu (N.ocolumotorius III, N
trochlearis IV, N abducens VI). Adexuuja Ha oBre HepBU
THI0eIMHEUHO M/IM BO KOMOMHAIIMja JJoBeyBa 0 mMapesa
WM Tapajin3a Ha eKCTpaoKynapHuTe Myckymu. [lapanisa
Ha n.ocolumotorius u n.trochlearis moseke e 3acraneHa
BO JIeTCKaTa MOMy/alija a mapaau3a Ha n.abducens Kaj
Bo3pacHa nomynanuja.(2), (3), (4), (8).

30% op mapaJIMTHYEH CTpabu3aM e pe3ynTar Ha adeKiuja
Ha n.ocolumotorius, 11% e pesynrar Ha adexuuja Ha
n.trochlearis, 45% e pesyntar Ha adekija Ha n.abducens
BOE/IHO ¥ HajuecTa apeKiMja Ha OBOj HEPB BO OIIITATa
nonynanyja.(1)

Bo 3aBucHOCT Koj HepB e acdeKTHpaH ce IIojaByBaaT
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COOJIBETHH 3HALIM M CUMIITOMK OJl CTPaHa Ha a)eKTH PaHHOT
HepB ( HpUMapHa JieBWjalja Ha acheKTUPAHOTO OKO,
PECTPHUKIIja HA OKY/IapeH MOTHIMTET, KOMIIEH3aTOpHa
107103k0a Ha I7laBaTa, HaMaJieHa BU/JHA OCTPUHA [JOKOMKY
OKOTO He MOKe Jla MKCHpa, [0jaBa Ha TN CIIUKH).

JlmjarHo3ata ce 3acHOBa Bp3 OCHOBAa HAa aHAMHe3a,
KJIMHUYUKK HCITUTYBakba, IMUITMHT TeXHUKIL(4), (5).

ITPNKA3 HA C/IYYA)

/KeHa,meH3uoHepKa Ha 65 rofuIilHa BO3pacT MpenpareHa
ol YHuBep3uTeTcKa KiuHuKa 3a HeBponormja -Ckomje
npyu YHUBep3uTeTCKa KMHKKa 3a Ounu Oomectu -Ckorje
TI0pajiu KpUBeHe Ha JIeCHO OKO KOH BHATpe, OrpaHM4eHO
TIBIDKEHbe Ha OYHUOT OY/I0yC KOH HaJiBOP, TI0jaBa Ha IYTUTH
C/IMKHY,HaMaJleHa BU/IHA OCTPHMHA, M3TYOeH CTePe0CKONCKH
BUJI (meplLienija Ha JyabouMHa), MocTaBeHa pabOTHa
IWjarHosa mapesa Ha n.abducens co rmojaBa Ha JIUTUIONK.

(D).

[To KOMIIETHHOT O Ta/IMOIONIKY TIperyie]] ¥ M3BpIIeHUTe
VMUIMHT ucienyBatba MPU (Haop Ha BacKyTapormaTCKu
NPOMEHM JIeBO BEHTPAJHO Off TpefileH por Ha JieBa
jlaTelapHa KOMOPa) KaKo 1 BO KOpeJiallyja co CHCTEMCKUTe
3a007yBaba Ce TOCTAaBM JIMjarHO3a TMapajuTHYeH
crpabusam co adexnuja Ha n.abducens.

Ha KnMMHMYKKOT mperyief] ce MOTBPAM JieKa MallMeHTKTa
uMa BUJHA OCTpMHA HamajeHa Ha fiecHo oko VOD:0.6
c.c., Ha 11eBo oko VOS:0.9 c.c.,kpuBeme Ha IeCHO OKO KOH
BHaTpe, OrpaHMYeH MOTWIMTET KOH HajBop (medpuimT
Ha a0fyKiuja), 1ojaBa Ha XOPM3OHTA/HU JVIUTM CIIMKH,
abHOpMasiHa MO3MIIMja Ha I7IaBaTa (IlaBaTa e CBPTeHa
KOH apeKTHpaHa CTpaHa - IojaBa Ha torticolis), orcyTeHn
crepeockorcku Bup. (1), (3).

Ce moOM TONATOK 3a JMYHA TO3WTMBHA aHAMHe3a 3a
Diabetes mellitus Tun I Ha TabneTapHa ¥ MHCYIMHCKa
Tepanuja, TOKAUeH apTepuCKu KpBEH MPUTUCOK
COOZIBETHO PeryaupaH o aHTHXUIIepTeH3KMBHA Teparyja,
hypertrigliceridemija  coogBeTHO  perynupaHa co
Tepanuja. McTo Taka ce 00U MO3UTHBHA JIMYHA aHAMHe3a
3a MokaueH KpBeH nmputucok 220/100mmHg u moxauena
rikemyja  15mmol/L. egHa Hemena Tmpej TojaBa Ha
IYIUIUTE CIMKU U KPMBEHETO Ha JIECHO OKO.

On HampaBeHUOT O(TAJIMOJIONIKY TIperyie]] ce 3aKIydu
lleKa ¥Ma OrpaHMyeH MOTHM/IUTET KOH HAfIBOp OupejKu
napaju3a Ha m.rectus lat. Koj e iHepBupaH ofi n. abducens
NpeIM3BUKYBa [IOMUHAIMja HA HETOBUOT AHTArOHUCT
m.rectus med, KoOMIeH3aTopHa MOMOMkOa Ha I71aBara,
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HaMajieHa BUJJHA OCTPUHA, U3TYOEeH CTePeOCKONICKY BU]I,
10jaBa Ha JYTUTH CJIMKY, ¥ HarpaBeH Hess-0B TecT.

Ilo nampaBennot Hess-oB Tect (1.1, ce mujarHocTUIpa
HamaJleHa JiecHa liieMa ¥ MpolIpeHa jieBa Iliema, JilecHa
niemMa MOKaKyBa 3HAYajHO HaMajeHa aKTMBHOCT Ha
m.rectus lateralis u O1aro 3roeMeHa akiyja Ha m.rectus
medialis, 1eBa 11eMa IMoKakyBa 3rojieMeHa aKIijja Ha m.
rectus medialis.(1).

Cn.1. HESS - 0B TecT mokakyBa HamaJieHa JlecHa IlieMa 1
TpoinpeHa jieBa leMa, iecHa IiiemMa MoKaKyBa 3HauajHo
HaMajJleHa aKTMBHOCT Ha m.rectus lateralis u Omaro
srojieMeHa akija Ha m.rectus medialis, neBa mema
TIOKa)KyBa 3rojieMeHa akijja Ha m.rectus medialis

JlekyBameTo e Kay3ayHo BKJIYUyBajKu
CUMIITOMATCKa Tepamnuja, BUTAaMHHM Of Tpymara B,
Ba30/IM/IaTaTOPM, TPETMAH Ha JMIVIONHja (CO OKIY3MBHU
JIeTIeHKA MM TIPM3Ma),i KaKo KpajHa Iell XUPYPIIKK
tpetMaH.(3), (5), (7).

[locne 6 MmeceuHa Tepamuja CO IIpU3Ma ce HaIpaBU
nosropHo Hess-oB Tect Cn.2. Kajie ce ujarHOCTUIIMpPa
HOpMaJieH Haofl, MofoOpyBame Ha BUJ[HATA OCTPUHA
Vod:0.9 c.c, Vos:0.9 c.c., HopMajHa MojIok0Oa Ha I/iaBata,
CJIUKH,

MCYe3HyBalbe Ha XOPU3OHTAJHUTE  JYIUIH
HOpMaJieH OKy/lapeH MOTHIUTET U OpTodopHja.

..I n’iﬂ

Cn.2. HESS - oB Tect ([locne 6 Meceuda Tepammja €O
(honuja Mpr3Ma Ha IeCHO OKO 0BOj TECT OfI BO IPUJIOT Ha
HOpMaJIeH HaofI)



At

JUCKYCHJA

Crpabu3aM WM Pa3poOKOCT € HempaBUIHA IOI0KOa
Ha ouuTe.llocTojaT meBeT AMjarHOCTUYKU TMONOKOM Ha
TIOTVIeNIOT, TOA Ce HIeCT I[JIaBHU MOMOKOM, MpPUMAapHa
TH0/I0K0a, efieBalja U femnpecuja.(l).

[lapanuTiueH crpabu3am e BMJI Ha HEKOHKOMUTAaTHa
KPUBOITIEJHOCT KOja HACTaHYBa KaKO pe3y/Tar Ha Iapesa
WM Tlapaju3a Ha efleH WM T0BeKe eKCTPaoKyIapHu
myckynu.IloctojaTr 6 ekcTpaokymapHu MyckyaM, 4-pu
1paBy U 2 Kocu MycKymi. OBKre MYCKY/TH ce WHepBUPaHU
on Tpu okronymoTtopHu HepBu (N.ocolumotorius III,
N trochlearis IV, N abducens VI). Adekuuja Ha oBue
HEpBU TOEIMHEYHO WIM BO KOMOMHaIMja JIOBeyBa JI0
rape3a WM Mapaiu3a Ha eKCTPAoKy/lTapHUTe MYCKYIIH.
[TapanuTHyHKUOT cTpabu3aM MOYeCT e Kaj Bo3pacHaTa
nonynaiyja 44%, 3a pa3nuka off JieTCKaTa Momynainuja
7%. (8). TloctojaT onpemeHM KapaKTePUCTUKM KOM T'O
KapakTepu3MpaaT TapaTUTUYHUOT  CTpabusaMm  off
HelapaJIMTUYHNOT CTpabu3aM (3), KoM OBO3MOKYBaaT
nofiobpa ¥ HaBpeMeHa [ujarHo3a W sieKyBambe.(Tabena
op.1)

MMAPAJIMTUYEH HE-TTAPAJIMTUYEH
KAPAKTEPUCTHEI | crpapprsam CTPABU3AM
[ToueTox Haegnamt baBHo
Jvmnonuu [IpucyThu OTcyTHI
Okynapuu fiBukewa | OrpaHuueHu Llenocuu
Tonox6ba Ha rmaBaTa | OrpaHHYeHO Hopmarnna
Haysea [TpucytHa OtcyTHa
BPTOIIABULA
CeKyHlapHa [Toronema o EnnakBa Ha
IeBujaLija HpyMapHaTa IpuMapHara
Bo nocrapu cnyuaeBu
naTonomky ceksenu | Ipucytan OtcyTHn
BO MYCKY/IH

Tabena ©Op.l.Pasnuka momery mapaliuTAYeH U He-
TapaIuTHUeH cTpabu3am

['MaBHM MPUUMHM KOM MOXKe 71a moBefiaT 1o adeKimja
Ha OBHe HepBH ce BackylapHu Oomectu (diabetes
mellitus,TokaueH KpBeH HPUTUCOK, aTepOCKIepo3a),
nHGIaMaTOpHH  JIe3sud  (eHIedanuT,  MEHUHTHT),
HEeOIUTACTUYHHM JIe3WH (TYMOPHM Ha MO30K), TpPayMaTCKH
7e3un (MOBpeM Ha I71aBaTa), IeMUEeHHUIU3UPAUKU JIe3hH
(Sclerosis multiplex), HeBpomycKynHu ne3un (Myastenia
gravis). (3), (4). HajromeMm mpoLeHT of MHapaauTHUeH
crpabusam 45% npumnara Ha acdekiuja Ha n.abducens
(VI), kako Bo HammoT ciy4aj.0OBOj HEPB IO MHEpPBMpa
BHATPENIHUOT TIpaB MYCKY M HeroBa (yHKIHMja e
abmykumja.Kora oBoj Myckyn e aekTHpaH ce HaMayiyBa
HeroBaTa (DYHKI[Mja M ce 3rojeMyBa (VHKIMjaTa Ha

Case report

HeroBut aHTaroxuct m.rectus medialis. (1).

Bo 3aBucHOCT Koj HepB e acdeKTHpaH ce IIojaByBaaT
COOfIBETHM 3HAlld ¥ CHUMIITOMM Off CTpaHa Ha
acekTupaHUOT HEPB U MYCKYIL. Bo HANIKOT cJTy4aj opau
adekiija Ha n.abducens ce mojaBu KpuBeme Ha JeCHO
OKO KOH BHaTpe, OrpaHUuYeHo JIBIKEHe Ha OUHKUOT Oy/I0ycC
KOH HaJjBOp, MojaBa Ha JYIUTM CJIMKM, HaMajieHa BUJ[HA
OCTPWHA, M3TY0eH CTEePEeOCKONCKY BHJ (Teprieniyja Ha
mmabounna).(1), (2), (3), (4),(7).

JlujarHo3aTa ce IoOCTaByBa Bp3 OCHOBAa Ha aHaMHe3a,
KJIMHUYKY KapaKTePUCTUKH, KTMHAUKY UCIIUTYBaba (Tect
Ha MoK puBambe - Cover-Tect, TeCT Ha OTKpUBake - Uncover-
tect, antepuupauku Cover-tect, npusma Cover-TecT Koj
IpelK3HO o MepU arojioT Ha JieBHjalija, MCIUTYBabe
Ha MOTHINTET, MCIIUTYBAkhe Ha JUIUIONKUH), ¥ UMUIIMHT
TexHUK.(1).

JlekyBameTo e Kay3aJHO, OWJEjKM UYecTo HpHUYMHATA
OCTaHyBa HeIoO3HaTa, ce VIoTpeOyBaaT BUTAMMHU O
rpymara B, BasopumataTopu, TepMo M elleKTpoTeparuja.
Bo Texk Ha 6 Mecemu poara [0 pPeBep3MOMIHOCT Ha
OIITETEHUOT MYCKY/I. [IWIIonmuuTe ce TpeTUpaaTr Co
OKJy3MBHU JieleHKM Wi (onMja mpu3Ma Koja JjaBa
Hajaobpu pe3ynTaTu.XUpYPIIKUTEe WHTEPBEHLUH IIPU
mapajaM3a Ha IIeCTHOT KpaHuWjajieH HepB Tpeba Ja ce
pasriiefiaaT camMo JIOKOJIKY € jacHO JieKa HeMma [ia Jiojje
7o momoOpyBame off mHperxogHuTe TpeTMaHu.Toa e
nocyie 6 Meceny. XMPYPIIKO JIEKYBambe HOCH PU3UK Of
TIocToTIepaTHBEH Pa3Boj Ha MCXeMUja Ha MpejieH cerMeHT
Ha OKOTO, HO 3a Jja ce u30ber€e oBaa KOMIUIMKALiMja
PeTporo3uijaTa Ha HaJIBOPENIHUOT IPaB MYCKYIT MOKe
7la ce 3aMeHHM CO XeMOJIeHepBallyja co OOTYIMHCKYU TOKCUH
B, (1), (6), MeryToa moTpeOHO e [a ce MPOLeHH PU3UKOT Off
TII0CTOIePAaTUBHU IUIVIONMH, IIITO BO Hajmo0ap ciyuaj ce
pelllaBaar Co CTaBambe Ha KOPEKTHBHA NTPU3Ma.

3AKJIYYOK

JleKyBameTo Ha MapaIMTHYHKOT CTPabK3aM e [oIroTpaeH
TpoIeC, KOj INPBEHCTBEHO oraKka CUMITOMATCKa M
Kay3ajHa Tepamnuja, arjMiypame Ha Qonuja mpu3Ma
BO TeK Ha 6 Mecely, mma I0T0a XUPYPLIKKM TpeTMaH. Bo
OJJHOC Ha XeMOJIeHepBaliuja co OOTYIMHCKM TOKCHH B Bo
TpeTMaH Ha CTpabu3aM Ce COCTOM Off PeTPOCIeKTUBHH
CTY/IMM, KOXOPTHH CTYIVU WK TIpernefu Ha ciydan.(1),(6).
OBye faBaaT KOpMCHM MH(OPMAlyu, HO MOTPEOHO e
1ojacHyBame 3a e()eKTUBHATA YIIOTpeOa Ha OOTYIMHCKH
TOKCHH KaKO HEe3aBHCEH MOfaiuTeT Ha TperMaH. Ilpu
MOBeKe  PaHJOMHM3MPAHM  KOHTPOIHM  MCIHTYBarba
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ce MOKaKale pa3IMuHA Pe3yITaTH MOYHYBAjKU Off
HEeJIOCTAaTOK KaKo MpohMIaKTHUKKM TPETMaH IpU aKyTHa
nmapanum3a Ha n.abducens, 10 c1ab ofroBop, M Kaj
HalMeHTH KoM mobapajie TMOBTOpeH TpeTMaH. Cramkara
Ha KOMIUTMKAIIMY BO OBMe CTYIUU ce JIBUKena of 24% no
55%.(1),(6).
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CANDIDA INTERTRIGO IN A PATIENT ON ICU POSITIVE TO COVID19
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ABSTRACT

Intretigo is a common dermatological manifestation caused by occlusive conditions in skin folds increasing local
heat and moisture and skin-on-skin friction. We present a 58-year-old woman with intertrigo hospitalized in
Intensive Care Unit (ICU) due to severe COVID-19 infection. Intertrigo was localized on large areas on the body,
mostly genitocrural area, axillary area and sub-mammary folds, but also on the trunk, arms and legs. During
COVID-19 treatment mechanical ventilation was applied; nasogastric tube was placed and the patient was treated
with intensive COVID-19 therapy. Intravenous Fluconasole 200 mg helped improving the skin condition. While
most of intertigo is benign disease and it is not difficult to treat it is important to be aware of the dermatologic
manifestations and complications during COVID- 19 patients and properly treat complications.

Keywords: COVID-19, Intertrigo, Pneumonia, SARS-CoV-2, Skin

BACKGROUND

Severe acute respiratory syndrome coronavirus 2 (SARS-
CoV-2) is the underlying cause of the novel coronavirus
disease of 2019 (COVID-19), which has resulted in over
3.8 million infected patients worldwide [4]. Literature
has described involvement of other organ systems,
including the cardiovascular, gastrointestinal, renal,
and neurologic systems. Recently, there has been
increasing recognition of the dermatologic complications
of COVID-19. [5] Intertrigo is a superficial inflammatory
skin condition of the skin’s flexural surfaces, prompted
or irritated by warm temperatures, friction, moisture,
maceration, and poor ventilation [1]. It is believed that
this condition is more common in obese people and
patients with diabetes mellitus [2]. Intertrigo commonly
becomes secondarily infected, notably with Candida;
however, other viral or bacterial etiologies may play a
factor in its pathogenesis [1]. Intertrigo is found primarily

in the sub-mammary, inguinal, abdominal and perianal
skin folds. [3]. The increased likelihood of a naive or
reduced immune system, lack of mobility, and urinary/
bowel incontinence contribute to the skin manifestations
like redness in mirror format and moist skin, followed by
sensations of itching, burning, pain and odor . [ 3, 4]

CASE PRESENTATION

We present 58- year old woman that was hospitalized in
ICU because of bilateral pneumonia. The main symptoms
she presented were fever, cough, fatigue, dyspnea.
The patient was confirmed positive by nasopharyngeal
Polymerase Chain Reaction (PCR) for SARS-CoV-2. In her
medical history, noted hypertension was under therapy.
The patient’s initial vital signs were blood pressure of
140/78 mmHg, heart rate of 85 beats per minute, oxygen
saturation of 40% on room air, with a body temperature up
to 40 degrees Celsius. Chest X-Ray and CT images showed
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parenchymal abnormalities with massive peripheral
consolidations with bilateral involvement predominantly
right.

Laboratory test revealed: WBC White Blood Cells - 1
increase 16.2 109 /L- Normal Range (3.5 - 10109 /L),PLT
Platelet Cells - normal275 109/L- Normal Range (100 - 400
109/L), Glucose - hight 8 mmol/L- Normal Range (3.6 - 6.4
mmol/L), BUN Blood Urea Nitrogen - high 1 13.4mmol/L-
Normal Range (2.8 - 72 mmol/L), CRE Creatinine - normal
77umol/L- Normal Range (49 - 115umol/L), NaSodium
- normal 145mmol/L- Normal Range (136 - 145mmol/L),
K Potassium - normal 4.5mmol/L - Normal Range (3.5 -
5.1mmol/L), Ca Calcium - low | 2.06mmol/L- Normal Range
(210 - 2.55mmol/L), AST Aspartate Aminotransferase
- normal 20 U/L- Normal Range (5 - 34U/L), ALT Alanine
Aminotransferase - normal 33 U/L- Normal Range (6 -
55U/L), ALB Albumin - low | 21.7 g/L- Normal Range (34
-50g/L), CRP C Reactive Protein - high 1 431 mg/L- Normal
Range (0 - 10mg/L) , PT Prothrombin Time - normal 11.6
sec- Normal Range (10.3 - 13.0 sec), INR International
Normalized Ratio - normal 1 - Normal Range (< 1.1), aPTT
Activated Partial Thromboplastin Time - reduced | 21.5
sec - Normal Range (25 - 35 sec), D-Dimers - increase 1
2.19 mg/L - Normal Range (< 0.55mg/L), LDH Lactate
dehydrogenase- high 1 327 U/L - Normal Range (81 - 234
U/L), TBI Total Bilirubin - low | 4.3 umol/dL- Normal
Range (5 - 21 umol/dL)

Admitted to the ICU the patient was started off-label
antiviral therapy with lopinavir/ ritonavir and double
antibiotic therapy: third generation cephalosporin (
ceftriaxine) and macrolide (azirtomicin). Other drugs
administered during hospitalization were: subcutaneous
low molecular weight heparin, systemic corticosteroid
therapy (dexamethasone), paracetamol. During COVID-19
treatment mechanical ventilation was applied from day
one in ICU. She received liquid nasogastric tube feeding.

Mild erythema presented as red plaques localized on
large areas on the body, mostly genitocrural area, axillary
area and sub-mammary folds were noticed on the 7th day
of the ICU stay. After two days the rush became more
intense with maceration and fissuring. Small maculo-
papular rush disseminating on trunk and upper and
lower extremities followed. The majority of the lesions
were localized on the trunk and the hands and feet were
spared. The intensive skin rush was the reason the
dermatologists were consulted. ( figure 1)
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(figure 1)

Even though COVID19 disease is mostly new and
cutaneous manifestations do occur, we believe that
in this case, the reasons for the rush were prolonged
double antibiotic therapy, intensive corticosteroid
therapy, reduced immune system, prolonged high body
temperature, and also prolonged high glycemic blood
levels. No biopsy was obtained. We suggested intravenous
antimycotic therapy ( Fluconasole 200 ml) once a day, for
7 days. In the subsequent days gradual improvement of
the skin lesions started to appear. We could not document
the skin improvement because of the exitus letalis of the
patient form the COVID-19 complications.

DISCUSSION

Various cutaneous manifestations have been observed in
patients with COVID-19 infection. [6] . A rash associated
with COVID-19 can involve various body regions, most
commonly the trunk, but extremity involvement may also
occur [3].

Gottlieb M et all. [6 ] summarized multiple reports
of patients presenting with a maculopapular rash,
characterized by erythematous macules covered
with small papules, or with large plaques. They have
summarized that other dermatologic findings may include
urticaria, petechia, purpura, chilblains, livedo racemosa,
and distal ischemia [6)].

Sachdeva M, et all [7] reported that the most common
cutaneous manifestation of COVID-19 was found to be
maculopapular exanthem (morbilliform), presenting in
36.1%(26/72) patients. The other cutaneous manifestations
included: a papulovesicular rash (34.7%, 25/72), urticaria
(9.7%, 7/72), painful acral red purple papules (15.3%, 11/72)
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of patients, livedo reticularis lesions (2.8%, 2/72) and
petechiae (1.4%, 1/72). Majority of lesions were localized
on the trunk (66.7%, 50/72), however, 19.4% (14/72) of
patients experienced cutaneous manifestations in the
hands and feet.

While most of intertigoisbenign disease and the treatment
is rapidly effective it is important to be aware of the
dermatologic manifestations and complications during
COVID- 19 patients and properly treat complications of
the disease .
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PLACENTA PREVIA INCRETA: CASE REPORT 3A YCTIELIEH
MEHAIIMEHT 1 OTTIEPATUBEH TPETMAH HA YPTEHTHA
ObCTETPUYKA OIIEPAITHJA

['abpuena bymumnocka MBaHoBa!, Knementuna Kysecka?, Jopganuo MBaHoB?, Ppeseapra Ene3u’

1J3Y YuuBep3uTercka Knunuka 3a ['mHeKonoruja u akymepctBo- Ckorje
’KnuHudka oonHuna Armbagem CucriHa- CRomje
S[IpxaBeH YHuBep3uTeT- TeToBO

Medicus 2021, Vol. 26 (1): 92-95

ABCTPAKT

Placenta previa increta e peTka KOMIUIMKAalLIMja BO OpeMeHoCTa, Koja e acoliupaHa co ToJIeMO MHTPa U TIOCTIIapTaTHO
KpBapere 1 HajuecTo I10 TOpojlyBame 3aBpIIyBa CO OTCTpaHyBame Ha MaTKara- XUCTepeKToMuja. Kako 1miro pacre
OpojoT Ha 1ApCKU Pe30BU, TaKa ce 3rojleMyBa M MHIMAEHIIaTa Ha OBaa COCToj0a, KOja Mrpa 3HauajHa yjora BO
MajuyrMHNOT 1 HEOHATaTHUIOT MOPTAJIUATET.

OBa e KMMHMYKA ITpe3eHTalja Ha pelloK ciydaj Ha pu3nuHa OpeMeHocT, co Placenta previa increta Kaj 33 roguiiHa
TPYIHUIIA, CO JIOIIO aKyIlepcKo MUHATO (rpaBuza 3, mapa 1). [TaiinenTkara e mpriMeHa Kako UTeH CJTyuaj 3a 3aBpIyBambe
Ha ToposlyBameTo Bo 33,1 r.H. off GpeMeHOCTa CO MOPOJWIHA KOHTPAKIMKU, MPETXOJIHO KOHTPOJIMpaHa BO Apyra
bonmHuIa. YITPa3BYKOT TIOKayKa ieka ce paboT 3a ToTaiHa IJlalleHTa [MpeBua Koja ro MHBaJiMpallie 3u/IoT Ha MaTKaTa
1 LIePBUKCOT, LITO ce MpuKaka co Doppler ynrpasByk. Coctojba Ha ry1of1oT Hellle yperiHa BO Kap/iMuHa rpe3eHTaliyja.
Beriie 1o6MeH MOATOK eKa /iBa JIeHa MPeTX0/IHO, OMJI0 CITPOBEIeHO 3peethe 3a MaTypaliyja Ha TuiofioT co DrocTepoH
BO MiBe no3u. [latineHTKaTa Oellle UTHO TTPMMeHa, U ITpeorepaTUBHO Ce HalTpaBUja UTHU KIIMHUUKY U JTaOOPaTOPUCKU
ncnenyBama. Ce BKJIyUM TOKOMM3a co ATocrbaH, HO KOHTpaKIMNUTe He ITpecTaHaa M ce OJiTydu MOPO/yBabeTo /a ce
3aBpIIM CO UTeH 1apcKu pe3. [lo mobuBame Ha 1abOpaTOPUCKUTE aHANM3U U 06e3beflyBare HA KPBHU JlepUBaTH,
nalyenTKaTa ce BHece BO OrlepaliloHa cajia U BO OIITa aHecTe3uja ce OTBOpU abpomeH, co nHbpayMOuInKaneH
pe3 U MopoJlyBamkeTO Ce U3BPIIM CO KOPIOpasieH pe3 Ha MaTKarta. bellle MOpofieHo 37IpaBo *KEHCKO HOBOPOJIEHO CO
teskuHa 2060 rp., gobueHo Bo mobpa koHauLuja co AIITAP ckop 6/7. [Topagy oOMIHO M KOHTUHYUPAHO KpBapeme,
Koe foaraiie ofl MOJTHUOT CEeTMeHT Ha MaTKaTa Kafle Oellle BpacHATa IMOCTENIKATa, a KOoe TO 3arposyBallle yKUBOTOT
Ha MajKaTa ce OJyIyud [la Cce HalpaBW TOTasiHa XHUCTETPeKTOMUja U [a Cce OTCTpaHW MaTKarta. VcraTa ce HarpaBu
CO TOTaJIHO OTCTPaHyBale Ha MaTKkaTa, 6e3 afiHeKCceKToMUja, TIopajid BO3pacTa Ha MalueHTKara. MiHTpaorepaTnBHO
nanyenTKaTa MpuMU 4 eJIUHUIM TeKaHTUPaHU epUTPOLIUTY U 4 171a3Mu. [1ocTorepaTuBHUOT TeK Ha POfUIIKaTa belie
cTabusieH, co CYTICTUTYIIUjA CO KPBHU JIEPUBATH, IBOjHA aHTMOMOTCKA Teparuja, TpoMOOITpoduIaKTUUHa Teparuja u
ja HanyIITy OOJIHMLIATA [I0C/Ie 5 IeHa Ofl IIOPOAYBAETO U OleplirjaTa, 6e3 [NONOIHUTETHN KOMIUIMKALMKU. Pe3yiraTror
OJ1 XMCTO-TIATOJIONIKATA aHA/IM3a Ha U3BaJIeHUOT Tperapar, rmokaxa jieka ce pabotu 3a Placenta previa increta, co
MpoOMB HA XOPUOHCKUTE PECUUKU U TPOoOOIACTOT HU3 LIEJIMOT 3U]] Ha JIOJTHUOT CerMeHT Ha MaTKaTa U LIePBUKCOT J10
napameTpata. Hajuecto BakBUTe cJlydar BO CBETOT 3aBPIIyBaaT Co OIePaTUBHO OTCTPaHyBame Ha MaTKaTa M CMPTHOCTA
3a MajKkaTa 1 HOBOPOJIEHOTO MOyKe fia Ouie ronema. BakBuTte ciydau Tpeba BHUMATESTHO Jla Ce MeHalimpaar 1 Kora Ke
ce OTKpUjaT BO TeK Ha OpeMeHOCTa, 1la OUIIAT TIOCTOjAHO TI0]T JIEKAPCKU HAJI30p WK XOCTIUTAJIM3al1ja U CO HABPeMEHO
3aBPIIYBaKe Ha TOPOJIyBaheTo, 3a CBelyBakhe Ha MUHUMYM Ha KOMIUIMKALIUUTE 110 MajKaTa U HOBOPOIEHOTO.

Bomeuku 36opoBu: Placenta previa increta, 1apcku pe3, XUCTEPEKTOMUjA, PU3UYHA OPEeMeHOCT, KpBaperbe,
HOBOPOJIEHO
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CuTe cocTOj0M Ha MATONOIIKA IUIAIIEHTAIMja Kako
Placenta previa u Placenta ( accreta, increta, percreta)
BO TEKOT Ha OpeMeHOCTa ce CO MHOTY rojieM PU3MK 3a
MajKkaTa M TUIOfIOT, MPOC/eIeHH CO OOWIHM KpBapema
BO TEKOT Ha OpeMeHocTta u mnopopyBameTo [1]. Tue ce
pe3yITaT Ha MaToNolKa a0HOpMajHa WHBasWja Ha
TpoobmacToT, Kora fea off MOCTeNKATa WM IiefiaTa
TIOCTe/TKa MOKe J1a BpacHe BO 3M/IOT Ha MaTKaTa, 11a U BO
oKonHUTe cTPYKTYpH. Kaj Placenta accreta xopuoHckuTe
PecMuKHd MHBajipaaT Bo MuomeTpuyMmoT. Kaj Placenta
increta- XOpHOHCKHUTE PeCHUKM BpPacHyBaaT [JIa00KO BO
muoMerpuyMoT. Kaj Placenta percreta- XopuoHCKUTe
PeCHUKH T0 MpPoOMBAaT MMOMETPUYMOT M MOKe Ja
BpacHaT U BO OKOJHMUTE OPTaHH W CTPYKTYpPU OKONY
MaTKara [1]. MHI[ueHIiaTa Ha OBHe COCTOjOM Ce 3ro/ieMyBa
TIOCTIeHUTE TOJMHY, TIOpajj 3rojieMeH Opoj Ha L@ApCKu
PEe30BU U BpacHyBabe Ha TOCTeIKAaTa Ha MPeTXOfIeH pe3
WM Ny3Ha Ha markata. Ce AujarHoCTMIMpaaT BO TeK
Ha OpeMeHocTa €O YITpa3Byk, Doppler ynTpa3sByk u co
MRI [2] [3]. ITpornpaTenu ce co 00MIHK KpBapema BO TeK
Ha OpeMeHOCTa W TOPOJYBAETO M CO TOJIEM PU3MK 3a
37IpaBjeTo U MpeKUBYBabeTO Ha MajKaTa M HOBOPOJIEHOTO
[4]. Tlopagu 0OMITHKMTE KpBapeka MOXKe Jja pe3y/lTHpaaT
M CO WHTPaBacCKylIapHU KOAryaomaTHH, eeKTPONUTeH
nu3balaHC M aKyTHa OyOpekHa WHCy(hUIMeHIHja.
KpBo3ary0ara Kaj oBMe c/Tydau e rojieMa 1 ce JBKH O]
3000-5000 m1. ¥ MOpa aKTMBHO Jia ce CYOCTUTYMpAT 3a
BpeMe Ha MHTepBeHIWjaTa U ToToa [5]. CMPTHOCTA Kaj
OBHeE COCTOjOU € MCTO TaKa rojieMa BO CBETCKM PaMKH U BO
HeKOMU [IeJIOBY Ha CBETOT HafiMiHYBa U 507%.

CASE REPORT

33 ropuiIHa naryeHTKa (rpaBupa 3, mapa 1), co mopouiHu
KOHTPAKIUU 1 0e3 HaIBOPELIHO KPBapeme, Co U3pa3eHa
aHeMuja Oemie mpuMeHa Bo OonmHuMLaTa ApubameM-
CucTuHa, Bo 33,1T.H. oy OpeMeHocTa co ijarHo3a Placenta
previa totalis. Bo aHamHe3aTa Oeie [00MeH IOIAaTOK
TieKa TalieHTKaTa IeT TOJUHI MPeTXOJHO UMaa eJHa
BOHMaTepiuyHa OpeMeHOCT, omepHupaHa JIamapoCKOINCKH.
Wcrata rogwHa MOTOa IIOpafM To/eM IiepBHKaleH
MMOM Kaj MaleHTKaTa, CO oOIlepalyja e OTcpaHeT
HajrosieM Jie/l Off TPJIOTO Ha MaTKara- TpaxeJleKToMuja
(lepBUKCEKTOMMja), IIPH IITO BO UCTHOT aKT € MOCTaBeH
U MHTpa- abJjOMMHA/IeH LIePKIak, Kako MpeBeHIMja 3a
HIOHATaMOLIHO MJHO 3a0peMeHyBaibe 1 IopoyiyBaibe. [IBe
rofiuHy 1ofonHa Bo 2017 r. maiueHTKaTa 3a0peMeHyBa U
THI0paJii MPTOB IIVIOJ BO 34 T.H. 071 OpeMeHOCTa U IIPETXOHO

Case report I

peaM3KMpaH UHTPA- A0OMUHAJIEH TIEPKITaK, e TIOPojieHa
co 1apcku pes. [lanueHTKata efjHa roJuHa MoyioliHa BO
2018 roguHa, MMaa VIITe eJjHa HeycIellHa OpeMeHOCT
Koja 3aBpIIiIa co abopTyc Bo 8 T.H. o 6pemeHocTa. Hema
KuBo fiete. Ha mpernief co yaTpa3sByK Ha MPUEMOT, ce
TeTeKTHpa BUjabUIIeH TUIOf, BO Kap/iMJHa Mpe3eHTalluja,
KOj ofiroBapalie IO pacToT 3a 33 TI.H., CO JIOBOJHO
oKonyriofoBa Bofia. Co TpaHcaboMiHaIeH U BarkHasieH
VATpa3BYK ce IeTeKTUPa MOCTeNIKa JolipaHa KOMIUIETHO
HICKO, BO JIOJIeH CeTMeHT Ha yTepyc mpu 1to co Doppler
VITPa3BYK ce BU3YeNM3Mpa BacKylapu3alyja 1 MPoOKB
Ha TpoobmacToT Bo 3uOT Ha MaTKaTa. [lareHTKaTa
Jafle TIOZIATOK JleKa 7IBa JieHa MPeTXO/[HO € 3aBplleHa
(eranHa marypaiuja co dmocTepoH Bo ABe 703U 1o 14
mr. BemHam ce HampaBu XocmuTanaM3aligja, ce 3eMaa
71ab0paTOPUCKN aHATM3U U ce BKIYUM ATOCHOAH Kako
TOKOJIUTHK, MeI'yToa KOHTpaKIUuTe He mnpecraHaa. [lo
ToOMBaBeTO Ha TA0OPATOPUCKUTE aHAJM3K KOM MOKaKaa
aHemuja co Hb- 86 g/l m Hematocrit 25 % , Trombociti 105-
109/ 1, ypoananmusa 6e3 mpuCycTBO Ha KPB BO YpUHATa,
ypefiHa XeMocTa3sa, ce obe30efija KPBHU JIepUBATH U Ce
OJIJTyuH JieKa Mopo[yBamkeTo MOpa BeJ[Halll fla ce 3aBpIIn
CO L[apCKH pes3.

MHTpaonepaTiBeH MpUKa3
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[Topagu MOKHM KOMIUIMKAMM Oea IIOBMKAaHU U
abJlOMMHAIeH XUPYPr M YpPOJIOr, Jia IPUCYCTBYBAaaT Ha
oneparjara.[loBHecyBame BooeparoHacasa, Bo OIIITa
aHecTe3Mja ce OTBOPU aOoMeH €O MH(payMOUITMKaIeH
pe3 U TopoJTyBameTo ce U3BPIIM MpeKy KopropajieH pes3
Ha MaTKaTa. bellie mopofieHo 3/IpaBo JKeHCKO HOBOPOZEHO
co texkuna 2060 rp., obueHO BO o0pa KOHAUIHMja CO
AIITAP ckop 6/7. Tlo mopojyBameTo Ha IJIOAOT Ce jaBu
00MTHO ¥ KOHTHMHYMPAHO KpBapeme, Koe joaraiie off
JOMHUOT CerMeHT Ha MaTKara Kaje Oelle BpacHaTa
TOCTeNIKATa, a Koe T'o 3arpo3yBallie >KUBOTOT Ha MajKaTa
U Cce O[UIYYM Jla Ce HalpaBW TOTaJHA XHCTEeTPEKTOMH]ja
U Jla ce oTcTpaHnd MaTKaTta. Ce MOCTaBHja XeMOCTATCKU
I1aBOBM Ha KOPIOPAJHMOT pe3 Ha MaTKaTa ¥ ce Tpejmie
Ha HEj3MHO OTCTpaHyBame CO TOTalHA aOJOMHHATIHA
XHCTEPEKTOMH]a, Oe3 aJlHeKCeKTOMH]a, opau Bo3pacTa
Ha natyeHTKarta. Bo TekoT Ha onepariujaTa MMalle CpeiHo
00MTHO KpBapehe M MOpajiv MPETXOJHO U3pa3eHa aHeMHja
Kaj TNalyeHTKaTa, MHTPaoNepaTHBHO Oea OpAMHUPAHU
4 enuHUIIM TeKAaHTUPAHU ePUTPOLIUTH U 4 TITa3Mu, a 1Mo
OTCTpaHyBae Ha IIperaparoT, MPoBepKa U KOpeKi[hja
Ha XeMoCTa3ara, Ce IIOCTaBM aOJOMHHAeH JIpeH.
[TocTonepaTUBHUOT TeK Ha IOpPOJieHaTa Oellle CTaOMIEH,
CO CYICTUTYIMja CO VIITe elHa eIWHUIA JleKaHTHPaH!
epPUTPOLIUTH, [IBOjHAa aHTUOMOTCKA Tepaluja, aHa/lreTcKa
Tepanuja, TPoMOOMpo(WIaKTUUHA Tepamuja M MHOTY
MaJia ipeHaska Ha abJjoMUHasIeH ApeH off caMo 50 MJL., Koj
Oemle M3BajieH JIBa JieHa 1Mo onepainujata. Majkara Oemre
(M3MUKK aKTHBMpPaHa Ofi BTOPUOT JieH II0 oIepalujara,
CO YpeHM BUTAJIHU MTapaMeTpH U ja HaNyLITH OOJTHUIIATa
3aelHO €O 0ebeTo Tocie 5 JeHa off IOPOJYBAHETO
U omepainyjaTa, Bo paobpa ommTa cocTojoa u 0e3
TOTOJIHUTENTHA KOMIUIMKaIuu. Ha mpBata KoHTponma u
efleH Mecel] [0 TIOPOyBameTo, MajkaTa ¥ HOBOPOJEHOTO
0ea BO OJ/IMUHA 3[paBCTBEHa COCTOjOa. PesymraToT of
XMCTOTATOJONIKATA aHa/lM3a Ha W3BaJleHUOT Iperapar,
HOKa)ka JieKa ce paboru 3a Placenta previa increta co
NpoOMB Ha XOPHOHCKUTE PECHYKM U TpodobmacToT
HU3 LIeJIMOT 3MJ Ha JOJIHMOT CerMeHT Ha MaTKaTa W
Pe3uIyasHUOT JIell Off IIePBUKCOT JI0 apaMeTpa.

JTUCKYCHJA

lHumaeniata Ha abHopManHaTa IUIALIEHTal[ja U
MHBa3Mja Ha IUIalleHTaTa BO 3U0T Ha MaTkara Placenta
previa (accreta, increta, percreta) ¥ CO OKOJHHUTE
CTPYKTYpH U opraHu, ce jaByBa Bo 2-9 ciyyau Ha 1000
nopopyBama [1] [6]. OBaa uHIHUAeHI[a ce 3roiemyBa
THOC/IeTHATE TOJAMHU BO JIMTEpaTypaTa, MOpaju ce
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TorojieMoT Opoj Ha 3aBpIIyBamka Ha MOPOJYBambAaTa CO
nperxofieH 1apcku pe3 [7]. OcraHaTé pu3MK (hakTopw
3a HEj3UHO jaByBame Ce TMPEeTXOJHH WHTePBEeHLUH
Ha MarKaTa ¥ eHJIOMeTPUYyMOT, MandopMmalud Ha
MaTKaTa W MyITunmaputeT. WHIMeHIIaTa HajMHOTY ce
3roJieMyBa Kaj MPEeTXO[HU TIOPOlyBama CO IIapCKU pe3
[6]. AHTeHaTa/HAaTa M TperapTajHa JWjar€o3a Ha OBUe
COCTOjOM e TIpecyfiHa 3a MeHa[IMEeHTOT ¥ TIOPOJTYBAETO
Ha OBUe MajKi ¥ HOBOPOJIEHU U BJIMjae Ha 3rojieMyBarbe
Ha CMPTHOCTa Off OBHMe coCTojoM. YnTpa3sykoT, Doppler
ynrpasBykoT U MRI, Moke fa OmpgaT MCKOPUCTEHH BO
npenaprajHaTa [MjarHo3a Kaj oBuHe OpemeHocTH [2]
[3]. CuTe 3aBpIIyBaaT cO TIOPOJYBambe CO IAPCKH pe3 U
HajuecTo BO UCTHOT aKT M CO OTCTPaHyBae Ha MATKaTa,
nopagu obunHute KpBapema [4] [5]. Bo Hekou ciyuan
JOKOTIKY IO TOpOJyBalme Ha IUIOJIOT, HeMa OOMITHO
KpBapeme off MECTOTO Ha MHCepIijaTa Ha TOCTeNKaTa,
MO’Ke Jla ce OCTaBM IOCTeJIKaTa U II0Toa Jia ce TpeThpa
Hajuecto co Methotrexate [6] [7]. Bo Hammor cnyuaj,
KomOuHaljaTa Ha Placenta previa increta, mperxogeH
IIapCKH pe3 M orepaiyja co CYOTOTAHO OTCTpaHyBarbe
Ha IPJI0TO Ha MaTKaTa M IUIacHpaH MHTPa- adJOMMHaJIeH
1IepKIasK, MPOCTIeIeHo Co 0OMTHO KPBapee 3a BpeMe Ha
TIOPOTYBAaIbeTO M OTepaliyjaTa, 3aBpIId CO KOMIUIETHO
OTCTpaHyBame Ha MaTKaTa. Ce 00U 37]paBO HOBOPOJIEHO
M JKMBa Majka 0e3 JIOTOHUTETHA KOMIUTUKAL[MK 10
HUBHOTO 3]IpaBje.

3AK/IYYOK

Kaj moTeHImjalHO JKMBOTO3arpo3yBauku COCTOjOM 3a
MajkaTa M HOBOPOJEHOTO 3a BpeMe Ha OpeMeHOCTa,
Kako 1o e Placenta previa increta, paHaTa [ujar€osa
Ha cocTojoaTa, MeHA[IMEHTOT Ha OpeMeHOCTa U
TePMUHUPAIETO Ha 3aBpIIyBame Ha OpeMeHOCTa ce off
MCK/IYUUTENTHO 3Hauerme. OOWIHOCTA Ha KPBAPEHETO
BO TeK Ha MOPOJYBakETO CO IIapCKU pe3 Kaj OBMe
TMIOpoflyBarba, MHTPA-ONIepaTUBHO ja OfipefyBa OfjTyKaTa
JJIM Ke ce HallpaBU U XMCTePEKTOMMUja WU Ke Ce OCTaBU
TOCTeIKAaTa U MaTKaTa, JOKOJIKY HeMa KpBapete 1 1oToa
Ke ce TpeTupa co Methotrexate.
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THORACOLUMBAR FRACTURES IN PATIENTS WITH ANKYLOSING
SPONDYLITIS (BECHTEREV DISEASE). PRESENTATION OF TREATMENT
RISK AND COMPLEXITY THROUGH A COMPLICATION.
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Medicus 2021, Vol. 26 (1): 96-101
ABSTRACT

Introduction: Ankylosing spondylitis (AS) as a chronic inflammatory disease primarily affects the
spine and paraspinal soft tissue. Patients suffering from this disease tend to have spinal fractures
and injuries due to limited mobility enhanced further by serious cases of osteoporosis. This paper
aims to report the clinical effect and problems of early operative treatment via posterior spinal
fixation and the occurrence of a complication in a patient with L1 fracture and ankylosing spondylitis.
Case presentation: Patient with 3-year-long history of ankylosing spondylitis sustained L1 spine fracture due
to trauma with an impact directly on the back. The patient had back pain and paraplegia. After preoperative
preparation, the patient underwent the first surgical treatment with short-segment posterior spinal fixation.
Postoperatively neurologic status improved. 2 months postoperatively there was hardware failure without
neurologic compromise. Second surgery with posterior long segment spinal fixation and cement augmentation
was performed, which lead to fracture healing.

Conclusion: Spine fracture treatment in patients with ankylosing spondylitis represents a challenge because of the
altered biomechanical characteristics of the ,bamboo spine“, which behaves like a long bone. In this type of injury,
long-segment fixation is necessary to obtain construct stability and fracture healing.

Keywords: Ankylosing spondylitis, Posterior spinal fixation, Postoperative complications.

of the spine.l End stages include the “bamboo spine

phenomenon” where bone structures and ligament
INTRODUCTION calcifications fuse the vertebral bodies. This remodeled
spine is osteopenic, less active, and less elastic. Neck
or back pain, loss of flexibility, and inability to walk
upright without a horizontal line of vision make these
patients susceptible to falls and trauma. AS patients
have more than 10-fold increased risk for spinal fracture
and increased incidence of associated neurologic deficit
compared to the healthy population.2

Ankylosing spondylitis (AS) also known as Morbus
Bechterew is one of the most common seronegative (HLA-
27 associated) spondyloarthritis subtypes. It's a chronic
inflammatory disease that primarily affects the spine
and paraspinal soft tissue. This chronic inflammation
leads to pathological remodeling and new bone formation
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AS patients have an increased risk for pulmonary and
cardiac complications, which lead to greater perioperative
morbidity and mortality, compared to the healthy
population.3,4 However, studies show that conservative
treatment including bed rest, bracing, or traction
is associated with pseudoarthrosis and neurologic
complications development in these patients.5,6
Unfavorable outcome of conservative treatment along
with advances in surgical techniques cause a shift
towards surgical treatment for thoracolumbar spinal
fractures in patients with AS.3

CASE PRESENTATION

We present a case of L1 fracture in a 62-year-old man
with AS.

The patient was involved in a motorcycle accident, in
which he crashed with low velocity in a static object.
He was admitted with paraparesis and back pain. Anal
sphincter tone was preserved. American Spinal Injury
Association (ASIA) impairment score (AIS) was grade C.7
He had no other injuries. X-rays and CT scans showed
hyperextension injury of L1.

The patient was diagnosed with AS (HLA-B27 positive)
3 years before the injury. 2 years before AS diagnosis
he sustained C7 vertebral fracture without neurologic
deficit, which was treated conservatively and healed
uneventfully. Other significant comorbidities include
arterial hypertension, benign prostatic hyperplasia, and
metabolic syndrome.

The patient was treated with posterior pedicle screw
fixation surgery. The patient was placed in a prone
position with careful padding. Th12-L1-L2 fixation with
polyaxial screws and rod was performed. Due to fracture
configuration, the fractured vertebra was fixed as well.
(Figure 1)

Figure 1.

Postoperatively neurologic deficit withdrew. The patient
was able to weight bear and had sphincter control (AIS
grade D), but due to fracture instability was fitted with
a brace and instructed to stay in bed, which he closely
followed.

Figure 2.

Two months post initial surgery, the patient started
having intense back pain without any deterioration
of neurologic deficit. Control X-rays and CT showed

Case report

pedicle screws loosening and pull-out. There was marked
lucency zone corresponding to circumferential osteolysis
surrounding the screws in the Th12 and to smaller
extent 12 vertebral bodies on transverce CT slices.
Also, comparison of X-rays and CT in different positions
(standing vs. supine) demonstrates implant mobility.
(Figure 2) Revision surgery was performed, in which
fixation of Th10-L3 spine with cement augmentation
was used. Pedicle screws in the fractured vertebra had
no cement augmentation. Straight rods without attempts
for deformity correction were applied. (Figure 3)

Figure 3.

The patient stayed in bed for 3 weeks and was verticalized
with a brace and crutches. 6 months postoperatively
patient is able to weight bear without crutches. He
uses a cane for security and support. He has residual
hip adductor muscle weakness and no other neurologic
deficit. He has not returned to pre-injury level of activity.

DISCUSSION

The incidence of thoracolumbar fractures in patients
with AS is unclear. Between 30% and 50% incidence can
be found in the literature. 8,9 Most frequent mechanism
is low energy trauma, such as fall from sitting/standing
position and some patients do not recollect any trauma
at all. Fractures can be located through the vertebral
body or the intervertebral disc, due to its calcification
and ossification. Most acute spinal fractures in the AS
population occur in the cervical spine (81.2%). 4,8 We
believe the C7 fracture in this patient was also related to
the ankylosed spine, although at that time diagnosis of AS
was not made yet.

The neurologic deficit is frequent in patients with AS. A
meta-analysis by Westerveld et al. including studies with
345 AS patients with spinal fractures showed a 67.2%
incidence of a neurologic deficit on admission. Secondary
deterioration of neurological status was observed in 48
patients (13.9%). In the majority of cases, the definitive
treatment did not influence the outcome of neurological
status, but operatively treated patients had fewer
complications and more frequent neurologic recovery.4
Patients with traumatic fractures of the ankylosed spine
are susceptible to secondary spinal cord injury (SCI) due
to highly unstable fracture configurations between the
fused segments. A study by Teunissen et al. that included
patients with ankylosing spine disorders that sustained
traumatic spine injuries showed a 34.1% incidence of SCI.
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Of the patients with SCI, 11 (19.3%) had delayed SCI and
6 patients (10.5%) had SCI as a direct result of surgical
intervention for their fracture when unstable fractures
displaced during positioning of the patient. Patients with
SCI had a significantly higher rate of complications and
had a lower probability of survival. 10

Careful patient positioning with proper preoperative
fracture reduction is the first step of surgery for
thoracolumbar fractures in patients with AS. Posterior
spinal fixation is a treatment of choice for thoracolumbar
fractures in patients with AS.3,6,11 Surgical
decompression can also be performed via posterior
approach when needed. Isolated anterior approach is
not preferred in these patients, due to lesser stability
of anterior constructs in kyphotic osteopenic spine. A
combined antero-posterior approach is needed when
large anterior gaps in hyperextension injuries cause risk
for pseudoarthrosis and implant failure. In such cases,
expandable cage systems and stable anterior plating are
recommended. 6

In posterior spinal fixation, implant loosening with a
need for revision is a major issue occurring in up to
15% of patients.12 Therefore, long constructs extending
3 levels above and below the fracture are preferred
by several authors. 8,13 Long stabilizing systems are
usually combined with postoperative bracing to reinforce
stabilization. In a study by Tezeren and Kuru, the final
outcome regarding local kyphosis, sagittal index, and
anterior body compression is better in the long segment
instrumentation group than in the short segment
instrumentation group.14 Serin et al. showed that four
levels posterior fixation is superior to two levels posterior
fixation and a four levels fixation plus offset hook is the
most stable.15 The Spine Section of the German Society
for Orthopaedics and Trauma recommends that a
minimum of two levels above or below the fracture are
fixed. If osteopenia or osteoporosis is present, the load
should be distributed to more screws and/or combined
with cement augmentation. 6

Biomechanically, monoaxial pedicle screw systems
are preferred for achieving greater construct stability.
6computed tomography (CT Stiff rods are used for the
same reason. However, Lindtner et al. propose a reduction
of rigidity of instrumentation to decrease the strain at
the bone-metal interface and to allow for postoperative
fracture reduction with early postoperative mobilization
with a similar mechanism as dynamic constructs in long
bone fixation. They propose increasing the working
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distance of the rods by leaving at least one vertebral
body adjacent to the fracture site without pedicle screws
for the same reasons. In their study comparing open
treatment with a rigid construct and percutaneous
treatment with a less rigid construct, they had a higher
rate of complications, including implant loosening in the
rigid construct group.

Patients with AS treated surgically for a thoracolumbar
fracture have significantly increased rates of surgical site
infection, transfusion, respiratory failure, pneumonia,
and acute renal failure postoperatively compared with
patients without AS.18 They are also at increased risk
for aortic dissection or pseudoaneurysm.19 Considering
the large number of postoperative complications and
comorbidities in AS patients, there is a tendency for an
increased number of minimally invasive procedures. Many
studies show that percutaneous techniques have lower
rates of blood loss, lower surgical site infection rates,
shorter hospital stay while achieving good stabilization
with comparable union rates to open fixation and high
patient satisfaction.

In our case, we achieved a marked improvement in
neurologic status after the first intervention. However,
fixation of a single level above and below the injured
vertebra for this fracture pattern in this patient proved to
be insufficient. Hardware failure occurred despite limited
loading of the spine and construct. A second intervention
with long-segment fixation and cement augmentation was
necessary to achieve stability of the construct. Pedicles of
the fractured vertebra were intact and this allowed for
intermediate screw fixation, but the cement was not used
in order not to interfere with fracture healing. We did not
consider an anterior approach necessary for closing the
fracture gap, because this was not the primary reason for
construct failure.

CONCLUSION

Thoracolumbar fractures in patients with AS are more
frequently associated with SCI compared to identical
fracture patterns in the healthy population and are
associated with greater morbidity and mortality. Their
treatment represents a challenge because of the altered
biomechanical characteristics of the ,bamboo spine“
which behaves like a long bone. In this type of injury,
long-segment fixation is necessary to obtain construct
stability and fracture healing, even if it requires longer
operating time and greater blood loss.
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FIGURES

Figure 1. Postoperative X-ray of thoracolumbar spine.

Figure 2. Imaging studies 2 months post initial surgery demonstrating loosening of implants. A. X-ray of thoracolumbar
spine. B. CT slice through Th12. C. Sagittal reconstruction of CT showing pattern of injury.
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Figure 3. X-ray of thoracolumbar spine demonstrating long-segment fixation from Thll to L4 with cement
augmentation.

101 | Medical Journal - MEDICUS

AN



Case report

KABEPHO3EH AHTTIOM BO CE/JIAPHA PETTIJA

bomkoBcku C.; TomeBcka M; Makcumocka C.

Medicus 2021, Vol. 26 (1): 102-105

AIICTPAKT

Backynapuure mandopmanyy Bo cejlapHaTta perwja ce MHOTY peTku. HuBHaTa nokanusanuja u “mass” eheKkToT
IITO TO TIPeAU3BUKYBAAT HA OKOJIHUTE TKUBA YEeCTO TATU WMUTUPA MakpoajieHoM Ha xuriocdwusa. [IpercraByBame
CJlydaj Ha MHTPA U cyrpacesiapeH KaBepHO3eH aHTMOM KOj PajiuoJIoNIKK OZ[roBapa Ha MaKpoaZeHOM Ha Xurodusa,
a KJIMHUYKK Ce TIpe3eHTHpa CO IPOMEeHM BO BUIHOTO TIOJe M CEeKyHJlapHa aMeHopeja Kako Iocjefuia Ha
xurepriponaktuHemuja. HampaBenara MPU Ha xurodu3sa Bo MPUIOT Ha €KCLIEHTPUUHO JIOLMPAaH MaKpoaJleHOM CO
CWJIHA TIpoTiaraiiyja Bo JIeCHO, CO MHBOJIBUPAe Ha JIECHUOT CUHYC KaBEPHO3YC, KOj Ce IIMPU U MapacesapHo JIeCHO a
11e/I0CHO ja UCTIONHYBA U CyTTpacesiapHara IjuctepHa. [laieHTkara oriepaTMBHO TpeTUpaHa BO JiIBa HABPATH , BO TEK
Ha TIPBUOT 3adaT e CIIpoBefieHa AeKOMITPecHja Ha JIECHUOT OITUUKU HEPB CO (DPOHTAJIHO - JlaTepasiHa KpaHUOTOMUja
6e3 eklM3uja Ha Jle3ujara 3apajiu OOWIHO KpBapewe. Bo MmocTonepaTMBHUOT Mepuoy HarpaBeHa U JIOTIOIUTeHa
IIMjarHOCTHKA CO KOja ce UCKJIYUU MOCTOEHe Ha aHeBpU3Ma M Ce HAIllpaBU COOABETHA MOATOTOBKA 3a /la Ce CIIpeuun
0OMJTHO KpBapee Mpy pecekiivdja Ha TYMOPOT. Bo Tek Ha BTopata orepaliyja rmocje 3 Mecely ce HarpaBu 1ieJiocHa
peceKija Ha TYMOPOT CO HeBpOHaBUralija 1 oAroToBKa Ha JlecHaTa KapoTUaHa apTepuja BO [JeCHUOT LiepBUKajIeH
Tier.

KHYQHI/I 360pOBI/IZ KaBepHO3€H aHI'MOM, MaKpOaJleHOM, XI/IHOCbI/IBEl, MalrHeTHa pe30HaHIla.

BOBE]]

WHTpacenapuute KaBepHO3HM aHTHMOMU Ce€  PETKU
BAaCKY/IapHU JIe34H , U 3apajii TOA Ce HajuecTo MOrpeIrHo
IMjarHOCTUI[MPAHU U TPeTUPAHU KaKo MAaKpoaJieHOMU Ha
xurnogusa. KapepHo3nute aHruomu ordakaar 5 o 13 %
oJl CHTe BacKy/lapHU MajihopMmalliy, U ce jaByBaaT Kaj 0,
5 mo 1 % op HaceneHueto. Bo HammoT ciyuaj ce paboTH
3a MAalMeHT KOj MPBUYHO MPeJIoNepaTUBHO PajMoIONIKK
U KIMHUYKA Oellle eBajiyMpaH KAKO MaKpOajleHOM Ha
xunogu3a , HO PETPOCTIEKTHBHO M TMOCTOIMEPATHBHO
TI00MBMe TTATOXUCTO/OIIKI HA0]] BO IPUJIOT Ha KaBepHO3eH
aHTHOM.
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ITPE3EHTALIMJA HA CIIYYAJ

[NarenTka Ha 41 rofHa KOHCY/ITHpA 3apajiyi I7IaBo00/IKa
BO TPETHUOT JieceH Jie/l Ha YeJIoTo Koja aTupa off mpej 7
TOJIVHY, ITpaTeHa co 00JTKa BO IECHOTO OKO CO 3aMaTyBarbe
Ha BUJIOT Mecel] JIeHa ITpefi IperyiefioT . Majka Ha JiBe Jielia,
CIIOHTAHO 3a0peMeHHIIa 1 ce TIOPOJIMIA TI0 TIPUPOJIEH MaT.
3a mpB TaT U3MepeHH BUCOKYU BPeJHOCTU Ha MPOTAaKTHH
Bo 2018 rommna (600-800 mU/mL) u opauHMpaHa
tepamuja co Thl.Cabergoline a 0.5 mg > HefenHo Kora
ce Hamamun Jo 400 mU/m/L. Tlopagu cekyHmapHa
aMeHopea, CO XOPMOHCKa Tepamnuja IIpeU3BUKaHO
MEHCTpPYaJIHO KpBapewe M HalpaBeHh XOPMOHCKH
ncnenyBama: Prolactin 8.72 ng/ml (1100 mU/ml), TSH 1.68
mU/ml, fT4 14.1 Pmol/l, FPG 4.9 mmol/l, Cortisol 530.0
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nmol/L, ACTH 16.82 Pg/ml, FSH 4.17 mU/mL, LH 0.900
mU/ml, STH <0.05 ng/mL, IGF-1 71.0 ng/mL, Na 141
mmol/l, K 44 mmol/l, Ca 2.4 mmol/l, jCa 1.20 mmol/l,
Cloridi 108 mmol/l, cmenuduyna TexkuHa Ha ypuna 1.030.
Ha nanpaBenara MPU Ha xunocusa Ha 18.12.19 roguna ce
T7IeJia eKCIIeHTPUYHO JIOIMPAaH MaKpoajleHoM HaXurogusa
CO CWIHA Tporaraiyja Bo JIeCHO , CO WHBOJIBUpae Ha
JeCHUOT CMHYC KaBepHO3YC, KOj Ce IIMPY U MapacenapHo
JleCHO ¥ 1IeJIOCHO ja WCIOHYBAa M CylpacejiapHaTa
IIUCTEpPHA Of JlecHaTa CTpaHa M ja KOMITPOMUTHpA U
JUCIoNMpa XWjasMaTa KOH KpaHWjaJHO CO JMMeH3UU
5x3.5 cM. Ha mocTKoHTpacHaTa cepuja ce r7efia IpUIMYHO
00eMHO HO HEXOMOTEHO CHTHAJIHO 3ro/ieMyBame, a Ha
HanpaBeHata MPU aprepuorpaduja TOF ce rnema feka
3aBPUIHUOT CETMEHT Ha JlecHara a.carotis e uWcCTerHar
U TIOTUCHAT KOH JlaTepaHO a JiBeTe KapoTHAu ce
ofifiasiedeHu eqHa off apyra. Ilocrou ucrerHyBamwe M Ha
obete aa.cerebri anterior KoH KpaHujaiHo. [lepumeTpuja
(25.12.19 roguHa) co Hao HA MUHMMAJIHU TTapaLeHTPaTH
penaTHBHU Majli CKOTOMH Ha BUHO mofie. Off cTpaHa Ha
EnpiokpuHonor opauHupata tepanuja co Thl.Cabergoline
a 0.5 mg 2x1/2 negento. Ha 17.02.20 HanpaBeHa KOHTPOIHA
nepuMeTprja ¥ ce Tefla MHUHMMAJHO BJIONIYBame BO
criopefba co mpemxomHoTa mepuMerpuja. Ha 13.03.20
niepuMeTpHja Co ypeJieH Haojl Ha JIeBO OKO, @ Ha JIECHO OKO
HaoJ] Ha PeIaTUBHO MHOTY MaJlii CKOTOMH, HO 0€3 HUKaKBO
BJIOIIYBambe CIOPel0eH0 €O BUAHOTO Toie of mpen 1
mecen. Ha 05.05.21 roguna HampaBeH KoHTporen MPU
Ha xurogu3a Koj BO Kope/aluja co MpeXoIHUOT Hao[

Case report I

¥Ma MUHMMaJHa perpecuja. XOpMOHCKUTE HCIeflyBamba
TMOKa)KyBaaT HOpMajHa (PYHKIMja Ha XHUIIOTajaMo-
xunou3Ha, TUPOUHA M ajpeHajHaTa ocka, co MPU
TOKaKaH MakpoajieHoM. IlarueHTKaTa € XUpPYpIIKH
TpeTHpaHa TIpd INTO e CIIpoBefieHa JieKoMITpecHja
Ha JIECHUOT ONTUYKM HepB IPeKy OCTeoIUIacTUKAa Ha
JlecHaTa CTpaHa cO (PpPOHTO-NaTepajiHa KPaHMOTOMMja
CO HeBpOHABHIalluja, CO 3rojieMyBalbe Ha ONTHYKUOT
mpo3opel] 6e3 eKiu3Wja Ha Jie3ujaTa TOPAiX OOUITHO
KpBapemwe. [locTonepaTBHO HampaBeHa [OMOJHUTETHA
pujarHoctuka - [JCA anruorpaduja co Koja ce MCKIyUM
TnpucycTBo Ha aHeBpu3Ma i MPU Ha xunohu3a Koja mokaxa
XeTePOreHO 3aJpKyBathe Ha KOHTPACTOT aTMIMYHO
3a MakpoajieHoM Ha xumodu3sa. [locTomepaTuBHO
TmaryeHTKaTa 6e3 apyr okaneH HeBPOJIOIIKY JiehUIIUT,
OCBEH CO OKYJIOMOTOpPHa Tape3a Ha JilecHaTa CTpaHa, co
1ajl Ha OYHMOT Kamak, MUJpUja3a U OTeKHATO JIBUKEHhEe
Ha iecHoTO OKo. [locTonepaTUBHUTE XOPMOHCKM aHAT31
€O HAOJl HA XMIIOMUTYUTApPU3aM CO MCIaM Ha TUPOMIHA
¥ a/[peHaJiHa 0CKa, MOCTaBeHa Ha 3aMeCcTUTe/THA Teparnuja
co XuIpOKOPTU30H U JIeBOTUPOXHH.

[locne Tpu Mecelj MAIjeHTKAaTa peomepupaHa Co
HallpaBeHa IIeJIOCHA peceKiyja Ha TYMOPOT , IPeKy
TPeXo[jHa OCTEOIIACTMYHA KPAaHUOTOMMja Off IECHUOT
CTpaHMUeH [iell Ha YepemoT (fecHo (DPOHTAJHO-
JlaTepajHo), CO HEeBPOHABMTallMja M MOJATOTOBKA Ha
JlecHa KapoTHJHA apTepuja BO JeCHUOT LiepBUKaJIeH JIeT.
[TaTOXMUCTONMOMIKKOT HAOJ, - KABEPHO3EH AHTHOM.

Cmuka 1, mpefonepaTMBeH HaTHBEH M MOCTKOHTpacTeH MP mpersiefl, eKCIIEHTPUYHO JIOIMpaH MaKpoajeHOM Ha
Xurnodu3a co CUITHA MpoIarariyja Bo eCHO,CO MHBOJIBUPakbe Ha JIeCHUOT KaBepHO3eH cUHyC. [IuMeH3uu 5x3,5¢cm.

CruKa 2, TIocToIepaTiBeH HaTUBEH U MOCTKOHTpacTeH MP mpersiet, 1e/locHa pefyKijdja Ha eKCIIaH3MBHUOT CYIICTPaT
BO CeJIapHaTa peruja co Haoj Ha aTpOUUHM MPOMEHM CO TJIM03a Ha JIECHUOT TeMIIOpajieH JIo0yc co CeKyHJapHa

103 | Medical Journal - MEDICUS

AN



Case report

IWTaTalyja Ha [eCHHOT TeMmmopageH por. [lomema
IMCTHYHA TIPOMEHA BO JIeB MAKCHIAPEH CHHYC.

JUCKYCHJA

WHTpacenapHuTe KaBepHO3HM aHTHOMU Ce  PeTKH
BACKYIAPHU JIe3ud, M 3apaid Toa Ce Hajuecto
IWjarHOCTUIMPAaHX M TPETHPaHM KaKo MaKpoajieHOMHU
Ha xunodpusa. [lujarHo3aTa W MeHAIMPameTo Ha
MO30UeH KaBepHO3eH XeMaHTMOM He ce ceKorail
eIIHOCTABHM M Hajo0pu pe3ynTaT ce MOCTUTHYBaaT Co
MY/ITUIUCLIUTUTAHAPEH MTPUCTAIL.

Backynapaure MandopManuum Moxe Ja ce TojaBaT BO
0M/I0 KOj opraH, ¥ ce TPyNupaaT BO C/Ief[HABE UETHPH
TWMA CTOpeJ] HUBHUOT PAcT W  XUCTOIATOJOIIKU
KapaKTePUCTUKM:

Ta6ena 1. Pe3ume Ha KITMHUYKY POGIT Ha IPETXOHO MPUjaBeHH

000000000000

+ Kariunapuu mandgopmariyu (Wi Te/ieaHrieKTas3un)

+ KaBepHosuu mandopmaruy (KaBepHO3HM aHTMOMH |
XeMaHTHoMY)

+ Bencku mandopmarym
+ ApTeproBeHCKU MajipopMaliiy Ha aHTHPakbe.

Hammor mpernes Bo nuTepartypaTa WaeHTH(UKyBale
8 cnyyam Ha WHTpacesapeH KaBepHO3eH XeMaHTMOM
( Tabema 1). Cute ce TOTBPIEHH CO XMCTOIATOJNOTH]a,
a Bo camo 2 of 8 ciyuam nesujata Oele IeJIOCHO
jolMpaHa BO cefla TYpIMKA, [ofleKa [IpyruTe ce
TnpoTeraa Bo Cylpace/iapHara IJUCTepHa U KaBepHO3HUOT
cMHYyc ¥ ja omdakaa BHATpelmIHaTa KapoTH[A.
[IpBrOT Ciy4aj OWM AWjarHOCTHIMpPAH CO OOAYKIMCKU
Haof, a 1o 2000Ta rogKHa, CuTe MalMEHTH Ce OTIePUPaHU
TIPeKy TpaHCeHOUJATTHUOT TIPUCTAT.

CJIydad Ha MHTPacejlapeH KaBepPHO3€H XeMaHI'MOM

T'OJJHA BO3PACT/TION JIOKAIINJA CUMITTOMU XAPYPTUJA PE3YJITAT
CenapeH u nieB,
1980 72/ naTepocenapeH Tpansutopra OOaYKLMCKH HAOT, be3 pesynrar
1pocTap IUIIIONIHja
CenapeH,
cynpaceaper I'maBobonKa . [lenocHo
1984 21K U JIeB ’ KpPaHUOTOMMja
NlaTepoceNapeH Hamaju OTCpaHyBambe
TIPOCTOP
eCHa CTpPaHa Ha YOUTOK Ha BUJI, : yoTOTANTHO
1991 45/} A [y6 KpaHUOTOMM]a Cy6
cena T71aBO0ONTKA P J OTCTPaHYBambe
JlecHa cTpaHa Ha Tpancdenouganen [lenocHo
2001 am cena Be3 cumrronu TPUCTan OTCTPaHyBambe
CenapeH U fiecHO T 6
2006 62/K naTepocesiapeH [ITo3a Ha okoO paHchenouaeH YOTOTAJIHO
mpocTop TpHCTan OTCTpaHyBambe
CenapeH u 1ieB Enjiockorncku
BPTOITIABUIIA, TotanHO
2008 S0M parepoceIapet | pramogonka PDACHOCHOWIATER | grerpanynarse
CenapeH,
¢ynpaceiaper TpancdeHonganexn CyOTOTasIHO
2010 71/K U JIeB Tpayma Ha rnaBa p A Y
JlaTepoceapeH TpUCTan OTCTpaHyBame
TIPOCTOP
CenapeH u jieB EHpocKorncku
2014 Hema nlaTepoceniapeH Eﬁgggggnii BIR, TpaHcheHoUIaTIEH be3 pesynrar
TIPOCTOP TIPUCTAl
3AKJIYUOK TIOCTONEPaTUBHY HEBPOJIOMIKY MCTAJIA U HUCKU CTaNKU

CenapHuTe KaBepHO3HU aHTMOMM Ce pPeTKa BacKylapHa
manadopmaruja, Kou Tpeba fJa OuWjaT BKIy4eHH BO
mudepeHnjaiHaTa  JMjarHO3a  HA  XMIO(M3HUTE
TYMOPCKY TIPOMeHH. YToTpebaTa Ha MHTPA OnepaTUBHU
HeBPOHATMI[MCKA TeXHUKM OBO3MOXKYBAaT peceKIuja
Ha JIe3ud KoW ce JIab0KOo JIONMpaHu CO MWHUMATHU
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Ha MopTanuTeT W MopbupguteT. CTepeoTaKTUUKaTa
PaJIMOXMpPYPruja 3eMa 3HAUMTETHO MECTO BO euKacHO
JIeKyBatbe Ha HeollepaTUBHY KaBepHOMH.
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C/TYUAJ HA TACTPHYEH METACTATCKI MEJTAHOM 2 TOJMHH TT0
[IOYETHA THJATHO3A HA KOKEH MEJTAHOM

Ap3ana Xacanu Jycycdu, Mepu TpajkoBcka, Ypum Ucaxu, Pocammnpia IlomoBa JoBanoBa, BukTopuja Yanocka

VBaHoBa, [opru JaHeBCKuL.

AIICTPAKT

Medicus 2021, Vol. 26 (1): 106-109

MenaHOMOT e HajueCTHOT KApIIMHOM KOj MeTacTasupa BO TacTPOMHTECTHMHAJHUOT TPAKT, CelaK, MeTacTa3uTe
BO JKEJYTHMKOT € peTKa TojaBa. Hue ro mpeTcraByBaMe Cy4ajoT Ha Mal[eHTKa CO MOBeKe KOMOPOUUTETH,
IWjarHOCTUIMpaHa a TMOToa omepupaHa ofi OeHKa BO Jiel Ha JIeBOTO paMo 2 TOJMHM TIpef] Mpe3eHTalujaTa Ha
HecrelM(pUUHI raCTPOMHTEPCTHHATHI CUMITTOMM U PeIVKIIMja Ha KpBHAaTa c/iKa. Ha ropHo iurecTHBHA eHI0CKOIIHja
HajJIeH! ce HejacHO OrpaHUYeHH MOJIUIIO3HU (hOpPMAI[MK CO BACKY/IapHA CTPYKTYPa, KOM XMCTOMATOJIONIKY Ce TIOTBP/IeHH
3a METACTaTCKM MeJIaHOM BO JKeMyTHUKOT. YecTo Hecrenu(pUUHY racTPOMHTECTUHAHY CHMIITOMMU Ce TIPUUKMHA 3a
OJIJIO}KYBabe Ha IjarHOCTUIMPathe Ha 0BOj BUJ, TYMOD, MK BOOIIIITO He Ce [UjarHOCTHIIMPa HUTY 110 00yKImja[2.3].

3apajiu 0Ba, cekoj HecrielinryeH racTPOUHTECTUHAJIEH CUMITTOM 3aC/Ty>KyBa eJlHa FOPHO JIUreCTUBHA eHZ0CKOIja

BO HAjKPATOK BPEMEHCKU TIePUOM, CO LIeJI PaHO JIMjarHOCTULIMpatbe, CIIpeuyBambe Ha HarpeyBame Ha bojiecta a o

MOKHOCT M HaBpeMe IIpe3eMabe Ha COOABETEH TPpeTMaH.

BOBE]]

MenaHOMOT e BU/] Ha pak Ha KOKara, Koj Op30 ce mupu
¥ MMa Jioma mporHo3a. Ce jaByBa Kora MeJlaHOI[WTHUTE,
OJTHOCHO KJIETKUTE KOM IPOJIyIMpaaT MUTMEHT MyTHPaaT
¥ TIOUHYBAAT HEKOHTPOIMPAHO Jia ce fiefiaT. Kako rnaBHU
pu3MK (haKTOpW 3a MeJIAHOM Ce JIMIIAa CO CBeT/Ia KOKa,
TPEKYMEPHO U3/I0/KYBakbe Ha COHIIe, Kako M (haMu/IrjapHa
aHamMHe3a 3a MenaHoM. OjipeqyBarme Ha CTaJUyMOT Ha
IMperbe Ha TYMOPOT IIoMara Bo OJ/TyJyBarbe 3a COOIBETHA
Tepamnuja 1 MporHo3a Ha borecta. Bo MoMeHTOT Kora ce
IIMpU 00JIecTa, TO3HATO € KAaKO MeTacTaTCKU MelTaHOM.
O6muHO MOKe [ia ce mojaBu 3a BpeMme Ha III wm IV dasa
U Hajuecto ru omndaka: TUMGHUTE 3KIe3gu, Oenmute
Ipo0OBH, LI[PHUOT IPOO, MO3OKOT 1 KocKuTe [1].

MeTacTaTCKMOT MeJlaHOM BO JKeJTYIHUKOT € peTKa
nojaBa M TIPeTCTaByBa Jiolla TPOTHO3a CO IMPOCEUHO
npeskuByBame off 4 1o 6 Mecewu [2]. JljarHosaTa peTKo
ce MocTaByBa 0e3 eHJIOCKOIMja UK omepariyja, Ouejku
NPUJPYKHUTE CUMIITOMH ce HecrelubuuHu( 3aMop,
rajiere, TOBpaKame, IpUeBM WIK 0OKA BO CTOMAKOT,
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rybeme Ha Te/lecHa TeKHHA, MeJleHa M aHeMuja) U
ce MmanupectupaaT camo Kaj 1-4 % of malueHTUTe
co Mmetactasu [1-5]. Hajromem Opoj Ha maiueHTH ce
ACHMIITOMATCKU ce JofieKa OorecTa He HarpejyBa IITO
TIoBeyBa 710 OJJIOKYBame Ha [JjarHo3aTa UM 1eJI0CHO
TPONYIITambe 710 00yKIHja. [IOKONIKY TTOCTOU COMHEBAbe
3a MeTacTa3a BO JKeyIHUKOT, Tpeba Jia ce HampaBu
e3oaroracrpoayogerockonuja (ETTl), u Ouomcuja Ha
TIpOMeHaTa JIOKONKY ce oTKpue ucrtata. CeH3UTUBHOCTA
Ha KT npu oTkpuBame Ha MeTacTasu e 60-70%, 3aToa
Tpeba fa ce HampaBaT [IOTOMHUTEJTHA WCIMTYBamba
Kaj marpentute co ypeged KT waop [2,4] Ioromem
0poj Ha TacTPMYHM METACTa3d Ce jaByBaaT BO TEJIOTO
1 (DYHIYCOT Ha KEeTYIHUKOT, a HAjuecTo Ha rojemara
KpMBHMHA Ha KenyaHukoT({12,13]. EHI0CKONCKIOT U3Iyie[
Ha TYMOpPOT MOKe 7la ce Kmacuduipa Bo Tpu Bupa: 1.
YniiepupaHu MeJTaHOTMYHU HOJY/TM BO HOPMAJIHATa BjyTa.
2. CyOMYKO3HM Macu co yiepanuu. 3. MacoBHU J1e3uu
O HeKpo3a 1 MenaHo3a[10]. XicTomaToNMOMKKOT HA0] O]
OmoIICHjaTa ja IIOTBPAYBa [iMjarHo3ara.
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BakHo e Jla ce HampaBM pa3/iMKa MOMery MpUMapHHOT
MeJTaHOM Ha MYKO3HMOT TaCTPOMHTECTHHA/TIeH TPaKT U
METacTaTCKUOT MeslaHoM. Kaj marpueHTHTe O TIpUMapeH
MEJTaHOM BO JKeNYIHMKOT WM BO JIPYTHOT [iell Ha
racTPOMHTECTUHATIHUAOT TPAKT HEMA JIOKa3 32 MICTOBPeMeH
MeJTaHOM WM AaTWIWYHA MeJIaHOIWTHA Jie3Wja Ha
KO)KaTa, HeMa eKCTPaMHTECTHHAJTHO  METaCcTaTCKO
IIMpee Ha MeaHOM M TIPUCATHU Ce MHTPAMYKO3HU
JIe3ud BO eMUTEJIOT Ha JKeIYAHUK WM Ha JPYTHOT Jen
Ha racTPOMHTECTUHAJHUOT TpakT. OMIMKUTe 3a TpeTMaH
3a METAacTa3u BO JKeNYJHUKOT BKJIYUyBaaT: XUPYpIUIKa
peceKIpja, xeMOTepanuja i paguoTepanujal3).

Hema yTBp/ieHH KPUTEPUYMHE 3a XUPYPIIKA HHTEPBEHIIHja.
Pecekija Ha MeTacTasuTe BO JKEMYIHUKOT AYPH M aKO
ce HelLlelIOCHH, HyJaT CUMIITOMAaTCKa KOPKCT, MCTO TaKa
MOJe J1a TO MPOJIO/IKM MPEKUBYBAMmETO. XeMoTeparija
JICTO TaKa ce KOPUCTH KaKO HauMH Ha JIEKYBambe Kaj OBHe
TMalieHTH, HO MOKe J1a JoBeJle [I0 TElIKH KOMIUTMKaIliH
KaKo TOC/IeMila Ha MMYHOKOMITPOMHTHPaHa COCTOj0a.
VcToprcK I7iefjaHo, ce BepyBa ieKa MeJTaHOMOT € pajiio
pesicTeHTeH TyMop. PaguoTepamuja ce KOPHUCTH KaKo
aJljyBaHTHa Tepamnuja TOC/ie XUPYpLIKA peceKiyja, cOo
mobpu BeTyBauku pesyrati(13,14,15].

ITPNKA3 HA C/IYYA)

[lanvenTka Ha 58 rogumiHa BO3pacT €O HU3a
KOMOPOUTUTETH U TOA, TIPEJIeKAHO IiepeOpoBacKyIapeH
WHCYIT,  CHUMITOMAaTCKa  emuelcuja,  aTpujajaHa
(bubpwnanyja, BrpajieH BeIITaYKH eeKTPOCTUMYIIATOp,
mecHa Hed)peKTOMHja, HAa aHTHUKOArylaHTHa u
Kapauornonmka Tepanuja. Bo  jyau 2017 ropuHa
KoHcynTupana Ha KnuHuka 3a [lepmaToBeHeposnoruja
1opajii KpBapewe Ha rojeMa OeHKa Ha JIeBOTO paMo
Mecel] JieHa, OeHKa 3a Koja maljeHTKaTa TBpIWIa JieKa
e Co MMPOMeHeTa CTPYKTYpa U opacHasa nocjaegHure 2-3
roziuni. Io efeH Mecer] uctaTta e onepupaHa Ha KnuHuka
3a [InacTMyHa U peKOHCTPYKTUBHA Xupypruja. Bo TekoT
Ha 0BOj MIepUO]I, Cle[lyBaHa CO UMHUIIMHT METO/IU, UCTHUTE
co ypenieH Haof. [Tocsie 1Be roMHu 3a0eieskana U3PacToK
Ha KaluWIMIUYM [OPajIv IITO MOBTOPHO KOHCYATUPasa Ha
Kminuka 3a [lepmaToBeHeponoryja. IlaieHTka Beke co
CHJTHY HejacHO OMMIIaHU AU(Y3HN abTOMUHATHU OOMTKH,
rajiere 1 IIoBpaKarbe, 3aMop U cJ1abocT. beiire rcseyBaHa
Ha Kmmuuka 3a Tokcukonmoruja, 7abOpaTOPUCKM CO
pelyKIMja Ha KpBHATa C/IMKa, COHOrpad)cKuM Haof Ha
abJioMeH 3a IepUMITaHKpeaTUYHM 3rojieMeHH JTUMGbHH
JJIe3I ¥ TaCTPOCKONCKU HAof, 3a HejaCHO OMMIIaHW
BacKynapHu-T™ (hopmaruu. McTroT Mecely Geliie mpuMeHa

Case report I

Ha HamaTa K/MHMKA 3a TIOHATaMONIHM MCNeflyBamba U
Tepanuja. KomrieTHaTa KpBHA C/TMKa Ha MpHeM OTKPU
peavKIIMja Ha KpBHATa c/iMKa co Xro 63g/L, TpombormTo3a
511x10 9/l wu HapylleH KoaryJaalMOHeH —CTaTyc
(mpoTpoMOUHCKO BpeMe 5lceK, MPOTPOMOMHCKM MHJIEKC
5.6), mopaju IITO MalieHTKaTa Oelle TpaHC(YHIUPaHa
CO KPBHH JIepUBATH, TIPHMallie KPUCTaJOMIHU PACTBOPH,
HUCKOMOJIEKY/IPEH XelapiH, UHXUOMTOPY Ha MPOTOHCKA
MyMIla ¥ OCTaHAaTaTa Hej3MHA XPOHWYHA Tepariyja.
[laneHTKa CO BUCOK THTAP Ha aHTUTea 3a XeTMKOOaKTep
MAIOPM BO CepyM, HO M ToKaueH ajida ceromporenH
1 crequduuHroT TYMOpP Mapkep 3a MenmaHoM S100. Bo
HapeTHUOT ePUOI, HAaIpaBeHa e TacTPOCKOTIHja TIPH IITO
ce BUJIeHH JiBe TormyecTy (DOPMaIiy, of KO ef[HaTa e Ha
rojiemMara KpUBKHA U e TIOTojJieMa OKOJTy 3 ¢ ¥ BTOpaTa Ha
MajiaTa KpuBKHa co M 2 cm. Off morosiemMara ce 3eMeHu 4
OMOTICHY 3a XMCTOTIATOJIONIKA aHAJTH3A.

Cmuka 1. EHoCKOIICKY IIPMKa3 Ha MajaTa (opMalyja Ha
MaJiaTa KpMBKMHA Ha JKeTYJHUKOT Ha MalldeHTKaTa.

Cnuxka 2.
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Cmuka 2 w1 3 . EHIOCKOICKY TIpUKa3 Ha JiBe TOMYECTH
dopMald Ha rojemMaTa KpUBMHA Ha JKeNIYIHUKOT Ha
naryeHTKaTa. 3eMeHu ce 4 OMOIICHH 3a XMCTONATOIOMIKA
aHanM3a

[locTaBeHMOT MaTepujas MUKPOCKOTICKM TO COUMHYBAaT
(bparMeHTH off JKe/TylouHaTa JIMTaBUIA KOU ce Au(y3HO
MHUITPUPAHUA Off MAJIMTHO HEOIIAaCTUYHO TKUBO
COUMHETO Off KPYITHU, TTIeOMOP(hHU KIIETKH, CO 0OMITHA
e03MHO(MITHA TUTOIVIa3Ma ¥ KPYIIHHU jajipa BO JieN CO
BUJIIMBY TIPOMUHEHTHH jajipeHIla ¥ M3pa3uTa MUTOTCKa
aKTUBHOCT. Bo I[uTOnIa3smaTa Ha Jiell Of TYMOPCKUTe
KJIeTKH ce TJefjalie ¥ JKONTO-KaeHMKaB MPOOOeH
TIUTMEHT.

[lononHuWTeHO e  HampaBeHa MMYHOXMCTOXeMMCKA
aHamM3a  Koja MOKaka Judy3eH TMO3UTHBUTET Ha
TyMOpcKuTe KineTku 3a Melan A u HMB45, ofeka uctute
0ea HeratusHu 3a LCA 1 CK AE1/AES .

XHCTOMATONOIKUOT HaoJ o1l 1OCTaBEHUOT MaTepPIjaJ'[ oan
BO ITPUJIOT HA MeTAaCTaTCKU MeJIaHOM.

CoHorpad)cKi JIeTEKTHMpaHH JIBe HEJaCHO OrpaHUYeHH
XUIOEXOTeHH MPOMEHH BO  JIEBHOT W JIeCHHOT
jobyc Ha IPHHOT Jpo0, KOM OfaT BO TPWIOT Ha
CeKYHJIapHU [IeTIO3UTH U HaroieMeHd JTUM(pHH JKIe3Iu
TIepUNaHKPeaTuIHo U mapaopTaiHo. [lopagu TemkaTa
OIIITA COCTOj0A ¥ COMHEHMe 3a JAU(Y3HO MeTacTaTCKO
3a00/TyBame, MCIMIIAHA CO IMperopaka ja KOHCYITHpa
oHKojor. Bo ambynmaHTcKu ycioBu peanmusupano e KT
Ha Oemute apobOBH, abJOMEH W MajaTa Kapiauiia co
KOHTPACT, KOM I' TIOTBP/iMa COMHEKHTE 3a IUCeMUHUPaHa
MaJiurHa 6071ecT, OJHOCHO TIOKayKa CeKYHIapHH JeT03UTH
BO Oasara Ha OejuTe IpoOOBHM 00OCTPaHO, TIOHAITIACEHH
JIeCHO, CeKYH/IapHI POMEHH Ha IIPHUOT JPo0, IaKeTH Ha
HarojieMeHH TUMMHH K1e3au [udy3HO BO aOJOMEHOT U
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rojieMa (poKajiHa MPOMeHa BO JIOKATa Ha OTCTPAHETHOT
oyoper.

[Topajiu moBpaKarse Ha KpBaBa COf[PKMHA, Oe3 pefyKIiiuja
Ha KpBHAaTa C/IMKa [OBTOPHO KOHCYATMpaaa BO
aMmOy/laHTaTa Ha HalllaTa KJIMHKUKA, Kajie U e JajieH COBeT
3a MCXpaHa.

[TarmeHTKa 3arouHa co TpeTMaH co 3enbopad Ha Knunuka
3a Onkonoruja. Ilopagu pemykiija Ha KpBHATa CjMKa
Oerre xocruTanu3upaHa Ha KnuHuka 3a OHKomoruja 3a
TpaHcQy3uja co KPBHU JIepUBATH.

JUCKYCHJA

[Ipy comHeHWMe 3a MeTacTaTCKM MeJlaHOM  Ha
racTPOMHTECTHHAIHAOT TPaKT Tpeba ce HAmpaBaT HM3a
MCTIUTYBakba 1 T0a TOPHO IUTeCTUBHA U JI0JTHO AT eCTUBHA
eHJI0CKOIIHja, co OMOTICHja Ha JIe3ujaTa JOKOJIKY ce Hajfe.

Bupiejkn MeTaHOMOT HAjuecTo MeTacTasupa BO TEHKOTO
1IpeBo, MOTPeOHO Ce 0CBEH ropeHaBeieHUuTe UCIIUTYBakba
Jla ce M3BeJie M KalCy/IHa eHjockonyja [6,7,9].

XHMCTOMaTONOMKMOT Haof of OuomcHuja, ja MOTBPAYBa
IMjarHo3ara u e cynepuopHa MeTofia 3a judepeHIpambe
Ha CTaJMYMUTE, BO OJTHOC HA eH/IOCKOIICKHTE UCTIe/TyBamba.

KT WMUIIMHT MeTOoAuTe 3aJO/KUTE/IHO Ce 3a paHo
OTKpHBalbe Ha HOBOHACTaHAaTUTe MeTaCTa3u BO TeJIOTO.

BpemeTpaewmeTo off IujarHOCTULIMPambe Ha MPUMAPHUOT
TYMOp [0 T0jaBa Ha MeTacTasu, BO Pa3IMuHU CTYIUU
pa3MuHO € MpHKakaHo. Bo Hajromem Opoj Ha cTymuu
HOBO HACTaHATH MeTACTaTCKUA MeJTaHOM Ha KeyITHUKOT
ce TIPOHAj/IeHN BO POK Of] elHa TOfIWHA O] BPeMEeTO Ha
IMjarHOCTHKA Ha MPUMAPHUOT TYMOP (BK/TYUYBajKi M PaKk
Ha OenmuTe TpoOOBH, KApIMHOM Ha [I0jKa ¥ MeJTaHOM) a
HajIoNTHOT Neprof u3HecyBa 48 Mecely. [lpyrarta cTyauja
ce TIpUOMIKYBa CO HalIaTa CTY/Mja OJHOCHO 3 TOMMHU
10 JIUjarHOCTUIIMParbe Ha TIPUMApPHUOT TYMOP e T0jaBeH
MeTacTaTcky MerasHoM. [10,11]

3AK/IYYOK

Kaj maiueHT co MCTOpHja Ha MeJTaHOM CO HecreluuIHI
racTPOMHTECTHHATIHA CHMITOMM M DelyKIuja Ha
KpBHAaTa C/IMKa, METacTaTCKM MeJlaHOM Tpeba Jia ce
MCKJTYUM CO TOPHO U JIOTHO JIUTeCTUBHA €HJIOCKOTINja HO
M CO eHJIOCKOTICKA KarCy/Ia 3a MCIUTYBambe Ha TeHKOTO
npeBo. 3a Kam HecrnelU(pUYHN TaCTPOMHTECTHHATHU
CHMIITOMM ja MacKupaaT Oorecta, Mopajju Toa ce
OJ/IOKYyBaa HaBpPeMeHO [IMjarHOCTMKA M TPeTUparbe
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Kaj oBue manueHTd. Kaj Hamrata mamuentka 2 roguHu 10. Ollila DW, Essner R, Wanek LA, Morton DL. Surgical
TpeJ 1ojaBa Ha MeTacTasuTe M Oellle [IUjarHOCTHIMpPaH

M€/JIaHOM Ha KOKaTa.

PaHara fijar€osa e KJIYY4HO 3a

HaBPEeMEHO [pe3eMarbe Ha CHTe MEpKH 3a CIIpeuyBambe Ha
VHaIpe/iyBame Ha OorecTa.
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UDHEZIME PER AUTORET

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

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

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

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

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

Doréshkrimet dérgohen né format elektronik, qofté me

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

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

e-mail: shmshm@live.com

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

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

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

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

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

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

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

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

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

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

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

Nevzat Elezi, MD. PhD

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

Email: shmshm@live.com

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

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

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

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

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

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

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

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

Letér redaksisé - deri 2 fage

Sé bashku me doréshkrimin, dorézoni njé fage me
titullin e artikullit; emrin/at e autorit/ve, duke pérfshiré
emrin me jo mé shumé se dy tituj shkencor; emrin e
departamentit dhe institucionit né té cilin éshté héré
punimi; institucioni ku punon ( pér secilin autor); si dhe
emri dhe adresa e autorit té cilit do ti adresohen kérkesat
nga ana e Redaksisé (shihni Informacionet plotésuese pér
autorét)

Abstrakti duhet te jete me jo mé shumé se 250 fjalé.
Duhet té konsistojé né katér paragrafé, i klasifikuar né
Hyrje, Metodat, Rezultatet dhe Diskutimi (Pérfundimet).
Ato duhet té pérshkruhen shkurt, respektivisht, problem
genésor i studimit, se si éshté kryer studimi, rezultatet e
fituara, dhe perfundimi.

Tabelat, figurat dhe legjendat (shihni Informacionet
plotésuese pér autorét)

Fjalét kyqge -Tri deri pesé flaje apo fraza te shkurtéra
duhet t'i shtohen pjesés sé fundme té fages sé abstraktit.

Citatet e referencave né tekst duhet fillimisht té jené nga
revistat e indeksuara né PubMed. Stili i referencave gé
kérkohet nga Medicus éshté i formatit Vancouver (shihni
Informacionet plotésuese pér autorét).

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

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

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

Autorét marrin dy kopje té botimit pérkatés.

Information for authors

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

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

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

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

Leter up to 2 pages

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

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

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

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

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

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

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

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

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

1. Fagja e paré - ballina: Duhet té pérmbajé: (a) titullin e punimit, té
shkurtér, por informativ; (b) emri, inicialet e emrit té mesém dhe
mbiemrit té secilit autor; (c) institucioni; (d) emri i departamentit
qé i atribuohet punés shkencore; (e) emri dhe adresa e autorit pér
t'iu pérgjigjur né lidhje me doréshkrimin; (f) burimi/pérkrahja né
formé té granteve, paisjeve, barnave dhe né pérgjithési.

II. Fagja e dyté - abstrakti dhe fjalét kyge: Abstrakti duhet
té shkruhet me maksimum prej 150 fjalésh pér abstraktet e
pastrukturuara, dhe me 250 fjalé pér abstraktet e strukturuara
(pjesét pérmbajtésore: objekti/ete studimit ose hulumtimit,
procedurat bazé, sic éshté pérzgjedhja e subjekteve apo kafshét
laboratorike, metodat vrojtuese dhe analitike, pastaj, rezultatet/
gjetjet pérfundimtare (té dhénat dhe réndésia e tyre statistikore,
nése éshté e mundur), dhe konkluzionet kryesore. Vini theksin
mbi aspektet e reja dhe té réndésishme té studimit apo vrojtimit.
Nén abstraktin indentifikoni dhe shkruani fjalét kyqe: 3-5 fjalé
apo fraza té shkurtéra qé do té ndihmojné né paisjen me tregues
té punimit dhe publikimit té abstraktit. Pérdorni terme nga lista
e Index Medikus pér Néntituj Mjekésor (Medical Sub-Headings
[MeSH]); nése nuk ka term té pérshtatshém né MeSH pér disa terme
té reja, mund té pérdorni termet e dhéna.

III. Fagja e treté dhe té tjerat - teksti i ploté i artikullit: Teksti i
ploté I artikujve hulumtues ose vrojtues normalisht, por jo
domosdoshmérisht, duhet té jeté i ndaré né paragraf me kéta
néntituj: hyrja, metodat dhe materialet, rezultatet dhe diskutimi.

1. Hyrja: Krijoni njé kontekst apo prapavijé(trualli) té studimit (qé
né fakt éshté natyra e problemit dhe réndésia e tij). Pér té béré
kété duhet té béni njé hulumtim té literaturés - duke kérkuar,
gjetur dhe lexuar punimet pérkatése, qé duhet té jené si referencé
né doréshkrimin tuaj. Sqaroni hipotezat tuaja dhe planifikoni t’i
testoni ato, si dhe pérshkruani géllimet tuaja. Kini géndrim té
qarté se cka prisni té gjeni dhe arsyet qé ju udhéhogén tek hipotezat
qé keni krijuar. Objekti i hulumtimit mé sé shpeshti fokusohet kur
parashtrohet si pyetje. Mos pérfshini té dhéna apo rezultate nga
puna qé do té raportohet.

2. Metodat & Materialet: Ky paragraf duhet té pérfshijé até
informacion qé ishte né dispozicion né kohén qé plani apo
protokoli i studimit po shkruhej. Té gjitha informacionet e marra
gjaté studimit i takojné paragrafit té Rezultateve.

Pérshkruani pérzgjedhjen tuaj té pjesémarrésve sé vrojtimit
ose eksperimentit (pacientét ose kafshét laboratorike, pérfshiré
kontrollat) qarté, duke pérfshiré kriteret e pérshtatshme (inkluzive)
dhe pérjashtuese (ekskluzive).

Parimi udhéheqés duhet té jeté i garté se si dhe pse studimi
éshté béré né njé ményré té caktuar. Jepni detaje té mjaftueshme
pér metodat, mjetet dhe materialet (jepni emrin dhe adresén
e prodhuesit né kllapa), dhe procedurat pér té lejuar té tjerét té
kuptojné dhe riprodhojné rezultatet tuaja.

Nése njé metodé e caktuar qé éshté pérdorur éshté e njohur, atéheré
nuk éshté e nevojshme té jepet pérshkrim komplet i saj. Mund ti
referoheni punimit né té cilin sé pari heré éshté pérshkruar dhe té
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Additional Information for Authors

I. First page - front page: It should contain: (a) title of paper, a
short, but informative; (b) the first name, initials of middle name
and last name of each author; (c) the institution; (d) the name of the
department that is attributable to the scientific work; (e) the name
and address of the author with whom to correspond about the
manuscript (f) source/support in the form of grants, equipment,
drugs, or all.

II. Second page - abstract and keywords: The abstract should be
written with a maximum of 150 words for unstructured abstracts
and 250 words for structured abstracts (containing parts:
objective(s) of study or research, basic procedures, such as selection
of subjects or laboratory animals, observational and analytical
methods, then, the main findings/results (data and their statistical
significance, if possible), and the main conclusions. Emphasize the
new and important aspects of the study or observation.

Below the abstract identify and write the keywords: 35 words or
short phrases that will assist in indexing the paper and publication
of the abstract.

Use terms from the list of Index Medicus for Medical Sub-Headings
(MeSH); if there is no appropriate MeSH term for some newly
introduced terms, we can use the given terms.

II1. Third and further pages - full text of the article: The full text
of research or observational articles should normally be, but not
necessarily, divided into sections with the following headings:
introduction, material and methods, results and discussion.

1. Introduction: Provide a context or background for the study
(that is, the nature of the problem and its significance). To do this
you must complete a literature review - searching for, finding
and reading relevant papers, which must be referenced in your
manuscript. Explain your hypotheses and the plan to test them,
and describe your aims. Clearly state what you expect to find and
the reasoning that led you to the hypotheses that you have made.
The research objective is often more sharply focused when stated
as a question. Do not include data or conclusions from the work
being reported.

2. Methods & Material: This section should include only
information that was available at the time the plan or protocol for
the study was being written. All information obtained during the
study belongs in the Results section.

Describe your selection of the observational or experimental
participants (patients or laboratory animals, including controls)
clearly, including eligibility and exclusion criteria.The guiding
principle should be clarity about how and why a study was done in
a particular way.

Give sufficient details of the methods, apparatus and materials
(give the manufacturer’s name and address in parentheses), and
procedures to allow others to understand and reproduce your
results.

If a particular method used is well known then there is no need
to give a complete description. You can reference the paper in
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pérmendni ndonjé modifikim/ndryshim qé keni béré. Jepni arsyet
pér pérdorimin e tyre dhe vlerésoni kufizimet e tyre. Né fund,
pérshkruani se si i keni analizuar té dhénat tuaja, duke pérfshiré
metodat statistikore dhe pakon programore qé keni pérdorur.

Autorét e doréshkrimeve té rishqyrtuara duhet té pérfshijné
njé paragraf gé pérshkruajné metodat qé kané pérdorur pér
lokalizimin, pérzgjedhjen, ekstrahimin dhe sintetizimin e té
dhénave. Pérdorni formén joveprore té foljes, né vetén e treté, kur
dokumentoni metodat, gjé qé do té fokusonte vémendjen e lexuesit
tek puna qé éshté béré e jo tek hulumtuesi (P.sh. Jané marré, jané
realizuar, jané prezantuar etj.)

2. a) Statistikat: Pérshkruani metodat statistikore me detaje
té mjaftueshme pér t'ia mundésuar njé lexuesi me njohje né até
fushé t'i qaset té dhénave origjinale pér té verifikuar rezultatet e
raportuara. Kur éshté e mundur, pércaktoni sasiné e zbulimeve
dhe prezantoni ato me indikatoré pérkatés té gabimeve né
matje apo pasiguri (si¢ jané inter-valet e besueshmérisé). Evitoni
mbéshtetjen vetém né testet statistikore té hipotezave, sic jané
vlerat p, qé déshtojné té transmetojné informacion té réndésishém
mbi madhésiné e efektit. Jepni detaje rreth pérzgjedhjes sé rasteve
(randomizimi) dhe pérshkruani metodat dhe sukseset e vro-jtimit
gjaté realizimit té studimeve té verbuara. Definoni termet
statis-tikore, shkurtesat dhe mé sé shumti simbolet. Specifikoni
programin kompjuterik qé éshté pérdorur.

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

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

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

Sa i pérket té gjitha paragrafeve, qartésia dhe té génit i thukté
éshté kyce. Mos prezantoni té njéjtat té dhéna mé shumé se njé
heré. Kufizojeni veten né té dhénat gé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-hilitetit (p) dhe té tregoni
se éshté shprehés (sinjig né nivelin gé ju po testoni. Varésisht nga
analizat e pérdorura, gjithashtu mund té jeté e réndésishme té jepni
intervalet e besueshmérisé sé rezultateve (Confidence Interval -

Information for authors

which it was first described and mentioned any modifications
you have made. Give the reasons for using them, and evaluate
their limitations. Finally,, describe how you analysed your data,
including the statistical methods and software package used.

Authors submitting review manuscripts should include a section
describing the methods used for locating, selecting, extracting, and
synthesizing data.

Use the third person passive voice when documenting methods
which would focus the readers’ attention on the work rather than
the investigator.(e.g. Were taken, was performed, were presented
itd.)

2. a) Statistics: Describe statistical methods with enough detail to
enable a knowledgeable reader with access to the original data to
verify the reported results. When possible, quantify findings and
present them with appropriate indicators of measurement error or
uncertainty (such as confidence intervals). Avoid relying solely on
statistical hypothesis testing, such as p values, which fail to convey
important information about effect size. Give details about the ran-
domization and describe the methods and success of observations
while using blinded trials. Define statistical terms, abbreviations,
and most symbols. Specify the computer software used.

3. Results: This section should make your findings clear. Present
your results in logical sequence in the text, tables, and illustrations,
giving the main or most important findings first. Do not repeat all
the data in the tables or illustrations in the text. Emphasize or
summarize only the most important observations.

When data are summarized in the Results section, give numeric
results not only as derivatives (for example, percentages) but also as
the absolute numbers from which the derivatives were calculated,
and specify the statistical methods used to analyze them.

Restrict tables and figures to those needed to explain the argument
of the paper and to assess supporting data. Using graphs to
represent your data as an alternative to tables will improve the
reader’s understanding. Do not duplicate data in graphs and
tables. You need to be clear what type of graphs is suitable for your
information. For example, to represent the correlation between
two variables, a line graph is preferred to a pie chart or a bar chart.

As with all sections, clarity and conciseness is vital. Don’t present
the same data more than once. Restrict yourself to the data that
helps to address your hypotheses. This is important whether
the data supports or disproves them. If you have carried out a
statistical analysis, you should give the probability (P) value and
state it is significant at the level you are testing. Depending on
the analysis used, it may also be important to give the confidence
intervals of the results, or the statistical parameters such as the
odds ratios. Provide a caption for each figure making the gen-eral
meaning clear without reference to the main text, but don’t discuss
the results. Let the readers decide for themselves what they think
of the data. Your chance to say what you think comes next, in the
discussion.

3. Tables: Each table should be inserted at the point of the text
where they have to be placed logically, typed by the same rules
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CI), ose parametrat statistikoré si proporcionet e rastit (odds ratio).
Béni pérshkrimin tek secila figuré duke béré té qarté domethénien
e pérgjithshme pa referencé né tekstin kryesoré, por mos diskutoni
rezultatet né té. Léreni lexuesin té vendosé veté se ¢faré men-don
pér té dhénat. Mundésia juaj pér té théné se cfaré mendoni, éshté
né vazhdim, tek diskutimi.

3. Tabelat: Secila tabelé duhet té vendoset né vendin e tekstit ku
duhet té vihet logjikisht, e plotésuar me té njéjtat rregulla sikur
teksti i ploté. Mos i dérgoni tabelat si fotografi. Secila tabelé duhet
té citohet né tekst. Tabelat duhet té jené me numra ashtu qé té
jené né koordinim me refer-encat e cituara né tekst. Shkruani njé
pérshkrim té shkurté té tabelés nén titullin. Cdo sqarim shtesé,
legjendé ose sqarim i shkurtesave jostan~darde, duhet té vendoset
menjéheré poshté tabelés.

4. Diskutimi: Ky paragraf éshté pjesa ku ju mund té interpretoni
té dhé-nat tuaja dhe té diskutoni duke ballafaquar dhe krahasuar
gjetjet tuaja me ato té hulumtuesve té méparshém. Rishikoni
referencat e literaturés dhe shihni nése mund té pérfundoni se si
té dhénat tuaja pérkojné me até qé keni gjetur.

Ju gjithashtu duhet té llogarisni rezultatet, duke u fokusuar né
mekaniz-mat né prapavij té vrojtimit. Diskutoni nése rezultatet
tuaja mbéshtesin hipotezat tuaja origjinale. Gjetjet negative jané
aq té réndésishme né zhvillimin e ideve té ardhshme sikur gjetjet
pozitive.

E réndésishme éshté se, nuk ka rezultate té kéqgija. Shkenca nuk
té béjé me té drejtén dhe té gabuarén, por merret me zgjerimin e
njohjeve té reja.

Diskutoni si jané paragitur gabimet né studimin tuaj dhe cfaré
hapa keni ndérmarré pér té minimizuar ato, késhtu duke treguar
se ju ¢cmoni ku-fizimet e punés tuaj dhe fuginé e pérfundimeve
tuaja. Duhet gjithashtu té merrni né konsideraté ndérlikimet e
gjetjeve pér hulumtimet né té ardhmen dhe pér praktikén klinike.
Lidhni pérfundimet me géllimet e studimit, por evitoni géndrimet
dhe pérfundimet e pakualifikuara, qé nuk mbéshteten né ményré
adekuate nga té dhénat. Shmangni prioritetet deklarative apo té
aludoni né punén qé nuk éshté krahasuar.

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

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

Njé punim mund té keté mé sé shumti njé autor dhe 4 koautor.
Koautori i fundit duhet té jeté mentori ose koautori mé i aféért
me punimin. Pas emrave té autoréve shkruhet titulli i artikullit;
emri i revistés i shkurtuar sipas ményrés sé Index Medicus; viti i
botimit; numri i véllimit; dhe numri i fages sé paré dhe té fundit.

Referencat e librave duhet té jepen sipas emrit té autorit, titullii
librit (mund té citohet edhe titulli i kapitullit para titullit), vendi
i botimit, botuesi dhe viti.
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as for the full text. Do not send tables as photographs. Each table
should be cited in the text.Tables should be numbered so that they
will be in sequence with references cited in the text. Provide a brief
explanation of the table below the title. Any additional explanations,
legends or explanations of non-standard abbreviations, should be
placed immediately below the table.

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

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

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

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

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

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

One article can have one author and 4 co-author. Last co-author
is the mentor of the article or closest co-author of the paper.”
The authors’ namer are fol-lowed by the title of the article; the
title of the journal abbreviated ac-cording to the style of Index
Medicus; the year of publication; the volume number; and the
first and last page numbers.

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

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

Artikujt e revistave:

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

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
riesin developing countries. BMJ 2002;324: 1139.

3. Murray C, Lopez A. Alternative projections of mortality and dis-
ability by cause 1990-2020: global burden of disease study. Lan-
cet 1997;349: 1498-504.

Librat dhe tekste tjera:

4. Colson JH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.

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

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

6. Kamberi A, Kondili A, Goda A, dhe bp; Udhérréfyes i shkurtér i
Shogqatés Shqiptare té Kardiologjisé pér parandalimin e Sémundjes
Aterosklerotike Kardiovaskulare né praktikén klinike, Tirané, 2006

7. Azemi M, Shala M, dhe bp. Pediatria sociale dhe mbrojtja shénde-
tésore e fémijéve dhe nénave. Pediatria, Prishtiné 2010; 9-25

Shmangni pérdorimin e abstrakteve si referenca; “té dhéna
té papub-likuara” dhe “komunikime personale”. Referencat e
pranueshme, por ende té papublikuara lejohet té merren, vetém
nése shénoni se jané “né shtyp”.

6. Mirénjohjet: Ju mund té keni déshiré té falénderoni njerézit qé
ju kané ndihmuar. Kéto mund té rangohen prej atyre gé ju kané
pérkrahur me teknika eksperimentale deri tek ata gé ju kané
késhilluar deri né bér-jen e doréshkrimit final.

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

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

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

8. Legjendat pér Ilustrimet (Figurat)

Legjenda e tabelés duhet té vendoset mbi tabelé. Referenca e njé
tabeleje, e cila éshté marré nga ndonjé publikim tjetér, duhet té
vendoset poshté tabelés. (Eshté pérgjegjési e autorit té sigurojé
lejen e ribotimit nga botuesit e atij botimi) Legjenda e figurés
duhet té vendoset né fund té fages. Referenca e figurés e marré
nga ndonjé tjetér publikim vendoset né fund té legjendés. (Leja e
ribotimit duhet té sigurohet nga botuesi i kétij botimi).

Information for authors

Journal articles:

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

2. Nantulya V, Reich M. The neglected epidemic: road traffic inju-
ries in developing countries. BMJ 2002;324: 1139.

3. Murray C, Lopez A. Alternative projections of mortality and dis-
ability by cause 1990-2020: global burden of disease study. Lan-
cet 1997;349: 1498-504.

Books and other monographs:

4. Colson JH, Tamour NJJ. Sports in juries and their treatment. 2nd
ed. London: S. Paul, 2006.

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

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

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

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

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

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

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

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

8. Legends for Illustrations (Figures)

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