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ON THE EVE OF THE GREAT JUBILEE - 50 YEARS

OF THE MACEDONIAN ACADEMY OF SCIENCES AND ARTS
1967 - 2017

Taki Fiti

President of the Macedonian Academy of Sciences and Arts

This year the Macedonian Academy of Sciences and Arts (MASA) marks and celebrates a great jubilee — 50
years of existence and work of our highest institution in the field of sciences and arts. Although on 22 February
2017 the 50th anniversary of the enactment of MASA in the Assembly of the Socialistic Republic of Macedonia was
marked, and on October 10 it will be 50 years since the solemn establishment of MASA, we proudly emphasize that
our roots, the roots of the Macedonian and Slavic cultural and spiritual continuity, are far back, in a time dimension
which is measured in centuries. Because the mission of the Ss. Cyril and Methodius, the historical events that made
Ohrid, with the famous Ohrid Literary School, already in the IX century to become the center of the Slavic educa-
tional and enlightening activity, which then spread throughout all Slavic countries, have fundamentally changed our
contribution to the treasury of the European culture and civilization. And furthermore, centuries later, in the middle of
the XIX century the Macedonian revival began, with a pleiad of our cultural and national activists. These processes
at the beginning of the XX century resulted in the establishment of the Macedonian Scientific and Literary Fellow-
ship in Saint Petersburg, led by Dimitrija Chupovski and Krste Petkov Misirkov, whose rich scientific, literary and
cultural activities were a significant reflection of our spiritual continuity and identity, and an event that has marked
the dawn of the Macedonian Academy of Sciences and Arts. This continuity will remain in the period between the
two world wars, with a pleiad of artists in literature, art, music, philological, economic, legal and technical sciences.
A few years after World War 11, in 1949, in free Republic of Macedonia, the first state University of “Ss. Cyril and
Methodius” was established, within which, in less than two decades, solid personnel resources were created which
allowed rapid development of the higher education and scientific activity in our country. It was an event of great
importance for the establishment of MASA as the highest institution in the field of sciences and arts.

This millennium pace and continuity in the development of art and scientific thought in our region is an indi-
cation and evidence that we are not a nation without its own roots, without its own history, without its own culture,
and that the attempts to deny our identity, language, name, no matter where they come from, are residual of the
Balkan anachronisms, and essentially speaking, they are absurd and retrograde.

Immediately after the establishment of MASA followed a period of rapid development, diversification and
enrichment of its scientific and research activities and artistic work. Almost two decades after the establishment
MASA entered the phase of its maturity and has grown and has affirmed as the fundament of the Macedonian science,
language, culture and history and as one of the pillars and symbols of the statehood of the Republic of Macedonia.

Today, MASA, according to its integral concept, structure and function, has all the necessary attributes of a
modern national academy of European type, and of course, performs the three basic functions typical of the European
national academies: creating communication space for confrontation of different views and opinions on important
issues in the field of sciences and arts, scientific and research work and advisory role.

The scientific and research activities and artistic work, in fact, constitute the core of the activity of MASA.
The number of completed scientific and research projects and projects in the field of arts within MASA is impres-
sive — more than 1,000 projects in the past 50 years. Some of these projects are long-term and are mainly related to
the strategic issues of specific national interest, and significant is the number of fundamental and applied research
in all fields of science and art represented in the Academy. MASA members in their scientific research increasingly
incorporate the international dimension in the work — in the recent years more than 60% of the scientific papers have
been published in international journals, most of which have been published in journals with impact factor; 50% of
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the papers that have been published in proceedings of scientific and professional meetings are related to meetings
held abroad, etc. In addition, the works of our renowned writers and poets, members of MASA, are translated into
foreign languages, and their work has found its place in world anthologies. Our prominent painters and sculptors of
the older and the younger generation have created and create masterworks that are regularly exhibited at home and
abroad. It should be particularly noted that our two research centers — Research Center for Energy and Sustainable
Development and the Research Centre for Genetic Engineering and Biotechnology “Georgi D. Efremov”, that have
gained high reputation in the region and beyond, continue to successfully maintain the attained position. The work
of the other research centers also enhances, including the newly established ones, which have begun to work on
significant international scientific and research projects.

In its half-century of existence and work MASA developed a rich publishing activity. Since its establishment
until today around 700 titles have been published — monographs, results of scientific projects, proceedings from
scientific meetings, music releases, facsimile and jubilee publications, joint publications with other academies and
scientific institutions, publications of solemn meetings, special issues of the departments of MASA etc. A special
contribution to the publishing activities of MASA provides the “Trifun Kostovski” Foundation that has been existing
and working for 18 years.

MASA proactively follows the changes and the new trends in the scope of the advisory function of the modern
European national economies, and in that context the obligations arising from the project SAPEA - Science Advice
for Policy by European Academies, initiated by the European Commission in order to intensify the cooperation of the
European academies within their advisory role. Through the publication of the results of our scientific and research
work, their presentation to the wider scientific and professional public in the country, to the government officials,
etc., MASA participates in the policy-making in the field of sciences and arts and in the overall development of the
country. The maintenance of the independence of MASA in carrying out the advisory role is our highest priority
and principle.

In the recent years MASA has developed extensive international cooperation that contributes to the affirmation
of the Macedonian scientific and artistic work and to the increasing of the reputation of MASA and of the Republic of
Macedonia in international scale. Today, our Academy cooperates with more than 30 foreign academies and scientific
societies and is a member of 7 international associations of academies. In the recent years the cooperation with the
academies from the neighboring countries has been intensified, as well as with the Leibniz Society of Sciences from
Berlin, and also, within the so-called Berlin process (Joint Science Conference of Western Balkans Process / Berlin
Process) the cooperation with the German National Academy of Sciences — Leopoldina, with the French Academy
of Sciences, the academies of Southeast Europe and others.

Due to the results achieved in its work, MASA and its members have won a number of high national and
international awards. In the past 50 years, MASA has won around 90 awards and recognitions — charters, plaques,
certificates of appreciation, medals and decorations from national and international scientific, educational, artistic
and other institutions. Particularly, it should be noted that MASA has been awarded with the high decoration Order
of the Republic of Macedonia for the contribution to the development of the scientific and research activity and
artistic creativity of importance to the development and affirmation of the Macedonian science and state, which is
awarded by the President of the Republic of Macedonia, as well as the prestigious Samuel Mitja Rapoport award
of the Leibniz Society of Sciences from Berlin, which, for the first time, has been awarded to MASA. Today, 22
members of MASA have the status of foreign, corresponding and honorary members, as well as holders of honorary
PhDs at around 60 foreign academies, scientific societies and universities.

The developmental trajectory of MASA unambiguously confirms that the Academy, in its 50 years of exis-
tence and work, faced with periods of heights, but also periods of descents and turbulences that are most directly
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linked to the situation in the Macedonian society, i.e. with crisis periods of different nature — the dissolution of the
former common state (SFR Yugoslavia), problems with the recognition of the international status of the country
after its independence, the embargoes and the blockades of the country in the early transition years, the internal
conflict in 2001 and the political crisis in the last two-three years. In such crises and tense periods the criticism for
the Academy grew — that MASA is an institution closed in itself, that MASA stays away from the current issues
and developments in the country, and so on. On the one hand, it is a result of the insufficient understanding of the
social role of the Academy — MASA is the highest scientific institution, where hasty reactions of columnist ‘type’,
with daily political features are not characteristic. On the contrary, MASA uses facts and arguments. The basic
activity of MASA, the results achieved in the scientific research and the artistic work is our identification within
the national and international professional and scientific community, and beyond, within our society. On the other
hand, this criticism and perception of MASA has a real basis in the fact that MASA, as opposed to the huge opus
of implemented scientific and research and artistic projects still insufficiently affirms the results of its scientific and
artistic production to the public. It is our weakness that we must overcome in the future. Of course, we cannot and
must not “turn a blind eye” to the other weaknesses and omissions which, at least from time to time, we have faced
with over the past 50 years and which we will face with in the future — insufficient scientific criticism of the events
in the field of sciences and arts, insufficient resistance to political influence etc. On the contrary, in the future, we
will have to clearly identify the weaknesses and the oversights in our work and to find out the right approaches to
overcome them.

Today we live in a world of great science. The strong development of sciences, the new technological model
based on information and communication technologies, the new wave of entrepreneurial restructuring of economies
and societies, the globalization of the world economic activity, opened new perspectives to the economic growth and
the development of individual countries and of the world economy as a whole. However, these processes, by their
nature, are contradictory. The latest global financial and economic crisis of 2007-2009 revealed the contradictions
of the globalization and the discontent of the people from it — the uneven distribution of wealth and power among
individual countries, destruction of the resources and the environment worldwide, exhaustion of power of the existing
technology and development models. These processes resulted in other problems — refugee and migration crises,
strengthening of the regional and national protectionism despite the efforts to liberalize the international trade, fenc-
ing of the countries with walls at the beginning of the new millennium, changes in the economic and technological
power and of the geo-strategic position and importance of entire regions and continents, etc. Nevertheless, one thing
is a fact — societies that aspire to grow into societies and knowledge-based economies more easily deal with all the
above mentioned problems, challenges and risks of the modern world. Of course, moving towards a development
knowledge-based model assumes large investments of resources in education, science, research and development
and in culture, simultaneously accompanied by well-conceived and devised strategies on development of these
crucial areas of the human spirit and civilizational endurance. Hence, this fact, undoubtedly, emphasizes the special
significance of the national academies of sciences and arts in achieving this objective.

In the recent years the Republic of Macedonia has been facing with the most difficult political and social
crisis in the period after its independence. We are facing a crisis of the institutions, breach of the principles of the
rule of law, the phenomenon of “captured state”, a decline in the process of democratization of the society and
falling behind on the road to the Euro-Atlantic integration processes. The problems that are now in the focus of our
reality will require major reforms, much knowledge, energy and political will to overcome them. In this sense, and
in this context, the role of MASA and of the overall scientific potential of the country in overcoming the crisis is
also particularly important.

The above summarized evaluations and considerations about the development of MASA in the past 50 years,
about the achievements in the realization of its basic activity, about the problems it faced and faces with, about the
major challenges arising from the new age and which are determined with the changes in the international and national
environment, they alone define the main priorities of our Academy in the forthcoming period:
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- Our long-term goals are contained in the mission and vision of MASA as the highest institution in the field
of sciences and arts. The mission of MASA is through the development of the basic functions that are characteristic
for all modern national academies of European type, to give its full contribution to the inclusion of the Macedonian
science and art in the modern European and world trends, and our vision is the Republic of Macedonia to become
an advanced society based on science and knowledge;

- In the forthcoming years the focus of the scientific and research activity and artistic work of MASA, in
cooperation with the other scientific and research institutions in the country and with government experts, will be
particularly focused on the elaboration of issues and topics that are most directly related to the sources of the current
political and social crisis in the country in order to offer possible solutions, approaches and policies to overcome it;

- The issues related to the Euro-Atlantic integration processes of the Republic of Macedonia, their continuous
and persistent scientific monitoring and elaboration and active participation of MASA members in the preparation
for the accession negotiations with the EU will remain a high priority on the agenda of MASA. Our ultimate goal is
the Republic of Macedonia to become a democratic, economically prosperous and multicultural European country.

- The increasing incorporation of the international dimension in the scientific and artistic work of MASA,
through the cooperation with foreign academies, scientific societies and other scientific institutions, through appli-
cation and work on scientific projects financed by the European funds and the funds of other international financial
institutions, also remains our important priority.

Let us congratulate ourselves on the great jubilee — 50 years of the Macedonian Academy of Sciences and Arts.



MMPUJIO3U. Ona. 3a men. nayku, XXXVIII 1, 2017
CONTRIBUTIONS. Sec. of Med. Sci., XXXVIII 1, 2017

MAHY
MASA

ISSN 1857-9345
UDC: 001.89

INVITED PAPER

ON OUR SCIENCE AND SCIENTIFIC WORKERS

Gjorgji Filipovski!

Macedonian Academy of Sciences and Arts

Corresponding author: Gjorgji Filipovski, Macedonian Academy of Sciences and Atts,

Bul. Krste Misirkov, No. 2, Skopje, Republic of Macedonia

The idea to write this text comes from the sci-
entific conference held in the Macedonian Academy
of Sciences and Arts (MASA), held on October 10,
2016 devoted to the situation and perspectives of
the higher education (HE) and the scientific and re-
search activities (SRA). During the preparations for
the conference, a study by Acad. Vlado Kambovski
Dispute on science and the higher education in the
Republic Macedonia in the 21st century was pub-
lished in MASA. Many statistics and official reports
on the situation were presented therein.

I would like to give an overview of the devel-
opment of science over the seven decades since the
liberation to present days. I would like to discuss the
pressing problems of our science that are awaiting
a solution, in addition about the concern of the state
for the development of science, the ups and downs
of this development, the status of the researchers in
the various stages of that development. Undisputed
is the fact that a tremendous progress has been done
to reach the present state with large capacities in
buildings, equipment, personnel, etc. planned for
science and higher education.

On these issues I will talk less using statistical
figures, and I will talk more from the standpoint of
a scientist, the way he has experienced it, as a liv-
ing witness and a direct participant in the SRA and
the HE for 70 years. It seems I am the only living
witness.

I was fortunate and privileged to follow that de-
velopments from the first day after the liberation. In
December 1944 I started my scientific career at the

Institute of Agriculture. In the autumn of 1947 [ was
selected in the first Teaching Council of the Faculty
of Agriculture and Forestry as the youngest lecturer.
I was also a member of the first academic community
when the University was established in 1949. I con-
tinued the SRA and the HE activities at the Faculty
of Agriculture until 1983, i.e. until the retirement
(three years of activity at the Institute and 36 years of
higher education activity). Even after the retirement
to present days I have continued that activity at the
Faculty of Agriculture and at the MASA. In that long
period science passed through many stages, and also
changed the state’s concern for science. The status of
the scientific workers changed as well.

Memorable are the first 10-15 years after the
liberation with a maximal concern of the state for
the development of science, higher education and
culture, a concern that even until today has not been
repeated. This concern pulled the country out of a
terrible backwardness.

In those days, for a short period of time things
have happened, for which in other Balkan coun-
tries it took decades, and in the old and developed
countries it took even centuries. For e.g., at the be-
ginning of 1945 the alphabet was adopted and the
literary language was codified. In 1946 the Faculty
of Philosophy was established, where for the first
time a word in the Macedonian language was heard
at a higher education institution. In 1949 the Skopje
University was established. Only 4 years passed from
alphabet to university. It is unknown in the history
of the European nations.

! Acad. Gjogji Filipovski was the first Scientific Secretary of the Macedonian Academy of Sciences and Arts elected in 1967
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After the liberation we were a total of slightly
more than ten scientific workers, of whom only a few
were doctors of science, and only three were former
lecturers at the Belgrade University. I was only 25
years old and [ had an experience of three years as an
assistant at the Sofia University. We all became teach-
ers —members of the first academic community at the
first university in 1949. At that time the University had
less than 100 professors. That was the nucleus from
which developed all that we have today in science and
higher education. We, the professors, had a privileged
profession in the society in those days. We had a high-
er salary than the others, and we had especially good
supply when others barely survived with coupons.
Also, with the election for teachers we received ap-
provals for individual apartments, i.e. a big premium
for that time when the majority of the citizens lived in
shared apartments. [ am not mentioning the privileges
because I wanted them, but only as an illustration of
the great concern of the state for the science and the
scientists. Many universities and scientific institutes
were established and built in that period.

Of course it could not have lasted forever. A peri-
od of stable development of the science from budget
funding came, and I would say satisfactory for the
possibilities of that period. Later the Council for Sci-
entific Work and the Fund for Funding of Scientific
Work were established. For some time I was the head
of those bodies, so [ know how big was the role of the
scientific workers in the creation of science policy
and funding of the scientific activities. The budgetary
funding was replaced with a fund one, which was
more successful. Unfortunately, then came the period
when the self-management was introduced, i.e. the
establishment of basic organizations of associated
labor. This concept was taken from the economy,
but applied in the higher education and in science
it proved unsuccessful and caused regress in these
activities. The scientific workers in their faculties and
institutes lost much of their meaning and influence.

A few years before the independence the troubles
began. With the independence they intensified. The
Council and the Fund were abolished. The scientific
workers lost their influence. The funding deteriorated
and a period of stagnation and even regression in the
SRA has come. The situation worsened further in
the last decade when the problems have intensified,
which will be discussed later. Science and scientific
workers were on the margins of society, sometimes
even ignored and discredited. This will also be dis-
cussed. Some things that have improved science will
not be forgotten.

This article reflects my personal opinion and the
responsibility is mine.

Let’s start with the problems in our science.
On some pressing problems of our science.
During the 7 decades of free life in the develop-
ment of science in our country many problems oc-
curred. I chose to write about 5 of the most important,
which in the last decade have arisen in particularly
enhanced form. Those are:
1. Low percentage of gross domestic product
(GDP) allocated for science.

2. Lack of assets for funding scientific and research
projects.

3. Blocked election of young scientific workers.

4. Small number of researchers in comparison with
the European standards.

5. Non-participation of scientific workers in the
creation of the science policy.

According to the World Bank report, the per-
centage of the GDP in the Republic Macedonia al-
located for science is the lowest in the region and in
Europe. Usually this percentage shows the concern
for science in individual countries. For the whole
period since the independence to present days this
percentage has ranged from 0.17% to 0.24% with a
mean value of around 0.22%. In some other countries
in the region this is significantly more (Serbia - 0.8%,
Croatia - 1.1%). The European countries on average
allocate about 3%, and some European countries
even more. Some Asian countries with a rapid devel-
opment allocate even twice as much as Europe. The
EU recommendation for the European countries is
3%, 1.e. more than 10 times than us. According to the
program of the Ministry of Education and Science
(MES) it is planned this percentage in the Republic
of Macedonia in 2016 to be 1%, and 1.8% by 2020,
but it has not been realized. 6.5 euros are allocated
per capita in the Republic of Macedonia and nearly
500 euros in Europe. This percentage was increased
in the Republic of Macedonia in 2012 (0.33%) and
in 2013 (0.44%). However, it has not improved the
projects financing, because this increase was due
to the procurement of laboratories and translation
of literature. The newly procured equipment will
improve the working conditions in the scientific in-
stitutions, but without the funds for projects the new
equipment will remain underused. Concerning the
funds for translation, many feel that they would be
more usefully and more effectively used if they were
given to the libraries of the scientific institutions for
the procurement of foreign literature and journals.
Many of the translated books have been earlier used
in the original by the researchers.

Nowadays, in the information society, which is
based on knowledge and scientific achievements,
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the investments in science accelerate the overall
development of a country. It is proven by the most
developed countries and by the developing countries
with very rapid development.

The insufficient projects funds is the constant
problem of our science. The funds allocated for sci-
ence are used for salaries, material costs and pro-
jects. The Projects funds are constantly reduced and
we have reached the present situation when these
funds are rarely granted, and possibly for bilateral
projects, i.e. for joint projects with other countries,
in a modest amount.

The Vice Rector for science of the University of
Ss. Cyril and Methodius (UKIM) recently said that
in the last 10 years UKIM has not received funds
for scientific and research projects. This fact has
several negative consequences: the enormous re-
sources invested in science in these seven decades of
free life (for buildings, equipment, personnel, etc.),
remain unused or underused. In order to make these
investments “operable” only a small percentage of
those assets is required. Moreover, the lack of funds
for projects reduces the scientific production and
represents a major problem for the advancement of
the scientific workers. Papers are arguably required
from them, but no funds have been provided for the
papers. In addition, the lack of these funds makes
it difficult to prepare the young generation for sci-
ence because it requires participation in the projects
implementation. The lack of funds for science is
one of the reasons why UKIM is not among the top
500 universities in the world, unlike, for example,
Belgrade and Zagreb University.

This lack of funds for scientific and research
projects was experienced by me and my associates.
For more than § years we have been searching, in
vain, means to complete the project for preparation
of 63 soil maps and 11 studies on our soils. All the
necessary scientific materials have been collected
over many decades. The project was successfully
completed thanks to the understanding of FAO (UN
agency), which has granted us 340,000 dollars from
its fund for science. We were embarrassed in front
of their experts who helped us because they have
shown greater interest in our soils than our country.

The funds for projects and for election of young
scientific personnel have been reduced or cancelled
in addition to the realization of the concept of com-
bining the lowest GDP per capita with the highest
number of universities per million inhabitants in
Europe. This concept has been applied only in the
Republic of Macedonia. New universities are also
established. The concept does not meet our financial
and personnel capabilities and needs. It is based on

the illusion that quantity replaces quality. A good
expert cannot be replaced with 5 trained persons
with insufficient knowledge. Practice has shown that
this concept has not reflected positively on the level
of the higher education and science. I would like to
note that in this region there are usually about 3 to
4 universities per million inhabitants, and in some
rich countries (California, France) below 2. In the
Republic of Macedonia there are 12. Maybe it should
be considered to review this concept.

The third and perhaps most painful problem is
blocking the election of a scientific offspring. Full
professors retire each year, and there is no mech-
anism to train young and proficient scientists. For
this purpose there used to exist funds for assistants
that, by engaging in teaching, through completing
masters and doctoral studies, which lasted about 8
years in total, were well trained for election into Do-
cent title. By abolishing the assistantship positions
the funds for scientific offspring were abolished. I
know that there are other ways of training. But they
cannot be based on a voluntary basis. The Faculty
of Agriculture Sciences and Food, where I was a
Professor for 36 years now has only one assistant. In
my time, only for my subject there were 2 assistants,
1.e. more than at the entire Faculty today. The state
of the scientific offspring, unfortunately is similar
at the other faculties, too. Without young scientific
personnel science has no future. In our country, for-
tunately, there is plenty of capable personnel who has
graduated with high marks and to whom the doors
of the universities are closed. They are knocking on
other doors abroad.

In the last decade on budget funds tens of thou-
sands of young people with completed studies have
been employed. The media reported that some of
them stayed at home and received salaries, includ-
ing those at the Ministry of Education and Science.
Only a small percentage of that large number (1-2%)
would be sufficient for UKIM to obtain, for example,
a thousand young talented and promising people,
for each faculty of about 50 that will secure its own
future. There are no justified reasons why this has
not been done or why it is not being done.

The consequence of the small funds given to
science in our country is the small percentage of re-
searchers, especially young people, on 1,000 employ-
ees compared with the European countries, where
we are striving. According to the World Bank data,
in 2007 in our country there were 1.6 researchers
per 1,000 employees, 3.4 in Bulgaria, 3.6 in Croatia,
and 6.6 in the EU. Numbers speak for themselves.

Finally something about the participation of
researchers in the creation of science policy. Today
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there are, at national level, bodies in which partic-
ipate scientific workers, too, within which are pro-
posed strategy, program and funding of the SRA
aligned with the overall development of the country.
The opinion of the researchers is less important than
the opinion of some employees of the MES, which
have never dealt with science. It was not always like
that. After the independence the Council for scientific
work and the Fund for SRA were abolished. With
the abolition of the Fund, the fund financing was
replaced with a budget financing where scientific
workers do not participate and which has far fewer
resources. This situation has continued until present
days. With the Law on SRA an attempt has been
made after two decades to renew the work of these
bodies. Relevant legal provisions have been adopt-
ed, but concerning the participation of the scientific
workers, those legal provision for several years have
not been implemented in practice. I do not think that
anyone can benefit from it.

I can remember the following matters that have
improved science over the past seven decades:
1. The period of the first 10 to 15 years after the

liberation when science had a high priority, and in

addition, the researchers had a privileged status.

2. Iremember in that period the quite unexpected
decision to vacate the largest newly built building
in Skopje, which belonged to the Ministry of
Interior in order to accommodate therein several
faculties for which new buildings have not been
built. It was unexpected to us, because we knew
what an important role that Ministry had in the
society in those days. Unfortunately, the earth-
quake destroyed this building. It was opposite to
the Holiday Inn hotel, which is now a parking lot.

3. The financially unlimited support of the Univer-
sity for mitigating the damages of the Skopje
earthquake. In a short period of time the universi-
ty buildings, dormitories, professors’ apartments
were reconstructed and new buildings for several
faculties and dormitories were built. I remember
that period well because as a Rector I had the
major task to restore and build the University.

4. Great incentive for the promotion of science
and art was the investment of large funds for
the construction of the new building of MASA
and later, after the independence, its annex, too.

5. Iremember, as a good one, the decision to es-
tablish the Council for Scientific Work and the
Fund for Funding of Scientific Work because
scientific workers have become a factor in the
creation of science policy and funding of scien-
tific activities.

6. Talsoremember, as a good one, the expert Gov-
ernment and the first parliament that were will-
ing to do everything for science in the situation
of the weak opportunities in that period.

7. The group of positive decisions includes the
Decision from some years ago to invest in the
procurement of new laboratories.

Since the independence the development of
science has been stagnant or has been going down.
The funds for SRA are reduced, there are not new
investments in the university buildings, the scientific
facilities and equipment. The funds for scientific
and research projects and for the selection of young
scientific workers have been abolished. This is es-
pecially true for the last decade.

Here are some other items that confirm the mar-
ginalization of science and scientific workers, and in
some cases their ignoring and discrediting:

Several years ago the Ministry of Science was
abolished and was merged with the Ministry of Ed-
ucation. In the joint Ministry the funds for science
are reduced and flow into education.

In the joint Ministry of Education and Science,
science has a subordinate role not only with the loss
of the funds allocated for it. We do not know whether
this Ministry has an assistant minister for science be-
cause we have not heard from him nor we have seen
him. The Ministry’s main concern is the education,
of which they constantly talk about. We have not
heard a word about science. We do not have informa-
tion about the activities of that Ministry in proposing
measures for promoting science. We have not heard
that analyses of the situation in science are performed.
There is not much desire to hear the opinion of the
scientific institutions and scientific workers.

The scientific community has not been informed
whether the Government and Parliament periodical-
ly consider the state of the SRA and whether they
propose measures for its improvement.

The provisions of the Law on SRA relating to
the participation of scientific workers in the cre-
ation of science policy are not implemented. For
example, the National Council for Higher Educa-
tion and SRA and Technical Development has not
been constituted. According to the Law it should be
composed of representatives of the Government,
the academic community and the business commu-
nity. The Council for SRA has not been constituted,
which is imagined as an expert advisory body to
the Minister of Education and Science. The Board
of Ethics has not been constituted. All this says that
there is no desire to hear the opinion of the scientific
workers. One gets the impression that the opinion of
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some Ministry employees, who have not worked in
science, is more important than the opinion of those
who know better what science is.

Since the independence the Parliament has not
reached a Long-term strategy for development of HE
and the SRA, although laws have provided for that.

In the last several years the Parliament has not
adopted a program for the development of the SRA.

Not even the fund on financing the SRA has
been constituted, although such funds exist in all
countries. The Council for Scientific Work and the
Fund for Funding the SRA have been canceled with
the independence.

SRA is still treated as an expense rather than as
one of the most important pillars on which rests the
rapid, stable and sustainable social development.

Lately, some things occurred that clearly illus-
trate the marginalization and ignorance of science
and scientists:

I will begin with the “11 October” award of
some time ago. The law provides these prizes for
lifetime achievement to be awarded for achieve-
ments in science, culture, economy and other social
activities. This year, four prizes were awarded and
all just in the cultural area. As far as I know, this
is the first time that a prize in the field of science
has not been awarded. Isn’t there anybody who has
deserved it? Do they who award prizes know that
among scientists there are acknowledged one, not
only in the country, that there are those who have also
received international acclaims and those who have
been visiting professors at prominent universities? Is
this the way to treat science and scientific workers?

I will continue with other examples.

This spring, the highest prize “Goce Delchev”
was awarded for achievements in the field science
in the previous year. [ was one of the winners and |
was asked to express appreciation on their behalf.
When I looked in the audience with the intention to
greet the officials, I realized that there wasn’t any-
one of the top figures of the country. There wasn’t
any minister. Not even the Minister of Science was
present. There wasn’t a single representative of the
Assembly. Only the deputy minister of science and
education was present. There were no television
cameras. Among the papers only “Vest” announced
the awards and the names of the winners. Only si-
lence from the other newspapers. It is good that is not
the case when awarding prizes in other areas. We, the
awardees, asked ourselves — why have we deserved
this treatment of ignoring the scientific workers. It
was not always like that. When I was awarded the
“11 October” award twice (before and after the in-
dependence) fortunately it was not like that.

However, it is not only this. The winners of the
highest state awards and only in the field of culture are
awarded pension supplement to a certain amount. It is
also received by singers — performers of folk songs. It
is a welcomed gesture. Many scientific workers have
expressed me dissatisfaction why it does not apply
to them. Is it a coincidence or they are forgotten or
something third? That third is called discrimination.

[ will describe another case of ignoring the sci-
ence and the scientists. On October 10, on a Solemn
meeting MASA marked the 49th anniversary of its
foundation. At the same time, MASA declared two
prominent foreign scientists for holders of the inter-
national recognition “Blaze Koneski” for the study
and promotion of our science and culture. Then, a
scientific conference was held with 13 papers focus-
ing on the state and prospects of higher education
and the scientific and research activities. Again, there
wasn’t any official, not even one person from the
Ministry of Education and Sciences to hear the real
situation in those areas and the proposals for its im-
provement. Maybe that’s why they did not come, so
as not to spoil their idealized image for those areas,
far from the true one. If they were not willing to hear,
at least they could have listened.

Now, a few words about the attitude of the media
towards science and scientists. In several newspapers
every day, one to two pages are devoted to culture,
which is to be welcomed. However, about our sci-
ence, the various scientific events, the achievements
of scientific institutions and the scientific workers,
about the received awards you will find in the news-
papers from time to time only short articles. Again —
ignoring. Unfortunately, this situation is not without
the fault of the researchers themselves.

I was thinking how to finish this article about
the unsatisfactory situation in the area of our science.
Reading for the second time the book “On Macedo-
nian Matters” by our great personality Misirkov, I
noticed a passage about the importance of science and
culture. That paragraph in the original is the follow-
ing: Science and literature are the most important fac-
tor in the development of a nation to become a nation.
The degree of development of science and literature
in a nation is measured with its culture and that is
how nations are divided: those with cultural and those
without culture; those with culture rule, and those
without culture are slaves. It was written 100 years
ago by a man with a true vision for comprehensive
development of his people when it will be liberated.
Do those that today reach decisions about science
have the vision of Misirkov from 100 years ago?

Can the current situation in science be im-
proved? Of course it can. It requires a turnabout.
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First, in the understanding, as a prerequisite for all
other changes. This means that science cannot be
treated as an expenditure, but as a very important
factor without which there cannot be a quick, overall
social progress in the country. Science is treated like
that in all developed countries and in the countries
with rapid development. All minds that know and
can suggest a good strategy for a long-term devel-
opment of the SRA need to be mobilized, and, also
to suggest a program for the implementation of the
strategy on shorter timelines. That proposal should
be considered by the authorities (Government and

Parliament) and a strategy and program to be adopt-
ed. It will be the easy part of the job. The implemen-
tation is more difficult. This requires a lot of political
will, a lot of energy, a lot of money \ deep reforms,
consistent with the country’s needs and the recom-
mendations of the EU, towards which we strive.
Scientific workers are not hopeless. They expect
the turnabout to begin next year with the formation
of a stable government, regardless of who will form
it. They are deeply convinced that countries with
such situation in science, such as ours, cannot have
a bright future.
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ABSTRACT

Objective: To explore the perspectives of nutritional therapy and dietician practitioners, undergraduate students
and academics working with people with type 2 diabetes and who are from culturally and linguistically diverse
(CALD) backgrounds. Methods: A qualitative study design of in-depth semi-structured one-on-one interviews
with a total of 24 participants (8 practitioners, 8 students and 8 academics) in the fields of nutritional therapy and
dietetics. Open-ended questions focused on the perspectives and experiences (learning, practice and teaching)
of working with people of CALD backgrounds who have type 2 diabetes. All interviews were recorded for the-
matic and textual analysis. Results: Inter-related themes which were confirmed with investigator triangulation
were the understanding of (i) the concepts of culture and diversity, (ii) the concepts and influences of health,
diabetes and food across cultures, (iii) influences within and across cultures and (iv) systems and resourcing.
Overarching perspectives across these themes suggested frustration in having sufficient capacity to assess com-
prehensively, to deliver effective, comprehensive and high quality management plans, and to achieve required
health behavioural changes with people from different CALD backgrounds. Conclusions: There’s a need for
improvements in the undergraduate education and training and in professional development programs; training
and resourcing of interpreters in delivery of health-related information and working with health professionals;
for focus on culturally appropriate management plans that involve consultation with key decision makers in
families and communities; and, reviews of the systems for supporting and resourcing nutritional therapists and
dieticians in professional development from undergraduate to practice levels.

Keywords: Diabetes service, Culturally and linguistically diverse, CALD, dieticians, nutritional therapy.

INTRODUCTION In Australia, accredited ‘Nutritionists’ and ‘Di-

eticians’ are recognized for practice through one or

Australia is experiencing high rates and costly
complications of type 2 diabetes amongst numerous
countries worldwide. With a population of just over
20 million, 1.7 million had type 2 diabetes of those
that were registered in 2005. It is estimated that by
2031 it will have doubled to 3.3 million [1].

more members of the Federation of Nutrition Organ-
isations, such as Food Standards Australia and New
Zealand, the Nutrition Society of Australia, or the
Dieticians Association of Australia [2]. The distinc-
tions between a nutritionist and a dietician lies in the
number of years to qualify, being around 3 years for
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nutritionists and 4-5 years for dieticians, hence, their
roles and responsibilities are different. Nutritionists
help people achieve their health goals by providing
information and advice regarding health and food
choices. They also have expertise in public health
nutrition and community health [3]. Dieticians how-
ever, are qualified to work in private clinical prac-
tice, hospitals and in medical nutrition industries. A
dietician can prescribe a dietary treatment to people
who have medical and physical conditions, such as,
food allergies, cancers, overweight, type 2 diabe-
tes. A dietician can also work in public health and
community health [3]. In both professions, for type
2 diabetes for example, the key role is to optimize
food and nutritional intake for health, often also to
achieve weight loss, behavioural change and to work
as a contributor / collaborator to a multidisciplinary
health service team [4].

There is little empirical research to guide health
care professionals regarding the most appropriate
approach for working with people of culturally and
linguistically diverse (CALD) backgrounds, with
type 2 diabetes [5]. There is also little to guide un-
dergraduate teaching, ongoing professional develop-
ment, policy and resourcing to ensure depth, quality
and effectiveness [6]. The purpose of this study was
to gather information by interviewing upcoming and
existing members of the fields of dietetics and nutri-
tional therapy in an effort to identify descriptive cat-
egories that could be used to inform practice and the
associated education, policy and resourcing systems.

MATERIALS AND METHODS

Design

The qualitative approach adopted for this study
was based on ‘interpretative structures, emotionality
and power relations that permeate’ the health profes-
sional and client meetings [7]. Knowledge capture
was of interpretations from practitioners, academics,
and students in the nutritional therapy and dietetics
professions of their interactions in working with
CALD background clients who have type 2 diabetes.

Study Setting

Semi-structured in-depth interviews were con-
ducted. An interview guide was used to prompt dis-
cussion regarding the cultural diversity and the per-
ceptions/experiences of each interviewee in work-
ing with migrant and refugee clients; and to explore
strategies for change. This guide was developed by
the research team, experienced in mixed methods,
which comprised a biomedical scientist, a public and
allied health specialist and researcher, and a student

of nutritional therapy. Interviews were undertaken by
a consultant with expertise in qualitative research,
in working with multicultural communities and in
anthropology. No payment was provided for par-
ticipation; the interviewer travelling to the site was
nominated by each participant.

A total of 24 in-depth interviews of durations
ranging from 1-3 hours were conducted. These were
with 16 professionals who each had recognized qual-
ifications in the fields of nutritional therapy or die-
tetics and who each had been practicing as a health
professional (n=8) or teaching and researching at
a University (n=8) for at least 3 years. Eight stu-
dents who were enrolled in undergraduate courses
from Universities across Melbourne were also in-
terviewed.

Participants

Participants were recruited using a non-proba-
bilistic maximum variation sampling strategy so that
the collected data would show sufficient variation of
perception and experience. A general information
pack about the study was forwarded to public and
private health service organizations that employed
nutritional therapists and dieticians, to individual
professionals who worked in these fields, and to the
academic departments of universities around Mel-
bourne which provide undergraduate education and
training and employ academics and researchers in
these disciplines. Those interested in participating
in the study contacted the research team directly,
and were provided with more detailed information
sheets about the research prior to signing the consent
to participate. All participants gave informed consent
to participate in this study, which was approved by
the Human Research Ethics Committee of Victoria
University, Australia.

Data Collection

Questions were asked sequentially in 3 sections,
each with agreed upon questions, statements and
probes to elicit information. With exhaustion of
responses to each section, the interviewer moved
the discussion to the next section. The number of
interviewees in each category (practitioner, n=8; aca-
demic, n=8§; student, n=8) was sufficient to gain con-
fidence that no new themes were emerging. The first
section was introductory and to explore experiences
and perspectives on the topic of ‘cultural diversity’.
The second section allowed for an in-depth account
of what transpires in meetings between a health pro-
fessional and the client of CALD background with
diabetes. The third section was to foster ideas and
innovation for practice, resourcing and systems.
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Analytical Procedure

Interviews were recorded with the consent of the
participant. Each recording was transcribed verbatim
and entered for qualitative analysis in the workspace
of the NVivo 9 program (OQSR International Pty
Ltd). Cluster analysis was performed to analyse word
similarity across transcriptions, and Pearson corre-
lation coefficients were determined for each pair
of transcriptions. One researcher (KB) first coded
the data according to content analysis to gain 168
codes parsed into 1073 coding references. Through a
reiterative process involving group consensus and a
focus on straight subjective description, codes were
grouped into themes with sub-themes. The deriva-
tion of themes was considered complete when all
members of the research team concurred that the
generated collection of themes captured all of the
participants’ responses to the interview questions.
The descriptive-qualitative approach enabled the
researchers to “stay close” to the data and understand
the subjective experiences of the participants; this
is considered the method of choice when a straight
description of the data is desired.

RESULTS

Suggestive of both theme saturation and a suit-
able sampling technique, cluster analysis revealed a
moderate to high degree of word similarity across the
24 transcripts, with Pearson correlation coefficients
between transcript pairs ranging from 0.61-0.97.
The results are presented as a summary of the main
themes identified in the analysis of the data, accom-
panied by representative quotations from the partic-
ipants (practitioner, n=8; academic, n=8; student,
n=8). Data analysis provided rich descriptions across
different themes suggesting frustration in having suf-
ficient capacity to assess comprehensively, to deliver
effective, comprehensive and high quality manage-
ment plans, and to achieve required health behav-
ioural changes with people from different CALD
backgrounds. From the analysis it was evident that
there were inter-related themes with investigator
triangulation, however, 3 primary theme outcomes
were evident.

Understanding the concepts of culture

and diversity by health professionals

Culture and diversity is the quality and variety
of different cultures, as opposed to a homogenous
culture. It is important to understand the conceptu-
alizations of culture and diversity amongst different
individuals. We analysed this by comparing the un-
derstandings of health professionals, academics and

students. It was apparent that across the professions

there was great variation in their interpretation of

culture and diversity. A group of respondents per-
spective on cultural diversity was based on language
and food:

Practitioner 5: By culture  mean people’s language,
food ideas, eating patterns, food rituals and
beliefs

Student 3: It’s not just about cultural diversity but
about diversity, right, because we have religious,
political, philosophical and linguistic diversity

Student 4: 1t is about nutrition and it is about cul-
tures too

Student 6: About the different cultures and what
they eat I guess...

Student 7: 1t is people from all different cultures all
coming together..

Interestingly, for some respondents, the defi-
nition of culture and diversity was related to the
individual and experiential level:

Academic 4: 1t [culture and diversity] is not some-
thing that I can define and say that is it. It is
broad and it has so many meanings for so many
people that it is not something that I feel com-
fortable defining I guess...

Student 1: I understand cultural diverse when people
from different countries. Um, it is hard, difficult
and people not understand you...

With the gathering experience of working with
people of different cultural backgrounds, came ac-
knowledgement of not knowing what is not known
and the difficulties of influencing clinical practice
positively with this knowledge:

Academic 4: 1 think my definition of culture has
become more confused over the years...

Student 5: 1 guess cultural diversity for me was very
complicated and brought out more problems
than solutions for the patients.

The changing acknowledgement of culture and
diversity for practice was noted:

Academic 2: Like all new and ‘in’ concepts, ideas
and philosophies everyone is doing it, thinking
it, practicing it and engaging in it. My concerns
are that a lot of people are paying lip service to it.

Academic 4: What is culturally right today may
change tomorrow...

Even though some respondents, in particular
academics, indicated an interest in learning more
about cultural diversity and the need for health pro-
fessions to do so, others, in particular students, were
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less interested in advancing the learning of culture

and diversity for practice:

Academic 1: We often see people from different
cultures and we have very little understanding
about who they are; what they think and feel
about our ideas around nutrition, cooking prac-
tices and health.

Academic 6: 1 do love cultural diversity. It keeps
us all on our toes. It is vibrant and emotionally
charged. The cultures have changed and will
continue to change and we have really no idea
of what, how and in what way we should be
working with them...

Student 4: Like if they come into our country isn’t
it about our rules? Isn’t it about what we know?
So why do we not just tell them, look this is
how it is?

Student 6: And I think that when I go into private
practice I am going to be seeing Anglo Saxons
mainly.

and perhaps not as cognisant, as the following re-

spondent, of the risks of not learning:

Academic 4: 1 know that | have to be so careful and
aware of the different cultural nuances

Concepts and influences of health,

diabetes and food across cultures

Metabolic syndrome (diabetes, cardiovascular
disease, cholesterol) is caused by a combination
of lifestyle (physical inactivity, lack of sleep, diet,
stress, obesity), immunological complexity and ge-
netic factors [8-10]. An understanding of the link
between food and diabetes and overall different food
groups and its effects on health, varies amongst dif-
ferent cultures and varies according to their edu-
cational status. Respondents did not have a clear
understanding regarding the different ways in which
health, ill-health and their relationship to food was
understood by clients from CALD backgrounds:
Academic 4: 1 think that it is also interesting that

people have different ideas about what health is.
Academic 3: Well yeah I have even thought that,

what do people think about illness? health?

healthy eating?.

One particular responded explored this under-
standing, to reveal broadness in the concept of health
and its relationship to ill-health, and based this on
what they were involved or influenced by in the past:
Academic 4: We ran some focus groups with the

women and they said that healthy is just having

a happy family really.... and, some women said I

am healthy when I take my blood pressure tab-

let and my blood pressure doesn’t go up.... and
[’am healthy when I can get up in the morning
and I can still take 10 tablets not 20 like others
in this group.....

because of having starved and survived refugee
camps and having long periods of not having
food, a chubby child or person is a healthy per-
son or child.

The incidence of type-2 diabetes has increased
exponentially in the last 50 years, which is in parallel
to obesity and inadequate diet. In 1985 30 million
were registered as being diabetic, compared to 285
million in 2010 and 350 million today worldwide.
It is recognized as a global epidemic by the World
Health Organization [ 11]. Interestingly, respondents
commented on the increasing rates of type 2 diabetes
however, this exponential prevalence was viewed
differently amongst various communities, ranging
from denial to normalization of the condition:
Practitioner 3: They don’t like to hear about dia-

betes because in some cases diabetes is too far

removed from their everyday reality. It is what
happens but not what you live day in day out.
Student 5: My dad is a diabetic and so is my mother
but I have never seen them change their diet or
stop drinking so if it was serious they would prob-
ably do that. We never speak about it so [ assume
that it isn’t a problem for them. I guess it might
sound weird to you but it is normal in my family...

Furthermore, there are major misconceptions
and mistaken beliefs relating to what diabetes is and
how one should deal with it.

Practitioner 2: Aside from all these factors we have
the issues about illness constructions, beliefs,
values and misconceptions.

Practitioner 5: 1 think she did believe that one
‘catches diabetes.

Academic 5: They believe that diabetes is caused by
sugar ... that in Australia, food is not healthy ...
it is injected with hormones that cause so many
problems with their health ... that stress levels
and family disharmony really cause ... illness-
es like diabetes ... if they stop worrying then
everything will be okay ... if they could just get
their family issues under control then everything
will settle with their sugar.

Practitioner 1: 1 noted that there were language,
cultural and health barriers in the hospital. When
I say health barriers I mean health beliefs ...
For me this is the lived experience of culture;
culture’s impact on health and illness.
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Diabetes is a complex condition, which can af-
fect the entire body [12]. Understanding of what
diabetes is, is important, however, patients tend to
place insufficient importance on diabetes and on its
management:

Academic 5: Diabetes is a funny condition ... itis a
condition that is ... not seen as important. They
can’t really see an effect or feel pain therefore it
is not a condition that they need to worry about
... they tend to disregard information about di-
abetes and the various warnings.

Many people have a general idea of what diabe-
tes is, but misconceptions about the causes may lead
to negative health and management outcomes. In fact
these misconceptions have negative impacts on the
uptake by the patient of advice. It is interesting that
such beliefs exist, and is considered as fate, a curse,
a result from past sins, etc.:

Practitioner 6: There’s a lot of fatalism that is out of
their hands, what’s the point in doing that, it’s
about a curse they put on them in the village...

Academic 6: Someone at church gave me ‘mati’
(evil eye). I got diabetes because I’ve been bad.

Practitioner 1: Bad spirits cause disease, medica-
tions may not be able to cure you of the bad
spirits.

Academic 6: Fruit increases blood sugar, so they
don’t eat fruit and when you try to explain that
it is not all fruit they don’t want to hear it. They
have this resistance to taking insulin. They be-
lieve that insulin means or equals death...

Understandings and influences within

and across cultures

The next theme that was extracted from the anal-
ysis was participants’ perceptions of food and cook-
ing amongst migrant patients with type 2 diabetes. It
was the general understanding amongst academics,
practitioners and students that certain food practices
and cooking methods were unhealthy. Their under-
standing was that as perceptions of food amongst
certain migrant groups were not the same as it is in
the western society, this would as a result make it

a challenging task to educate them about new and

healthier food and cooking methods in the country

of settlement. One participant reported,

Student 1: Unfamiliarity with our food or unfamil-
iarity with our cooking practices here that they
don’t have that concept of what is healthy eat-
ing. A lot of the African refugees don’t have...
they don’t have that concept of what is healthy
eating? They don’t link...food to health like
we do.

This lack of understanding and familiarity of
what constitutes “healthy” food and cooking prac-
tices that exist in the host society coupled with un-
healthy misconceptions of weight and body image
can be perceived as a dangerous combination for
the management of diabetes. This was evident by,
Student 2: Being overweight is considered healthy.

Oh and oh my God, I have seen some of them

put so much salt on their food that I nearly died.

Moreover some academics clearly pointed out
the importance of adopting their cultural cooking
methods and foods into healthy diets.

Academics: How can you integrate foods that are
culturally relevant to you into a healthy diet here
and I think that is what one of the things that
you have the best health outcomes when you
can integrate some of their...um... yeah, their
cultural diet into a well-balanced Australian diet.

Even though this suggestion about the adapta-
tion of ethnic cooking methods according to a more
healthier version of Australian cooking methods is
put forward with a well-meaning intention it could
lead to assumptions that could negatively impact the
relationship between the health care professional and
the CALD client. However it was evident that there
were also health professionals and academics that ap-
peared to have a more impartial view about cultural
and ethnic cooking methods and food consumption
patterns of CALD communities. As one pointed out,

The concept of food, as part of the social and
religious fabric, is not just about body nourishment.
A focus on the world of food and culture is needed
in your areas of work.

This quotation however, implies that there is
a negative perception amongst some participants
in that all ethnic cooking methods and diets were
unhealthy and should be adapted to the Australian
way, if the diabetic CALD patients want to lead a
healthy lifestyle. This lack of understanding would
lead to wrong perceptions of cultural / ethnic ways
of cooking and therefore, would even lead to a larger
gap between the health professional and the CALD
client. This signifies either the need to train more
health professionals from CALD background or the
need to provide more cultural knowledge to students
of health disciplines. The lack of knowledge about
ethnic food and cooking methods and food practices
could lead to dangerous assumptions of ethnic cook-
ing and food practices that would result in widening
the gap of communication between the CALD client
and the health professional which could consequent-
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ly result in the ineffective diabetes education among
CALD groups.

Furthermore, the recognition of the importance
of gender roles in different cultures is essential when
recommending diet regimes to patients with diabe-
tes. The theme of capacity of clients to implement
dietary and other lifestyle changes in their homes
and communities and the impact of gender roles
in some cultures on this capacity was mentioned
particularly by many practitioners but also by one
academic. In some cultures, for example, the gender
roles of ‘women doing the cooking’, and ‘men doing
the decision making and talking’ are very defined;
in others, these roles are less distinct.

Practitioner 7: 1 ask about gender roles within that
culture. For example, what are the roles of a
man and the roles of a women and who takes
charge of a person’s health. How gender roles
may impact on that may need to be made.

Practitioner 3: A situation arose when a gentleman
didn’t like his wife’s cooking so therefore he
ate 8 bananas instead of the meal his wife had
made. He said it is not his place to question his
wife’s cooking.

Another participant spoke of a situation where
she was regarded as insufficiently qualified to give
advice or treat a male client who preferred to see
a male practitioner. Dependence of females on the
males to attend consultation sessions was also iden-
tified.

Women of certain cultures don’t drive and may
not have access to facilities, appointments and ed-
ucation forums. Some women rely heavily on their
husbands for lifts to their appointments and the men
may not be interested or see a need for the woman
to go to their appointment ... There are also issues
using public transport in some cultures, for all sorts
of reasons.

Interestingly, some participants also expressed
their concern over how certain types of body image
among males and females could have an impact on
the onset of diabetes.

Dietician 6: South African women believed that it
was good to be overweight because that was an
indication that you had money and were not hun-
gry. This was very important for each person’s
self-esteem and for the community.

Moreover, the theme that was identified by the
researchers, was the hardships that the health profes-
sionals went through when working with interpret-

ers. Some interviewees spoke about the importance
of working with interpreters, but mentioned also such
challenges as much more appeared to be translated
by the interpreter than was asked by the practitioner;
or translations that did not appear to reflect exactly
what was being stated by the practitioner.

Practitioner 6: 1 will try and have a professional
consultation but the interpreter can actually sab-
otage that and make the whole consultation very
unprofessional; having a conversation when [
am trying to explain something, interrupting me
while I am talking, giving advice.

Academic 4: You need to be aware and check that
the translation is correct, that the translators un-
derstand the cultural nuances of that and that is
within the context of what the client was saying
and not taken out of context.

To elaborate on the quote given by Academic
4, points out the notion of cultural nuances and dif-
ferences and nuances of languages that have been
commented on in the final report of the Survey of
Asian people and health professionals in the North
and West Auckland, 2001 could be brought into light.
For example the report that the Asian Health Support
Service produced states that an advice such as “you
have to take this medicine until finished” could be
very well misunderstood by the Asian patient. He/
she could understand it as that he/she has to take the
medicine until he/she dies (Survey of Asian peo-
ple and health professionals in the North and West
Auckland) [13].

For example, I will try and have a professional
consultation but the interpreter can actually sabotage
that and make the whole consultation very unpro-
fessional; having conversations when I am trying
to explain something; interrupting me while I am
talking; giving advice; looking at people’s food chart
and then proceeding to point to particular foods as
if they are running the consultation.

The above quotation from a dietician’s inter-
view shows that clearly there was no collaboration
between the health professional and the interpreter.
It also demonstrates that there is a lack of mutual
understanding between the 2 parties. This clearly
points out the importance of prior establishment of
a professional relationship between the health pro-
fessional and the interpreter to the actual clinical
presentation of the client.

The most common theme that was identified was
related to the education, particularly at undergraduate
level being the limited learning of cultural diversity
offered at tertiary education levels. The processes
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of dealing with and taking cultural elements into
account of CALD patients were not theoretically
taught to undergraduate and postgraduate students
in their training. Many participants pointed out the
lack of education they received at tertiary education
regarding communicating and dealing with patients
from CALD backgrounds.

Under the ‘theme’ of not having learnt enough
regarding issues dealing with cultural diversity at the
tertiary level or during training, the majority of the
participants (18/24) spoke about the minimal amount
of cultural diversity learning during their university
degree and the need to place greater emphasis on cul-
tural issues within the university’s education system.

Academic 1: 1 don’t think the curriculum teaches a
lot about cultural diversity.

Practitioner 3: 1 can’t remember having learnt a lot
about cultural diversity. In fact it was extreme-
ly limited. My experience of cultural diversity
happened outside of my course, from friends.
I learnt about cultural diversity when I did my
work experience.

Many participants believed that education of
cultural diversity could not be delivered theoretically
in classes.

I would have to say that I don’t think one can be
taught theoretically about cultural diversity. I think
that the only way to learn is to practice.

Rather it should include aspects related to:

e all cultures, not just the cultures that are ‘in

vogue’ at the time

e diversity in terms of religion, philosophy,

politics and language

e beliefs, practices, traditions, customs and in-

terpretations

e practical examples using real life scenarios

(e.g., working with an interpreter; working
with a client who cannot cook certain foods
because of home/community influences

DISCUSSION

The successful interaction between cultures and
the effective implementation of holistic care is de-
pendent upon health care providers having a degree
of cultural awareness and sensitivity to the needs of
their migrant and refugee clients. Such ‘competency’
is theorized as facilitating and promoting the pro-
fessional’s ability to collaborate effectively with the
client [14-16] and therefore to provide an effective
service. It includes improving practitioner/patient
communication and thereby, relationships, under-

standing of diverse beliefs and perceptions about
health and wellbeing [ 15]. From a social justice per-
spective, effective cultural health communication is
equally important in ensuring fairness in healthcare
access by CALD communities.

In addition, they contribute to blame alloca-
tion and labelling between health service providers
and their clients. Hence, a client may be labelled as
‘non-compliant’ or ‘difficult’ for not following a pro-
fessional’s advice; a health service professional may
be labelled as culturally incompetent or inappropriate
in recommending food and lifestyle changes that are
not feasible in faith-based and CALD environments
or not practical for the every-day experiences of mi-
grants and refugees as they adjust to the new country
and its systems [17].

There has long been a call for healthcare pro-
viders to improve their level of knowledge about
cultural differences and the different interpretations
of health and illness by diverse communities [14,
18]. Effective health communication that is cultur-
ally suitable, and that is combined with diabetes
prevention education, health promotion and man-
agement approaches that are tailored for migrant and
refugee communities, is regarded as essential [19,
20]. Cultural diversity is said to be learnt through
experience, education and training [21]. Providing
training on diverse settings which cater to people
from diverse cultures during the years of education
to these health professionals would be beneficial and
effective in attaining cultural competence. Provision
of such training in diverse cultural settings during
the years of training could put a good foundation to
the future exposure to patients with diverse cultures
by these health professionals.

Understanding or having a general idea of the
culturally ascribed roles of men and women of dif-
ferent communities would be an important task for
the health professional to facilitate optimal diabe-
tes self-management and lifestyle change. Barriers
to diabetes self-management included women not
being allowed or licensed to drive, not being able
to take public transport through fear or a cultural
requirements, and not being given permission to
talk or make eye contact with practitioners or in-
terpreters during consultations. In some cultures,
same sex practitioners were also a requirement. In
others, there is a key person who cooks and shops
— this person may not be the client. Such cultural
differences suggested the need for practitioners to
adopt a flexible approach and be sensitive to their
ways and mannerisms. It requires the incorporation
of searching for gender role and inclusion solutions
in conjunction with the client, and/or ‘researching’
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particular cultural considerations that might impact
on the success of the service.

Furthermore, another major challenge that these
health professionals faced was their interaction with
the interpreters. Viewed collectively, interpreters
seemed to be deemed as a ‘necessary evil’. Accu-
rate communication was identified as being clearly
important for the treatment of clients with diabetes
- treatment relying largely on client participation and
self-management [22]. However, these client-centred
interactions are difficult when there are considerable
language barriers between patients and their health
care professionals [22]. This was clearly seen as chal-
lenges for the interpreters by the health professional
participants. For clients with diabetes, skilled interpre-
tation is fundamental. It provides the foundations that
underpin entry to, and effectiveness of, the treatment
and advice provided by a practitioner. However, find-
ing skilled interpretation is difficult as many are not
trained to translate difficult health-related concepts
(e.g., prevention of complications; self-management)
and the words that are associated with diabetes (the
word ‘diabetes’ itself), its pathophysiology and treat-
ment, and the complications that may result if a client
does not self-manage appropriately. These terms are
difficult to ‘translate’ from one English speaker to an-
other, and many are not easily shown or demonstrated
with the use of current resources such as flyers in the
client’s language or generic posters [22]. Adding to
the complexity of accurate translation, is the need to
present in proper cultural contexts.

The results from this study and those from previ-
ous studies suggest that interpreter skills for diabetes
care can be improved by focussed training on how
to translate specific information that ensures diabetic
clients with limited English, an understanding of how
to care for themselves and, how to achieve optimal
clinical outcomes [22].. Similarly, it is recommended
that focus be placed on the understanding that many
clients have language barriers that incorporate both
verbal and written language; as well as illiteracy
and innumeracy in some individuals in their own
tongues [23-26]. Such illiteracy and innumeracy at
very basic levels makes it difficult for some clients
to read and understand prescriptions, their glucome-
ters, nutritional percentages on food packaging, etc.
Therefore, interpreter’s training should also include
how to manage such situations of clients in diabe-
tes education. It is clear that there has to be a prior
establishment of a professional relationship and a
mutual understanding between the health profession-
al and the interpreter/ translator. This would allow
flexibility for both parties when treating the client.
Temple and Edwards [27] stated the importance of

the complexity of the task of the interpreter in the
research process. It is mentioned that the interpre-
tation of an interview involves a set of negotiations
in relation to knowledge, language and identity. The
involvement of interpreters in the health the care
setting was argued and was concluded that the in-
volvement of interpreters in analysing what the client
says to the health professional should be taken into
consideration if the gap between health professionals
and interpreters/translators is to be resolved. For
the interpreters’ involvement in the analysis of the
client’s account and their diabetes management, it is
important that a relationship needs to be established
amongst the 2 professionals prior to their encounter
with the client.

Anumber of project-specific challenges limit the
interpretation of the results for policy and practice.
Some aspects of this project had not been undertak-
en at the time of analysing these transcripts. These
included the collection of materials used by practi-
tioners and academics to work with, and teach about
working with, migrants and refugees; and videos
of actual consultations between practitioners and
migrant/refugee clients.

CONCLUSION

What is surprising from this study relating to
CALD is the very limited documentation or rather a
gap in literature regarding diabetes prevalence, com-
plications, health promotion and health practitioners
within the CALD communities. There is a distinct
lack of cultural education and understanding from
health professionals, particularly within Australia
and possibly worldwide. If we are to succeed in re-
ducing the incidence of diabetes in the CALD back-
ground communities we first need to overcome the
barrier created by the lack of cultural understanding
of the culturally and linguistically diverse clientele
of the health professionals. To achieve this it is im-
portant that health practitioners and students engage
in an education or training programs to help address
and overcome the issues that are confronted when
dealing with CALD background communities. Only
once this education issue has been resolved, major
advances will result in the reduction of diabetes in
the CALD communities.
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Pe3ume

JTUJABETEC THII 2 KAJ JTIYTE CO PA3JIMYHO KYJITYPHO U JABUUHO MMOTEK.JIO:
MNEPCIIEKTHUBH 3A OBYKA U ITIPAKTUKA O TIPO®ECHUOHAJIIU 3A HYTPUIIUCKA
TEPAIIMJA U 3A UCXPAHA

JInsnm CrojaHoBcka', Bencpn Hemupau'?,
Baco AnocroJiony.ioc!

! [lenrap 3a xponnunu 6onectu, [11kona 3a 3npascTBo M Oomeaunmuaa, Menbypu VIC 8001 Asctpanuja
? TexoBHa anpeca, [ paackuot coset lapedun, Gower Street, [Ipecton, VIC, ABctpanuja

Ancrpakr

Heux: /la ce ucTpakar nepcreKTHBUTE Ha Hy TPUIIMOHUCTUTE U Ha CIICIUjATUCTHTE 32 UCXPAHA, CTYJICHTUTE
U podecopuTe mTo paboTaT co JuIa co JujadeTec TUII 2, KOU ¢€ Of] Pa3IMYHO KYITYPHO M ja3UYHO MOTEKIIO.

Metoan: /lu3ajH Ha KBaJIUTAaTHBHA CTYIMja HA JCTAIHH IOTYCTPYKTYpPUPAHU MMOCANHEYHH MHTEPBjya
co BKymHO 24 yuecnHunu (8 snekapu, 8 cryaeHtd u 8 npodecopu) Bo obnacta Ha HYTpPHIMCKATa Tepanuja u
nueternkara. OTBOpeHHTE Mpamama 6ea (OKyCHpaHHu Ha MEPCHIEKTHBUTE W UCKyCTBaTa (y4erme, MPaKTuKa 1
HacTaBa) oj] paborara co Jyfe O pa3IMdHO KYJATYPHO M ja3UIHO MOTEKII0, KOW uMaar nujadberec tum 2. Cute
WHTEpPBjya Oea CHUMEHH 3a TeMaTCKa U TeKCTyaTHa aHaJIn3a.

Pesynararn: MefyceOHO OBp3aHT TeMH, KoH O¢a TIOTBPACHH CO UCTPayKyBauKa TPHAHTyIIaIja Oea pa3onparme
Ha: (1) KOHIIETITHTE HA KYATypa U pa3HOBUAHOCT; (ii) KOHIIENTUTE ¥ BIIMjaHUjaTa HA 37paBjeTo, AHjabeTecoT u
XpaHara Bo Kyntypwure; (iii) BaujaHujata Bo u Mely Kyntypure; u (iv) cucteMu u pecypeu. llepcnekruBute
BO OBHE TEMHU cyrepupaar (pycTpanuja BO OHOC Ha HMAmbETO JOBOJCH KalalUTEeT 32 LEN0CHa NPOLEHKA, 32
U3paboTKa Ha €(PEKTUBHH, CEON(pATHH U BUCOKO KBAJUTETHH IUIAHOBH 32 YIPaByBab€¢ U 32 MOCTUTHYBAbE Ha
NOTpeOHHTE 30PaBCTBEHU POMEHH BO OJJHECYBAKETO HA JIyT'€TO O Pa3iM4HO KYITYpPHO H ja3UYHO MOTEKJIO.

3akay4ouu: [locron morpeda 3a monodpyBame Ha JOAUIIOMCKOTO 00pa3oBaHue U 00yKa 1 BO IPOTpaMHTe
3a mpoQecroHaNeH pa3Boj; 00ykaTa 1 pecypcHTe Ha IpeBeIyBaduTe BO CIIOpaKaTa Ha HH()OPMALIMHU TOBP3aHH CO
37ipaBjeTo 1 paboTara co 31paBCTBEHUTE PAOOTHHIIM; 32 POKYC Ha KYITYPHO COOABETHHUTE IJIAHOBH 32 YIIPaBYBabe,
KOH BKJIy1yBaaT KOHCYJITAllMX CO KIIYYHUTE TOHECYBa4YX HA OJIJTYKH BO CCMejCTBaTa 1 BO 3a€AHULIUTE, U, peBI/I3I/Ija
Ha CHCTEMHUTE 32 MOJJIPIIKA U PECYPCUTE 38 HY TPHUILIMCKH TEepaneBTH 1 JUETETHYapH BO MPOopeCHOHANICH Pa3Boj
O/ IOAMIIJIOMCKH CTYAWH JI0 HUBO HA MTPAKTHUKA.

Kayuynu 360poBu: ciryx0a 3a mujaderec, KyaTypHa U ja3HdHa Pa3InIHOCT, PA3THIHO KYITYPHO U ja3HIHO
MOTEKIIO, IMETETHIAPH, HY TPHUIIICKA Teparija
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ABSTRACT

Introduction: The success of the antiviral treatment in patients with chronic hepatitis C depends on the factors
related to the virus and the host. The aim of the study is the analysis of the antiviral therapy which is a combination
of pegylated interferon and ribavirin, considering various factors that will identify the predictors of the sustained
virological response. Material and Methods: This retrospective study included 226 patients, divided in two groups.
Patients with sustained virological response and patients without sustained virological response were compared in
terms of the following factors: genotype, viral load, gender, age, inflammatory and fibrotic changes in the liver,
metabolic abnormalities, obesity and fatty liver. Results: The rate of the sustained virological response is 83.6%,
more frequently in patients with genotype 3, with evidenced statistical significance (90.54%). The factors that
significantly contribute to sustained virological response are related to the age (p = 0.0001), genotype (p = 0.002),
mode of transmission (p = 0.005), inflammatory changes in the liver (p = 0.028), body mass index (p = 0.022) and
insulin resistance (p = 0.039). The high rate of sustained virological response is related to the younger age of the
patients which indirectly means short Hepatitis C Virus infection duration, absence of advanced liver disease and
lack of significant co-morbid conditions. Single confirmed independent predictors of sustained virological response
are the age (OR 0.928, p=0.0001) and genotype (OR 3.134, p = 0.005). Conclusions: Factors that are related to the
virological response are the age, genotype, mode of transmission, inflammatory changes in the liver, body mass index
and insulin resistance, but still, independent predictors of sustained virologic response are the age and the genotype.

Keywords: Chronic viral hepatitis C, pegylated interferon and ribavirin, sustained virological response, pre-
dictors of virological response.

INTRODUCTION

resulting in cirrhosis which requires liver transplan-

tation [2]. There is an increased occurrence rate of

Chronic hepatitis C is a chronic viral infection hepatocellular carcinoma (HCC) associated with this

that persists for more than six months in more than
75% of the patients, due to the absence of spontaneous
clearance of the virus after an acute infection [1]. This
chronic inflammation is responsible for the develop-
ment of more advanced forms of liver deterioration,

type of infection [3]. The prevalence of the chronic
hepatitis C virus (HCV) infection worldwide is around
2.8% of the population, which means approximately
185 million people in the world are infected with this
disease [4]. There are many ways of transmission of
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the virus, but in Republic of Macedonia, the most
common way of HCV transmission is intravenous
drug abuse (62.3% of the patients), during hemodi-
alysis treatment (32% of the patients) and the rest are
related to other ways of transmission (5.7% of the
patients) [5]. The severity of liver damage, as well as
the success of the antiviral therapy depend on factors
related to the virus (genotype and viremia) and factors
related to the host [6]. The most common factors relat-
ed to the host are the age, gender, genetic variations,
alcohol consumption, impact of other toxins, immune
status, coinfection with hepatitis B virus (HBV) or
human immunodeficiency virus (HIV) infection, met-
abolic disorders such as increased insulin resistance
(IR), obesity, abnormalities in lipid metabolism, fatty
liver (steatosis), metabolic syndrome (MS), and others
[7-9]. According to the data from the literature, IR is
independent of visceral fat tissue, hepatic steatosis
and genotype of the virus [10]. There is a negative
correlation between the sustained virological response
(SVR) and IR, the actually increased IR resulted into
lower SVR rate, and vice versa, the higher SVR rate
is directly responsible for the reduction of the IR [11].
Hepatitis C virus uses the host lipid metabolism for
its own lifecycle [12]. Impaired lipid metabolism in
patients with chronic hepatitis C infection is deter-
mined by the reduction of the total serum cholesterol,
LDL, apolipoprotein B and increased steatosis [13].
Obesity, especially trunk thickness is directly relat-
ed to the increased production of proinflammatory
adipocytokine that increases the oxidative stress and
weakens the biological response to the treatment reg-
imens based on the interferon therapy [14]. The aim
of this retrospective study was to analyze the success
of the antiviral therapy in patients with chronic hepa-
titis C which comprises a combination treatment with
pegylated interferon alpha (peg-IFN alpha-2a or peg-
IFN alpha-2b) and ribavirin related to various factors
(genotype, viral load, the degree of necroinflammatory
and fibrotic changes in the liver, gender, age, presence
of metabolic abnormalities such as IR, changes in
the lipid and glucose profile, presence of obesity and
fatty liver) and determination of the SVR predictors.

MATERIAL AND METHODS

The patients included in this retrospective study,
in total 226, were patients in age over 18, with veri-
fied hepatitis virus C infection [seropositive patients
for HCV, as well hepatitis C virus ribonucleic acid
(HCV RNA) positivity confirmed with the polymer-
ase chain reaction (PCR) method]. The patients were
hospitalized at the University Clinic of Gastroen-
terohepatology in Skopje for liver biopsy (one of

only two institutions in the country where patients
are hospitalized for performing liver biopsy before
antiviral treatment) in the period from 2009 to 2015.
Most of the data was retrieved from the electron-
ic database of the clinic, and the data related to the
genotype and HCV RNA titer, were derived from
the Research Centre for Genetic Engineering and
Biotechnology “Georgi D. Efremov”, Macedonian
Academy of Sciences and Arts. The exclusion criteria
for this study were: active intravenous drug addicts,
positive results for other viruses (HBV or HIV), pa-
tients with end-stage renal disease, other etiologies
of liver disease (autoimmune hepatitis, diagnosed
Wilson’s disease, hemochromatosis, patients with pri-
mary biliary cirrhosis, primary sclerosant cholangitis,
al antitrypsin deficiency, patients with decompensate
liver disease, previous liver transplantation, alcohol
abuse (> 20 g/day) and hepatocellular carcinoma.
The period of patients treatment depends on the virus
genotype: patients with genotype 1 and 4 were treat-
ed for period of 48 weeks with pegylated interferon
alpha once weekly in subcutaneous dose of 180 pg of
peg-IFN o2a, and the dose of 1.5 ug/ kg for peg-IFN
a2b, and for period of 24 weeks for genotype 2 and
3. In addition patients were treated with ribavirinin
daily dose of 1,200 mg per os, for genotype 1 and 4,
and daily dose of 800 mg per os, for genotypes 2 and
3. The effectiveness of the treatment was confirmed
by SVR, indicating undetectable levels of HCV RNA
levels 24 weeks after the completion of the antiviral
therapy. The patients who have not achieved SVR
are considered as Non Virus Responders (NVR). The
study was approved by the local Ethics Committee.

The treated 226 patients were analyzed for the
following parameters: gender; age; genotype; mode
of transmission of the virus (the patients were divid-
ed into two groups: group 1 - patients previous in-
travenous drugs abusers, group 2 - patients infected
by the virus via other way of transmission); level of
viremia; histological changes in the liver biopsy (i.
Knodell scale to determine the degree of inflamma-
tion-HAI-histological activity index, graduated from
1 to 18 and ii. fibrosis- the patients are divided into
three groups: group 1- no fibrosis, group 2 - fibrosis,
and group 3 - liver cirrhosis); steatosis (patients were
divided into three groups: group 0 - no steatosis, 1 -
mild steatosis and group 2 - severe steatosis); body
weight expressed as body mass index - BMI (calcu-
lated according to the formula: weight in kg/height?
in meters); several laboratory parameters such as:
transaminase (aspartate transaminase - AST, alanine
aminotransferase - ALT), lipid status (Triglyceride -
TG, Total Cholesterol, High-Density Lipoprotein Cho-
lesterol - HDL-C, Low-Density Lipoprotein Cholester-
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ol - LDL-C), wherein for dyslipidemia the following
cut off ranges referring to the National Cholesterol
Education Program Adult Treatment Panel III were
determined: TG >150 mg/dL or > 1.7 mmol/L; total
cholesterol > 200 mg/dL or > 5.17 mmol/L, LDL-C
> 130 mg/dL or > 3.36 mmol/L and HDL-C <40 mg/
dL or <1.03 mmol/L [15], fasting blood glucose and
fasting blood insulin, where Homeostasis Model As-
sessment of Insulin Resistance (HOMA-IR) was cal-
culated according to the formula: fasting insulin (WU
/mL) x plasma glucose (mmol /L) /22.5.), where the
insulin resistance is confirmed when the value is >2. In
accordance with the virological response the patients
were divided into two groups: a group of patients with
sustained virological response - SVR and the group of
patients Non virus responders - NVR, actually patients
who did not have adequate virological response. The
above mentioned parameters were compared for those
two groups of patients.

Statistical analysis: All data were processed
using a statistical computer program SPSS 17 for
Windows, where the following statistical tests were
used: descriptive statistics (arithmetic mean, stand-
ard deviation, standard error, median and inter-quar-
ter interval) for description of the numerical varia-
bles, frequencies and percentages for description of
the categorical variables. For testing the difference
between the numerical variables of the two groups,
the Student’s T test and Mann-Whitney test were
used. For the statistical analysis of the categorical
variables the Chi-square test was used. In order to
identify the predictors of sustained virological re-
sponse binary logistic regression analysis was used,
by determining the value of the odds ratio (OR) and
the 95% Confidence interval. For all analyzes the p
value <0.05 was considered statistically significant,
and p < 0.01 was highly significant.

RESULTS

The results of our study showed domination of
the male subjects (75%), aged between 18 and 66
years (mean age 33.80 £ 8.65 years). The most com-
mon way of transmission of the virus was the intra-
venous drug abuse found in 63% of the subjects who
were former drug abusers (table 1). In our patients
the dominant genotype was 3 (present in 67.3%),
followed by genotype 1 (at 31.4%), while genotype 2
and 4 were very rare (at 0.9% and 0.4% respectively
and due to the small number were not suitable for
statistical processing). SVR was achieved in 83.6%
of treated patients, and all other baseline characteris-
tics can be seen in Table 1. When the difference of all
determined parameters was tested among the group

of patients with sustained virological response and
the group of Non responders, the following results
shown in Table 2 were obtained: SVR was achieved
in 85.88% of the male population and 75.51% of
female population, with no significant difference
between the groups in terms of gender (p = 0.0826).
The patients who did not achieve adequate virologi-
cal response were older (40.2 + 11.3) compared with
the group of patients with SVR where the age was
32.5 + 7.4, with evident significance of p=0.0001.

Table 1. Baseline Characteristics of Patients With Chronic
Hepatitis C Infection

Variable Patients N=226
Sex, %
Male 75
female 25
Age, years, mean + SD 33.80 £ 8.65
Drug abuse, %
Yes 63
No 37
Genotype %
Subtype 1 31.4
Subtype 2 0.9
Subtype 3 67.3
Subtype 4 04
HCV viral load, mean + SD 1804828 + 5031173
Knodell Histology Activity Index-HAI,
3+2
mean + SD
Presence of fibrosis,%:
No fibrosis 73.6
Fibrosis present 213
Cirrhosis 5.1
Steatosis, %:
No steatosis 55
Mild 40
Severe 5
BMI, mean + SD 24.65+4.21
SVR, %
Yes 83.6
No 16.4
AST (10-34 U/L),
mean + SD 63 £58
ALT (10-45 U/L),
mean £+ SD 97 + 86
Triglyceride (0.0-2.0 mmol/L), mean + SD 1.26 £0.75
Total Cholesterol (0.0-5.5 mmol/L), mean + SD 423+1.14
HDL-C (0.9-2.0 mmol/L), mean = SD 1.16 £0.36
LDL-C (2.2-3.7 mmol/L), mean + SD 2.53+£0.97
Fasting glucose (3.6-6.5 mmol/L), mean + SD 5.34£0.96
Fasting insulin (2-17 uIU/ml), mean = SD 12.74+16.83
HOMA IR, mean = SD 2.78£3.55

Abbreviations: HCV: hepatitis C virus; BMI: body mass index;
SVR: sustained virologic response;
ALT: alanine aminotransferase; AST: aspartate transaminase;
HDL-C: high-density lipoprotein cholesterol;
LDL-C: low-density lipoprotein cholesterol;
HOMA-IR: Homeostasis Model Assessment of Insulin Resistance.
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Table 2. Factors Associated With Virological Response in Patients With Chronic Hepatitis C Infection

Response to antiviral therapy
. SVR NVRs
Variable (N=189) (N=37) P value
Sex, No (%)
Male 152 (85.88) 25(14.12) .
female 37(75.51) 12 (24.49) 0.0826 NS
Age, years, mean + SD 325+74 402 +11.3 0.0001 $?
Drug abuse, No (%)
Yes 123 (90.44) 13 (9.56) 0.005 S!
No 58 (72.50) 22 (27.50)
Genotype No (%)
Subtype 1 49 (71.01) 20 (28.99)
Subtype 2 1 (50) 1 (50) 0.002 S!
Subtype 3 134 (90.54) 14 (9.46)
Subtype 4 1 (100) 0(0.00)
HCV viral load, mean + SD 1894795 + 5422907 1342136 + 2057632 0.725 NS?
Liver biopsy
Knodell Histology Activity 5
Index-HAL mean = SD 3.176+2.272 4.258+2.828 0.028, S
Presence of fibrosis, No (%):
No fibrosis 137 (86.16) 22 (13.84)
Fibrosis present 37(80.43) 9 (19.57) 0.359 NS!
Cirrhosis 8 (72.73) 3(27.27)
Steatosis, No (%):
No steatosis 75 (82.42) 16 (17.58)
Mild 53 (81.54) 12 (18.46) 0.863 NS!
Severe 8 (88.89) 1 (11.11)
BMI, mean + SD 243+39 26.6 5.2 0.022, S?
AST (10-34 U/L), mean + SD 64.9+62.9 56.0£24.6 0.708 NS?
ALT (10-45 U/L), mean + SD 100.2+914 81.4+51.6 0.395 NS?
Triglyceride (0.0-2.0 mmol/L), mean + SD 1.2+0.7 1.4£1.03 0.717 NS?
Total Cholesterol (0.0-5.5 mmol/L), mean = SD 43+1.2 4.1+0.9 0.655 NS3
HDL-C (0.9-2.0 mmol/L), mean + SD 1.2+04 1.1+£03 0.711 NS?
LDL-C (2.2-3.7 mmol/L), mean + SD 26+1.0 24+08 0.699 NS3
Fasting glucose (3.6-6.5 mmol/L), mean + SD 52+0.38 59+1.5 0.02, $*
Fasting insulin (2-17 pIU/ml), mean + SD 126 +17.8 13.3+£9.7 0.037 S
HOMA-IR, mean + SD 2.7+3.7 3.1+£29 0.039 S*

Abbreviations: SVR: Sustained Virological Response; NVRs: Non Virus Responders; NS: not statistically significant; S: statistically significant;

HCV: hepatitis C virus; BMI: body mass index; AST: aspartate transaminase; ALT: alanine aminotransferase; HDL-C: high-density lipoprotein cholesterol;

LDL-C: low-density lipoprotein cholesterol; HOMA-IR: Homeostasis Model Assessment of Insulin Resistance.

! Pearson Chi-square
2 T test for independent samples
3 Mann-Whitney U Test

This evident significance was obtained in relation
to the mode of virus transmission, i.e. 90.44% of
patients who were former intravenous drug abusers
have achieved SVR, but only 72.5% of patients who
were infected via other virus transmission mode have
obtained SVR, or 27.5 % were NVR (p=0.005). Pa-
tients with genotype 3 who have achieved sustained
virological response (90.54%) were significantly
more compared to the patients with genotype 1
(71.01%), with significant difference of p = 0.002.
There was no significant difference between the
two groups in terms of viral load, where the group
with SVR had mean viral load + SD = 1894795+

5422907, min-max (101 - 59159152), median (IQR)
= 781164,0 (168000 - 8§74000) and for the group
NVR, mean viral load + SD was 1342136 +2057632,
min-max (103-7717021), median (IQR) =730000,0
(103460 -1032037). There was also no significant
difference in the presence of fibrosis and steatosis
among the groups, but the patients who have not
achieved sustained virological response had higher
Knodell score-HAI, with a mean value of 4.258 +
2.828, compared to those with SVR whose mean
value was 3.176 + 2.272 (p = 0.028). The greater
body weight or higher BMI is an important factor
for inadequate virological response so the patients
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Table 3. Binary Logistic Regression Analysis to factors contributing to an SVR in Patients With Chronic Hepatitis C Infection

factors p - value OR 95% CI for OR

Age 0.0001 S 0.928 0.890 — 0.967
drug users 0.087 NS 0.478 0.205-1,113
Genotype 0.005 S 3.134 1.416-6.932
Knodell HAI 0.053 NS 0.864 0.745-1.002
BMI 0.093 NS 0.909 0.813-1.016
Glicemia 0.065 NS 0.705 0.486-1.022
Insulinemia 0.974 NS 1 0.972-1.028
HOMA-IR 0.863 NS 0.989 0.873-1.121

Abbreviations: SVR: Sustained Virological Response; OR: Odds ratio; 95% CL: 95% confidence interval; S: statistically significant;
NS: not statistically significant; Knodell HAI: Knodell Histology Activity Index; BMI: body mass index;

HOMA-IR: Homeostasis Model Assessment of Insulin Resistance.

with SVR had a mean BMI of 24.3 + 3.9, while
the patients NVR had a BMI of 26.6 + 5.2 or evi-
denced significance was for p = 0.022. Mean value
of AST and ALT in the SVR group was 64.9 £ 62.9
U/L and 100.2 £91.4 U/L, respectively, while in the
NVR group was 56.0 = 24.6 U/L and 81.4 + 51.6
U/L, respectively, with no statistical significance.
Dyslipidemia was found in 53.8% of patients, but
there was no statistical significance in relation to
the dyslipidemia between the groups with SVR and
those who do not achieve an adequate response. The
baseline total cholesterol and its fractions HDL-C
and LDL-C in SVR group was 4.3 + 1.2 mmol/L,
1.2+ 0.4 mmol/L and 2.6 = 1.0 mmol/L respectively,
while in the NVR group was slightly lower, 4.1 +
0.9 mmol/L, 1.1 +£0.3 mmol/L and 2.4 + 0.8 mmol/L
respectively, with no significant difference between
groups. The triglycerides were a bit higher in the
NVR group 1.4 £ 1.03 mmol /L, unlike in the SVR
group were 1.2+ 0.7 mmol/ L, but here there was no
statistical significance. Unlike lipids, in the glucose
status there was a statistical significance of fasting
blood glucose, the fasting insulin and the calculated
HOMA IR were significantly higher in the group
without adequate virological response (5.9 + 1.5,
13.3 £ 9.7 and 3.1 £ 2.9 respectively), than in the
group with SVR (5.2 £ 0.8, 12.6 + 17.8, 2.7 + 3.7
respectively) and the statistical significance was for
p=0.02,0.037 and 0.039 accordingly. As an infor-
mation, the insulin resistance was present in 43.6%
of the patients. Using multivariate logistic regression
analysis, as independent predictors of sustained vi-
rological response, were confirmed only the age of
the patients [OR 0.928, 95% CI (0.890 - 0.967),p =
0.0001], and the genotype [OR 3.134,95% CI (1.416
-6.932), p=0.005] — table 3. With every additional
year of the patient’s age, the chances of achieving
sustained virological response is reduced by 7.2%.

Patients with genotype 3 have 3.134 times (95% CI
(1.416 - 6.932)) better chances to achieve sustained
virological response than patients with genotype 1.

DISCUSSION

In Republic of Macedonia, as a country that
belongs to the group of developing countries, still the
first line treatment of patients with chronic hepatitis
C is combination therapy of pegylated interferon
and ribavirin. Our study showed that several factors
influence the achievement of sustained virological
response, such as: age, mode of virus transmission,
genotype, severity of inflammatory changes in the
liver, BMI and evidence of glucose abnormalities,
actually insulin resistance. There are a number of
studies that have made the analysis of a factors as-
sociated with SVR, highlighting the predictors of
sustained virological response [16,17].

The age is mentioned in several studies as a
predictive factor for achieving SVR, whereas older
patients have lower rates of SVR versus younger, as
confirmed in our study [18]. This factor is highlight-
ed as an independent predictor using multivariate
logistic regression analysis in our study that showed
less chance for obtaining SVR for 7.2% after each
patient year of age. Despite these, there are studies
where age is not a negative predictive factor for sus-
tained virological response, for example the study of
Frei et al, (Swiss Hepatitis C Cohort Study Group,
2014), as well as the study of Nishikawa et al. (2012)
indicating that interferon combination therapy with
ribavirin does not mean inferiority in the elderly
and can be safely used in patients with no severe
comorbidities [19, 20].

Another factor that is highlighted in our study
as important for SVR is the way of virus transmis-
sion. According to the study of Kiprijanovska et al.
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(2013), in Republic of Macedonia intravenous mode
of transmission of HCV through contaminated nee-
dles among drug addicts is dominating, found in
62.3% of patients with hepatitis C, where 64% of
these patients are carriers of genotype 3 [5]. It is
important to point out in our study that this group of
patients have a very high rate of SVR, even 90.44%,
principally due to a number of factors such as: age
(it comes to younger patients), genotype (in this
group dominates easy to treat genotype 3) and ev-
idently less frequent metabolic abnormalities such
as disorders in the glucose status which are more
common in elderly population. Similar results for
former drug addicts who showed a high rate of SVR
is evidenced in several other studies including the
study of Curelac et al. (2011) [21-24].

Our results showed a high rate of SVR, in the
most represented genotypes in our country, genotype
3 and genotype 1. In 71.01% of the treated patients
with difficult to treat genotype 1 SVR was obtained,
and in patients with genotype 3 SVR is evidenced in
90.54%. These values are higher than in other studies
where the rate of SVR for genotype 1 is between
40% and 55% and for genotype 3 about 80% [25,26].
Using multivariate logistic regression analysis, the
genotype was evidenced as independent predictor
of sustained virological response (p = 0.005), i.e.
patients with genotype 3 have 3.134 times better
chance to obtain sustained virological response than
patients with genotype 1. This gives us the right
to continue the use of this combination therapy of
pegylated interferon and ribavirin, especially in pa-
tients with genotype 3, comparing the high cost of
the new group of direct-acting antivirals.

Factors that affect the virological response are
necroinflammatory, fibrotic and steatotic deterio-
ration of the liver which in our study have evident
significance only for inflammatory activity [27,28].
The fibrotic changes and steatosis were evidenced in
more severe form in the group with inadequate viro-
logical response, but with no statistical significance.

The occurrence of obesity in recent years is a
worrying phenomenon worldwide, both in developed
and developing countries and it takes epidemic size
as in the USA and Mexico [29]. The overweight
expressed through BMI, is determined as important
factor which affects the response to antiviral therapy,
as confirmed in our study [30].

Lipid metabolism disorder occurs in all patients
with chronic hepatitis C considering the needs of
hepatitis C virus in their development cycle to use
the lipids of the host [31, 12, 13, 32]. The results
of our subjects showed higher values of total cho-
lesterol, including its fractions HDL-C and LDL-C

in SVR group, but no significant difference com-
pared with the NVR group, while the level of TG
was increased in the NVR group, but also with no
evidenced significance in terms of the SVR group,
which is also confirmed in other studies [33]. As
indicated by some authors, such as Angelico et al.
(2009), the higher values of total cholesterol and
LDL-C before treatment, favor good therapeutic re-
sponse, as confirmed in our study [34]. In contrary,
the low serum cholesterol may indicate a greater
liver damage, progression to fibrosis and adequately
poorer response to antiviral therapy.

Changes in glucose metabolism are also often
present in patients with chronic hepatitis C, most
citing the insulin resistance that eventually could
lead to the emergence of diabetes mellitus. Insulin
resistance is mentioned in several studies as a factor
associated with virological response [35-38]. In the
study of Jung et al. (2014), the lower value of HOMA
IR was associated with higher SVR rate, but in the
group with IR where SVR was obtained, decreasing
in HOMA IR after treatment was evidenced [32].
In the study of Romero-Gomez et al. (2005), the
insulin resistance, severe fibrosis and genotype 1 are
independent predictors of poor virological response
[11]. According to the Meta-analysis of Laurito and
Parise (2013) where 13 studies with 2238 partici-
pating patients were analyzed, it is indicated that
IR is associated with a poor virological response,
regardless of the genotype [39]. These findings of
insulin resistance are confirmed in our study too. In-
sulin resistance is evidenced in high percentage, i.e.
43.6% of our patients with hepatitis C, but there are
studies that showed a slightly higher value, as in the
study of Kiran et al. (2013), where even in 51% of the
analyzed patients with HCV, IR was evidenced [40].
Although, the group of NVR has a statistically higher
value of HOMA IR compared with the SVR group,
the multivariate analysis showed that IR cannot be
considered as predictive factor for SVR.

All these factors noted as important for achiev-
ing sustained virological response will support us
in future to have an individualized approach to pa-
tients with chronic hepatitis C. Particularly important
group are the patients with genotype 3 who usually
belong to the group of former intravenous addicted
to drugs who are also at a younger age, which in our
study have evidence of a high percentage of obtained
SVR (something above 90%), so we can treat them
with current dual antiviral therapy, a combination
of pegylated interferon and ribavirin in the future.
For those groups that are difficult to treat (patients
with genotype 1, older patients and those who have
more pronounced metabolic abnormalities) the last



FACTORS THAT INFLUENCE THE VIROLOGICAL RESPONSE IN PATIENTS WITH CHRONIC HEPATITIS C... 31

generation of drugs should be taken into account,
which in a country like Macedonia are extremely
expensive and therefore, not affordable drugs.

CONCLUSION

Factors that influenced the virological response
in our study were the age, the mode of virus transmis-
sion, genotype, inflammatory changes in the liver,
body mass index and insulin resistance. The rate
of sustained virological response is 83.6%, and is
statistically significantly more frequent in patients
with genotype 3 (90.54%). This high rate of SVR
achieved with combined therapy of pegilated inter-
feron and ribavirin is related to the younger age of
the patients which indirectly means short duration
of HCV infection, absence of advanced liver disease
and lack of significant co-morbid conditions. Inde-
pendent predictors of SVR in our study are the age
and the genotype.

Contflict of Interest: There is no conflict of in-
terest.
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ABSTRACT

Introduction: Prematurely fused metopic suture results in developmental anomaly named trigonocephaly. The
treatment of trigonocephaly is a surgical reconstruction, starting from the simple suturectomy toward the com-
plicated cranial vault reconstructions with aim to obtain enough endocranial space for normal development of

the brain and aesthetic correction as well.

The aim: The aim of our paper is to present our experience on this pathology in the Republic of Macedonia,

stressing the trigonocephaly as one of the rare forms of craniosynostosis.

Our material: During a period of 20 years (from 1996 to 2015) at the Pediatric department of the Clinic for
Neurosurgery in Skopje, we observed 18 babies with trigonocephaly, including one with Carpenter syndrome
and trigonocephaly, 14 males and 4 females. All children had simple trigonocephaly, one had syndromic
trigonocephaly (Carpenter’s syndrome). According to Oi and Matsumoto classification done in 1986° severe

trigonocephaly is observed in 11 cases and, moderate trigonocephaly in 7 cases.

Our method: Our treatment consisted of slightly modified Di Rocco’s? surgical procedure named “shell” op-

eration, adding transposition of the “bone flap”.

Results: The postoperative period was uneventful except for the expected forehead swelling. The babies were
discharged from the hospital on average at the 8" postoperative day. At the three months control after the surgery,
the head had excellent aesthetic appearance, with regular psychomotor development according to the age of
the patient (Fig 3a and 3b). We had no serious complications except the expected postoperative swelling of the
forehead. All operated children had excellent “long term” aesthetic effect and normal psychomotor development.
Conclusion: The early recognition of these anomalies including all craniosynostoses, the deformities of the
newborn and infant’s head and the preventive operative reconstruction would prevent abnormal disturbance
of the psychomotor development during the child’s growth. The multidisciplinary approach can prevent new
disabled individuals in the society. Our technique allows shortening the entire surgical procedure, especially in

the departments where blood saving devices are not available.
Key words: Craniosinostoses, trigonocephaly, our experience, operative reconstruction.

INTRODUCTION which leads to craniostenosis, obstructing the normal

psychomotor development of the infants. The con-

Craniosynostoses represent developmental sequences of the untreated craniosynostosis can be
anomalies of the craniofacial growth in humans that ~ simple aesthetic disfigurations of the normal shape
is a premature adhesion of the sutures of the calvaria, —of the head, but also can lead to mental disruptions,
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difficulties in gaining new skills, disturbed behavior,
epilepsy, hydrocephalus, headaches, damaging of the
cranial nerves (I, II, V, VI, VII), endocrinopathies.®
The causes for the craniosynostoses are generally
unknown, there are a lot of theories and possibilities:
the teratogenic effect of the valproic acid, aminopter-
in, hydantoin, retinoic acid, oxymetazoline, diseases
such as hyperthyroidism, rickettsiosis, thalassemia,
sickle cell anemia, thyroid diseases in pregnant wom-
an, shunt-induced after treatment of hydrocephalus,
amniotic bands, mucopolysaccharidoses, genetic
damages, especially of the genes FGFR1-3, NELLI,
MSX2, TWIST and GLI3.'3¢

The principle of formation of the craniosyn-
ostoses has been modified in dependence of the
thoughts and observations of the authorities. Vir-
chow (1851) suspected that the craniosynostosis was
a primary malformation while the deformity of the
cranial base is secondary; Moss (1959) conclud-
ed that the malformation of the cranial base is the
essence for appearance of premature fusion of the
cranial sutures on the calvaria; and Park & Powers
(1920), suggested much more acceptable theory that
the primary defect was located in the mesenchymal
blast tissue that leaded to anomalies in the cranial
vault and the cranial base.®

The incidence of craniosynostoses estimates ap-
proximately 0.1-1 (0.6) from 1,000 live babies.** The
classification of craniosynostoses distinguishes two
groups: nonsyndromic (primary, simple) craniosyn-
ostoses and syndromic craniosynostoses (conjoined
with other developmental anomalies, usually on the
extremities).** The nonsyndromic craniosynostoses
are divided depending on the suture that premature-
ly is closed, respectively, premature of the sagittal
suture creates the dolichocephaly (scaphocephaly —
head with shape of a boat, the most common 56%),
prematurely fused coronal suture - brachycephaly
(anterior unilateral — anterior plagiocephaly, 24%,
bilateral — acrocephaly, turricephaly, head in a shape
of tower), prematurely fused metopic suture — trig-
onocephaly (wedge-shaped head, 4%), prematurely
closed lambdoid suture — posterior plagiocephaly, and
premature closure of all sutures gives the form of ox-
ycephaly.*® The syndromic craniosynostoses include
the following syndromes: Crouzon, Apert, Pfeiffer,
Saethre-Chotzen and Carpenter syndroms.'46

Diagnosis of the craniosynostoses is made with
physical examination of the child (inspection — char-
acteristic shape of the cranial vault, palpation — a
prominent thicken prematurely fused suture, volu-
metric measurements, cranial index, cranial perim-
eter), x-ray of the skull, EEG, computed tomogra-
phy with 3D reconstructions, magnetic resonance

of the brain (for possible associated anomalies of
the brain)."**

The treatment of the craniosynostoses is surgi-
cal reconstruction, starting with the simple suturec-
tomies going further to the complex cranial vault
reconstructions with aim to create enough space for
normal development of the brain and the aesthetic
correction of the shape of the head as well.

The timing of the surgical procedure for the best
result would be the age of 3 to 7 months of the infant.
If the intervention is done before the 3 months of
age, there is a high rate of recurrence of the cranio-
synostosis with a need for additional intervention.’

THE AIM

The aim of this paper is presenting our experi-
ence about this pathology stressing over the trigono-
cephaly as one of the rare forms of craniosynostosis.

CLINICAL MATERIAL

During the period of 20 years (from 1996 to
2015) in the Pediatric department of the Clinic for
Neurosurgery in Skopje, Republic of Macedonia, we
observed and treated 18 infant patients with trigono-
cephaly, including one with Carpenter syndrome and
trigonocephaly, 14 males and 4 females. All children
have simple trigonocephaly, one has syndromic trigo-
nocephaly (Carpenter’s syndrome with resistant low-
er respiratory infection, hypertonia and polydactyly
with two thumbs on the right hand). The age of our
patients ranged from 7 up to 14 month, an average
of 9.5 months with median of 9 months. All children
had pronounced trigonocephaly with cranial perimeter
lower than 2 standard deviations, hypertonia has been
observed in 8§ cases and epileptic seizures have been
observed in 3 cases. Psychomotor retardation has not
been observed. The diagnosis has been confirmed with
computed tomography with bone window and in some
cases (mostly the latest) with computed tomography
with 3D reconstructions of the skull. The measure-
ments of the frontal angle, or of the angle between the
two lines drawn through Pterion (bilaterally) and Na-
sion, described by Oi and Matsumoto in 1986°, done
on the axial CT slices showed a severe trigonocephaly
in 11 cases and, moderate trigonocephaly in 7 cases.

SURGICAL TREATMENT

The procedure was done under general endotra-
cheal anesthesia with the infant placed in supine
position. The procedure began with bifrontal skin
incision and creating of the frontal scalp flap. After
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Figure 1. Preoperative trigonocephaly

the elevation of the periosteum, epidural dissection
of the free edge of the frontal bone at the great

fontanel is performed, followed by the bifrontal
craniotomy with one-piece free bony flap. The upper
edge of the bony flap contained the coronal suture,
spreading laterally downwards to the both temporal
fossas. The lower edge of the bony flap has been
made just over the supraorbital rims, after creating a
“burr-hole” using diamond drill over the frontonasal
suture where the biggest thickening of the metopic
suture is observed. The bony flap has been dimin-
ished for 1 cm and rotated for 180 degrees.

The most prominent and thick part of the bone
was excised, the midline of the bony flap was frac-
tured in fashion of “green-stick” fracture and radial
osteotomies were done for complete remodeling of
the forehead. The bony flap was fixed forward and
distal to the most front part of the cranial base through
small bone holes on the free edge of the base with
interrupted 2-0 silk sutures. Scalp flap closure has
been done with interrupted Blair-Donatti 4-0 poly-
propylene sutures, without using epicranial drainage.
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Figure 2. CT scan of the head in case with trigonocephaly
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RESULTS

The postoperative period was uneventful ex-
cept for the expected forehead swelling. The babies
were discharged from the hospital in average on the
8™ postoperative day. At the three months control
after the surgery, the head had excellent aesthetic
appearance, with regular psychomotor development
according the age of the patient. (Fig. 4a and 4b).
The muscular tonus was better after the reconstruc-
tion and correction of the craniostenosis; no further
resistant respiratory infections and opisthotonus have
been observed. We did not have serious complica-
tions except the expected postoperative swelling of
the forehead. All operated children had excellent
“long term” aesthetic effect and normal psychomotor
development. The patient with trigonocephaly and
polydactyly in the case of the Carpenter syndrome
underwent a second plastic and reconstructive sur-
gery six months after the first surgery in order to
reduce the number of fingers on his right hand.

Figure 3. Reconstructed scheme of our treatment, modified
Di Rocco “shell” procedure?
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Figure 4a. The patient on Figure 1,
two months after surgery

We have not observed other complications. The
seizures were well controlled in 3 babies with preop-
erative phenobarbital treatment. The muscular tonus
was better after the reconstruction and the correction
of the craniostenosis, no further resistant respiratory
infections and opisthotonus have been observed.
We did not have serious complications except the
expected postoperative swelling of the forehead. All
operated children had excellent “long term” aesthetic
effect and normal psychomotor development.

DISCUSSION

The treatment of the craniosynostoses is sur-
gical reconstruction, starting with the simple su-
turectomies going further to the complex cranial
vault reconstructions including the endoscopic min-
imal-invasive procedures. The alternative methods
like the “conservative remodeling” with helmets are
not complete reliable method for correction of these
developmental diseases'. The eventual postoperative
usage of the helmets can increase the effectiveness
of the remodeling of the skull. There are a lot of
surgical techniques of reconstructions or suturecto-
mies, depending on the type and the severity of the
craniosynostosis, the child’s age, the association with
other anomalies of the cranial base (hypotelorism,
hypertelorism, midface malformations...)."?

The trigonocephaly (premature fusion of the me-
topic suture) takes 4% of all simple non-syndromic
craniosynostoses.® The clinical appearance is typical,
with wedge-shape, triangular forehead, flattened su-
praorbital rims, thickened metopic suture and cranial
index with normal value. The computed tomography
of the brain is also typical, with flattened bilateral
frontal lobes and small anterior cranial fossa. The
only treatment for trigonocephaly is the surgical

Figure 5b. The same patient
five months after surgery

correction of the deformity. There are various num-
bers of operative interventions in which the common
principle is reconstruction of the whole frontal bone,
even including complex reconstructions with cor-
rective osteotomies of the roof of the orbits and the
lateral ends of the supraorbital rims for advancement
and enlargement of the anterior cranial fossa.
Braid and Proctor' suggest that the operative
correction is done between the age of 6 and 12
months of the infant for open reconstruction of the
anterior part of the vault because of the associated
bigger blood lost, the durability of the intervention
and the high rate of recurrence if the intervention is
done before the age of 6 months of the infant.
Raimondi’s’ opinion about the timing of 7
months of age with follow up do his 13 months of
age, having excellent aesthetic effect and no signs
of recurrence of the deformity, with normal psych-
omotor development. The age of our patients at the
time of the intervention ranged from 7 to 14 months,
an average of 13 months, with median of 9 months.
Apart from the endoscopic treatment, all open
surgical procedures include bifrontal craniotomy,
creation of free bony flap in one or two pieces, ex-
cision of the nasal extensions of the frontal bone
and frontal extensions of the nasal bones, lateral ad-
vancement of the superior orbital ridges by pivoting
on their sectioned or green-stick fractured medial
edges, replacement of the frontal bony flaps after
modifying their edges, curvature and orientation. The
variations include the creation of a free orbital bar
and its replacement after opportune remodeling, the
insertion of a bone graft in the midline gap resulting
from the removal of the upper part of the nasal bones
to correct hypotelorism.?
Di Rocco’s® personal surgical technique reaches
all the mentioned goals through a procedure named
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“shell” operation because of the characteristic form
of the frontal bony flap. Essentially the procedure
consists of a frontal craniotomy allowing to remove
the deformed frontal bone and part of the parietal
bones from a line 2cm above the orbital ridges to
the anterior fontanel. The flap is remodeled with the
drilling of the thick ridge of the metopic suture and
anterior displacement of its lateral aspects. Radial
osteotomies converging downwards and towards
the midline (so mimicking the lines of the shell)
diminish the resistance of the bone and allow to
modify its curvature. The nasal processes of the fron-
tal bone and the upper part of the nasal bones are
removed. The roof and the lateral walls of the orbits
are sectioned and the lateral borders of the superior
orbital ridges pushed forward in order to compen-
sate for the hypoplastic orbital cavity. The pushing
maneuver is made using the medial borders of the
superior orbital ridges, cracked only partially, as
pivots. The advancement is maintained by replacing
the remodeled frontal bone between the advanced
superior orbital rims and the anterior border of the
parietal bones.

In our cases, there is a modification of the clas-
sic intervention with rotation of two free bony flaps
without intervention over the superior orbital ridg-
es. The created free frontal bone flap in one piece
is osteotomized anteriorly and distally just above
the superior orbital ridges with drilling of the most
prominent part of the metopic suture and after that
it’s rotated for 180 degrees with excision of the most
prominent wedge part of the bone flaps. The radial
converging linear osteotomies are made on the bone
flap with separate green-stick fractures for further en-
largement of the intracranial space. The frontal bone
flap is repositioned and fixed over the superior orbital
ridges with one interrupted 2-0 silk suture on both
sides of the forehead. The created reconstruction
makes an excellent aesthetic and functional effect
especially with the enlargement of the anterior and
lateral aspects of the frontal lobes of the cerebrum.

The possible side effects of the intervention are
bleeding, infection of the wound, with overall inci-
dence under 1%, possible recurrence with further
need for additional surgical correction depending on
the age of the patient and the type of the craniosynos-
tosis. Our long term results show no complications,
neither recurrences. Comparing our results with the

results in the literature we observed no difference
in the results with the classic surgical procedure for
trigonocephaly. However our procedure is shorter
and accompanied with less blood loss.

CONCLUSION

The early recognition of these anomalies in-
cluding all craniosynostoses, the deformities of the
newborn and infant’s head and the preventive oper-
ative reconstruction would prevent abnormal distur-
bance of the psychomotor development during the
child’s growth. The multidisciplinary approach can
prevent new disabled individuals in the society. Our
technique allows shortening of the entire surgical
procedure, especially in departments where blood
saving devices are not available.
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ArmncTpakT

Bosen: Ilpepano cpacnarara MeTonuyHa CyTypa pe3yiATHpa CO pa3BOjHa aHOMaluja HapeueHa
TpuroHonedanuja. TperMaHOT Ha TPUTOHOLE(ANHjaTa € XUPYPILIKA PEKOHCTPYKIIHN]a, OYHYBAjKH O] 6AHOCTaBHU
CYTYPEKTOMHH KOH KOMIUIMLIMPAHU PEKOHCTPYKIMHU Ha KPaHWjAIHHOT CBOA, CO LEJ Aa ce J00He JOBOJIHO
€HIOKpaHHjaJeH MPOCTOP 3a HOPMAJICH Pa3BOj HAa MO30KOT U €CTETCKa KOPEKIIHja.

eun: Llenra Ha TpyaoT e Mpe3eHTUpamke Ha HAIIMTE UCKYCTBa BO BPCKa CO OBaa MaTojioruja Bo PemyOnuka
Makxenonuja, HarIacyBajKu ja TpUTOHOLE(anujaTa Kako eHa Off peTKUTe (OPMHU Ha KPaHHOCHHOCTO3A.

Hammot marepujas: Bo texot Ha 20 ronunu (o 1996 1o 2015 roguna) Bo lerckuot oanen Ha Knunukara
3a HeBpoxupypruja Bo Ckorje oricepBrpasme 18 6edurba co TpuroHotedamja, BKIy4yBajKu U €THO CO CHHIPOM
KapnenTep u tpurononedanuja, 14 mamku u 4 xxencku. Cute Jielia ©Maa eJHOCTaBHa TpUroHoledauja, eaHo
uMalle CHHAPOMHA KpaHuocuHocTo3a (cuaapoM Kapnentep). Ciopen Knacudukanujara va Ou u Marymoto,
HampaBeHa Bo 1986 roauna’, teika trigonocephaly e 3a0enexana Bo 11 ciydan, a ymepena TpuroHomedauja
BO 7 ciyyam.

Hammor meron: Hammor TpeTMaH ce cocTon 07 Majky U3MeHeTa J[MpokoBa’ XMpypIiKa mpoueaypa,
HapeyeHa omepanuja ,,[IKoJIKa, 10/1aBajKu TPAaHCIOHUPAhE HA KOCKEH PE3eH.

Pesynraru: [locroneparuBauor nepuoxn Oeire MUpeH, OCBEH OUYEKYBaHHMOT OTOK Ha 4yenoto. beOumara
ce OTHYIUTEHH 07 OOJHHUIIA BO MPOCEK Ha OCMHOT IOCTONEpaTHBEH AeH. Tpu Mecenu mo omepanujara 3a
KOHTpOJa, IIaBaTta uMalle OJJIMYEeH €CTETCKH M3IVIeH, IICHXOMOTOPHHUOT Pa3Boj Oellle cropes Bo3pacTa Ha
nanuenTute(cauka 3a u 30). HemaBme ceprno3Hn KOMIUTHMKAIIMK, OCBEH OYEKYBAHHOT MOCTONEPATUBHA OTOK
Ha vesoto. Cute onepupanu Jaela uMaa OJIMYEH ,,JOITOPOUECH  eCTETCKH e(eKT U HOpMalieH ICHXOMOTOPEH
pa3Boj. OBaa mocTarnka 0BO3MOXKYBa CKpaTyBambe Ha ONEPAaTUBHOTO BpeMe, MOCEOHO BO HHCTUTYIMH KaJie IITO
HeMa anapary 3a peluKiaka Ha KpB.

3akay4ok: Co paHOTO NPENO3HABAE HA OBUE aHOMANUH, 1e(DOPMUTETUTE HA HOBOPOJICHYETO M TJIaBaTa
Ha 6e0eTo M MPEeBEeHTHBHUTE ONEPATHBHM PEKOHCTPYKIUH, K€ CE CIpedr aOHOPMAIHO HApyIIyBame Ha
IICUXOMOTOPHHOT Pa3B0j 3a BpEMe Ha PacToT Ha AeTeT0. MylITHANCIUIUIMHAPHUOT IPUOA MOXKE /1A ja CIpedn
110jaBa Ha HOBH JIMLIA CO TOCEOHHU OTPeOU BO OMIUTECTBOTO. Hamrara TeXHUKa 0BO3MOMKH CKpPATyBambEe Ha Lieara
XUpYpILIKa IpoLesypa, 0coO0CHO BO Ofie/IeHHjaTa KaJie IITO HeMa yPEaH 3a PEeLUKIaxKa Ha KpB.

Kityunu 300poBH: KpaHHOCHHOCTO3a, TPUTOHOLE(damja, Hallle UCKYCTBO, ONlepaTHBHA PEKOHCTPYKLIH]ja
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SUMMARY

The aim of this study is to show the various possibilities to treat this rare malformation, accentuating the results
of the early surgical treatment before complications.

Material: The authors present 8 cases of patients with subcutaneous arteriovenous malformations, 5 females
and 3 males (age of 7, 13, 19, 23, 27, 52 and 58 years) treated in the period of 1999 until 2015 at the Clinic for
Neurosurgery and the Clinic for Plastic, Aesthetic and Reconstructive Surgery in Skopje, Republic of Macedonia.
This malformation has been observed by the parents in the childhood, around the age of 3 years in all cases.
Local red circonscripted nodule, soft, with manually discharging tendency and varicose dilated veins have been
observed in all cases, deaf on both sides in one case, while in the older case, a cavernous sinus thrombosis caused
unilateral exophthalmia, hyaline indurated ophthalmic vein, vertigo, arrhythmia, heart failure and bradypsychia
have been observed. The size of the malformation has been from 2.5 to 7 cm. The diagnostics was done using
CT, CT-angiography and digital angiography including external carotid angiography. Endocranial arterials
peduncle was present in all cases.

Results: Six cases underwent surgery, while two cases were treated with several treatments of endovascular
embolization. The follow up has been ranged from 2 to 15 years. All surgically treated patients improved without
recurrence, the exophthalmia, bradypsychia and the heart problems regressed, while in patients treated with
endovascular non-complete occlusion the AVM decreased, but still remained.

In conclusion: The Surgical treatment remains a first option if it is possible, and as earlier as possible, while
embolization is a useful tool in cases where a complete excision is not possible.

Kew words: Subcutaneous AVM, surgery

INTRODUCTION birth, an error in the development of the blood vessels

in the normal embryonic arteriovenous seals of the

Subcutaneous arteriovenous malformations are  primitive bloodstream is rather adopted.

known as angioma arteriovenosum cirsoides or aneu-
risma arteriovenosum cirsoides' in the literature'. They
often appear in the subcutaneous tissue of the head
and the face, rarely elsewhere on the human body.
Although there are some indications in the literature
for the traumatic cause whether, at birth or soon after

Therefore at that place appears a constant entry of
arterial blood in the veins, which makes them dilated,
soar and tortuous due to the increased pressure. The
increased blood pressure in the veins causes reactive
flourishing of the tissue in the walls of the venous junc-
tions and therefore, they become increased and thicker.
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CLINICAL MATERIAL

In the period of 15 year from 1999 to 2015 at the
Clinic for Neurosurgery and the Clinic for Plastic,
Cosmetic and Reconstructive Surgery in Skopje,

A »

Figure 1. Subcutaneous arterio-venous malformation
in right frontal region; before and eight days after the
surgical excision.

Figure 2. Subcutaneous arteriovenous malformation
in right frontal region;before and one month after
the surgical treatment

a S Sha h |

Figure 3. Subcutaneous arteriovenous malformation in the
left temporoparietal region complicated with exophthalmia
due to sinus thrombosis in the oldest patient; before and
two months after the surgery.

Al

Republic of Macedonia we observed and treated
eight patients with subcutaneous arteriovenous mal-
formations, five females and 3 males with different
ages (...7,13,19,23,27,52 and 58 years...) average
28.5 years, median 25 years.

The malformation is noticed in the parents in
the childhood (about the 3™ year after birth), but
due to insufficient knowledge of the pathology and
the insufficient diagnostics the medical treatment
has been delayed.

The clinical picture in all patients manifested
local red circonscript island on the skin of the fron-
tal, parietal or temporal area of the skin of the skull,
soft on palpation with the tendency to diminish the
volume under pressure, dilated varicose vein of the
scalp and systolic noise on auscultation over the
swelling. The two youngest patients have a pulsa-
tile swelling of one temporal region, one with loss
of audition because of extension to the pyramidal
bone. The oldest patient has exophthalmia due to
cavernous sinus thrombosis and consecutive puru-
lent conjunctivitis, ptose, hyaline changed dilated
varicose veins, arrthythmias, cardiac problems arising
from chronic cardiomyopathy and bradypsyhia. The
size of the arteriovenous malformation appears from
2.5 to 7 cm in diameter, all with endocranial feeders.

DIAGNOSIS

The diagnosis is set up with clinical examina-
tion, computed tomography, magnetic resonance
imaging of the brain, CT-angiography and digital
pan angiography, showing external carotid arteries
of both sides.

TREATMENT

The arteriovenous malformation has been excised
in 6 patients, while two patients have been partially
treated in the Acibadem hospital with partial endovas-
cular embolization. The oldest patient with exophthal-
mia has been firstly treated with adequate antibiotic
therapy after antibiogram and after the remission of
the infection the malformation has been excised.

RESULTS

The revascularization of the malformation in
surgically treated patients is not observed. An excel-
lent aesthetic results and complete disappearance of
the varicose veins is observed in five cases. Varicose
veins regressed in the oldest patient treated surgical-
ly, the exophthalmia was withdrawn, the mesh com-
pletely open, and remained only a small soft tissue in
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Figure 4. Digital angiography of the patient with
arteriovenous malformation in the left frontal region.

Figure 6. Digital angiography in the patient with
subcutaneous arteriovenous malformations in the

left temporal region before and after a partial
endovascular treatment.

the upper level of the term eyelid which corresponds
to the changed hyaline varicose ophthalmic vein.
Furthermore, the patient changed her behavior, from
depressive and slow she became dynamic, quick in
reactions (according to the statement of the children
“...completely different personality...”), the cardiac
problems disappeared. There is amelioration in the
two cases treated with partial embolization, but the
malformation still persists on auscultation and an-

giography.

DISCUSSION

The malformation is not easy to identify because
itis not a frequent one>678:%10.1L1215.16.19.20, gometimes
it could remain unknown to the specialists in plastic,
aesthetic and reconstructive surgery. In the literature
there are few published papers on treatment of the
subcutaneous arteriovenous malformations of the
sculp. According to the published papers, the sur-
gical excision remains radical manner for treatment

*fi3d1

Figure 5. Digital angiography of the patient with
arteriovenous malformation in the left temporal region.

of these malformations. It is usually feasible when
the nidus of the malformation is small and easily ac-
cessible for excision. In older age when the varicose
developed veins of the scalp may cover the malfor-
mation, or when other associated complications may
appear changing the surrounding skin, the modern
medicine employs the methods of endovascular em-
bolization. However, the endovascular treatment is
rarely complete and may lead to incomplete occlu-
sion of the malformation because of the many anas-
tomoses of the blood vessels of the skin®'®*. Apart
from that, the endovascular treatment may lead the
hair disorder in a certain part of the head causing an
unpleasant aesthetic effect. Therefore, a combined
surgical treatment with surgical excision of the ni-
dus or ligature of certain arteries or branches of the
artery that feed the malformation may be employed.

CONCLUSION

The early recognition and treatment of circon-
script subcutaneous arteriovenous malformations of
the scalp is of great importance because of the ex-
cellent results. A complete angiographic study of the
head is mandatory before the treatment. The surgical
treatment represents the first option in the medical
treatment of these malformations, if possible, and
should be realized as earlier as possible. The endo-
vascular treatment may be applied as an additional
method in the medical treatment, independent or
combined with the operational treatment.
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Ancrpakr

Ienra Ha 0BOj TPYA € J1a ce MPHKAKAT PA3TMIHUTE MOKHOCTH 32 TPETMaH Ha OBHE PETKH Man(opMaliyy,
CTaBajK¥ aKIEHT Ha PaHUOT TPETMaH, JI0JIeKa HE HACTAHAT FOJIEMH KOMILTHKAIIUH.

Marepujan: ABTopuTe NPUKaXyBaaT § ciyyan Ha MOTKOXHU apTEPHOBEHCKH MaI()OpMaInm, 5 EHCKH
u 3 mamku (Bospact 7, 13, 18, 19. 23, 27, 52 u 58 roguam) nekyBaHu BO mepronoT ox 1999 no 2015 romuna
Ha Knuaukara 3a HeBpoxupypruja u Ha KiimHukara 3a riacTiiHa, eCTeTCKa i PeKOHCTPYKTHBHA XUPYPrHja BO
Cxomje, Perrybmuka Makenonuja. Mandopmanujara kaj manueHTuTe Ouna 3adenexana oJf pOIUTENHTe BO IeTCKa
Bo3pacT (o Tpu rofuHu). bonecra ce ManubecTHpana co JTOKAJICH IPBEH IIMPKOHCKPHUIITEH OTOK HA KOKara Ha
MOIIABMHATA, MEK Ha TANMaIyja, Co TeHCHIMja Ha MPa3Hehe Ha TPUTUCOK 10 BAPUKO3HO JUIATUPAHU BEHU
Ha TOMTaBMHATA Kaj CUTE YSTHPHU CIydyau, TIYBOCT Ha JIBETE YIIU Kaj e/lHa MAIMeHTKA, JT0/IcKa Kaj Bo3pacHaTa
JIMYHOCT U cO er30(h)TajaMyc nopaju Jo1aTHa TpoM003a Ha Sinus cavernosus, XujaarHo IPOMEHETH JHIaTHPaHH
BAPUKO3HH BEHH, apUTMUH, CPLEBH NPOOIEMH ILTO NPOU3IETYBAAT O XPOHHIHOTO IPEONTOBAPYBAHE HA CPLETO
u Opaguncuxuja. Jujamerapot Ha Mandopmarumjara ox 2,5 10 7 cm e HenpaBwieH. Jlujarnosara e mocraBeHa
co KT-cken, KT-anruorpaduja n sururanna nanauruorpaduja, BKIyqyBajku U a. carotis externa. Curte ciyyan
MMaJie eH/IOKPaHMjaIHH apTEPUCKHU TIEYHKYIIH, KOU ja XpaHere MaidopMmalujara.

Pesyarar: TpermaHOT Kaj 6 ciyuau € M3BEJICH ONEPATUBHO, CO EKCIM3Mja Ha ManopMmalijara, 101eKa
Kaj J[Bajlia Mal[MeHTH Taa € AeNTyMHO eMOonu3upana. [locTonepaTnBHOTO cieNiehe Ha AIMeHTUTE H3HECYBa OJf
3 o 15 roauHu, Kaj OnepaTUBHO JICKYBaHUTE MAIMEHTH HEMa PELUIUB, 10/ICKa Kaj MallueHTKaTa JeKyBaHa co
emMOonn3aIja c¢ yIre mocTon BacKynapHa Mandopmariyja.

3akiydok: XHUPYpPIIKHOT TPETMaH TPETCTAaBYBa MPBa OMIIHja BO JCKYBAmETO HA OBHE Maj(opMallvy,
JIOKOJIKY € MOYKEH H IIITO € MOJKHO TIOpPaHo, JIojieka eMOOoITH3alnjaTa MOXKe J1a Ce IPUMEHH KaKo JIOTIOTHUTEITHA
METO/Ia BO JICKYBAHETO.

Kew words: motkoxen AVM, onepaiija






MMPUJIO3U. Ona. 3a men. nayku, XXXVIII 1, 2017
CONTRIBUTIONS. Sec. of Med. Sci., XXXVIII 1, 2017

MAHY
MASA

ISSN 1857-9345
UDC: 616.134-089.86

CASE REPORT

TRANSPOSITION OF SUBCLAVIAN ARTERY

—IS IT THE APPROPRIATE CHOICE?

Nikola Lazovski', Sasko Jovev!, Dusan Babic?, Srdjan Babic?, Omer Dzemali®

! University Clinic for Cardiac Surgery, Skopje, Macedonia
? Institute for Cardiovascular diseases, Dedinje, Belgrade
3 University Clinic for Cardiac Surgery, Zurich, Switzerland

Correspondence and reprint: Sasko Jovev, UNI Clinic for Cardiac Surgery, Vodnjanska 17,Skopje,tel.075 389 002,

email: Jovev99@yahoo.com

ABSTRACT

Introduction: To present patients with symptomatic subclavian artery disease and treatment possibility.

Case report: A 53-year-old female was admitted with vertigo and left arm claudication. Duplex-scan and
MSCT arteriography verified subclavian artery occlusion. After the endovascular treatment failure, the patient
was switched to surgical treatment — subclavian artery transposition. After the successful surgical treatment, the
patient was discharged on the second postoperative day. If the patient is a candidate for surgery, the literature
review shows good initial and long-term results after the subclavian artery transposition, and emphasizes this

technique as superior.

Conclusion: Subclavian carotid transposition is a safe and effective method of treatment in patients after en-
dovascular treatment failure or other indication. Also, the surgical treatment is technically demanding because
of the difficult access to the vessel origin, and it requires experienced surgeons.

Key words: subclavian artery, surgery, atherosclerosis

INTRODUCTION

Atherosclerotic steno-occlusive disease of the
proximal part of the subclavian artery (SA) is an
important cause of posterior circulation ischemia,
upper limb ischemia, hand claudication, digital em-
bolization, and angina in patients with a left internal
thoracic artery (LITA) graft [1-8]. Also, an addition-
al indication for treatment includes increased inflow
for scheduled coronary artery bypass surgery — LITA
(left internal thoracic artery) graft [9] and before
the thoracic endovascular aortic repair (TEVAR)
because the devices are typically placed over the
left subclavian artery (LSA) and can result in spinal
cord or arm ischemia.[10,11]

There are two modalities of treatment of the
steno-occlusive subclavian artery (SA) disease:
endovascular treatment (EVT) and open surgery.
During the last four decades, a number of surgical

techniques have been developed for SA reconstruc-
tion including: SA transposition, carotid-subclavian
bypass and other extra-anatomic reconstruction in-
cluding axillo-axillary bypass.

Even EVT have several advantages and seems
superior [12], open surgery procedures are indicated
in patients with long occlusions (>4 cm) combined
with severe calcification, in patients with occlusions
close to the vertebral artery ostium or after EVT
failure. [12]

In addition, surgical treatment is indicated in
patients with arteritis, aneurysm, before scheduled
TEVAR procedure to provide adequate proximal
landing zone or in case of arterial injuries. In this
report we present a case of a successful SA trans-
position after EVT failure with literature overview
of the possibilities and results of SA steno-occlusive
disease treatment.
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CASE REPORT
AND SURGICAL TECHNIQUE

A 53-year-old female was admitted with verti-
go and left arm claudication. Her risk factors were
smoking (> 20 years) and hypertension. Beside the
antihypertensive therapy, levothyroxine was pre-
scribed for several months because of myxedema. On
admission, the full laboratory tests including thyroid
hormones were in the normal range, with obstructive
type reduction of the lung function (FEV 1 — 65%).
The preoperative evaluation included extracranial
carotid arteries duplex ultrasound scanning as well
as subclavian and vertebral arteries and segmental
pressure measurement of both upper limb arteries.
A duplex scan (GE Vivid 7, GE Healthcare, Wau-

2N
/i, ]
a) sagittal projection; b) axial projection.

watosa, WI, U.S.A. ) verified a left SA occlusion
with retrograde in the left vertebral artery with no
significant stenosis on the carotid arteries. Multislice
CT angiography (MSCT; GE Light Speed VCT64,
GE Healthcare, Milwaukee, WI, USA.) showed LSA
proximal occlusion (length of 20mm) (Figure 1).

The indication for EVT was made by a vascular
surgeon and interventional radiologist.

However, percutaneous recanalization failed in
this patient using both (femoral and arm) approach
due to the inability to cross the lesion with 0.014-
in. and 0.035-in. guide wire and the patient was
switched to subclavian transposition surgery.

Surgical technique. Via a longitudinal incision
over the anterior edge of the left sternocleidomas-
toid muscle, which begins from incisura jugularis

and ends over the anterior edge of the muscle at
the level of the thyroid cartilage, we approached
the deeper structures. Platysma was cut and medial
to the internal jugular vein, the omohyoid muscle
was cut first and the common carotid artery (CCA)
was isolated for the whole of its length. At the most
proximal part of CCA, the medial of the medial head
of the sternocleidomastoid muscle in direction to-
wards back, ligating thoracic duct and vertebral vein,
the approach for the proximal segment of SA was
made. The artery was carefully isolated especial-
ly the proximal origin segment and distally to the
origin of LIMA. The vertebral artery was separate-
ly isolated. The procedure was performed under a
systemic anticoagulation (heparin in doses of 100
units/kg) to have the activated clothing time between

S
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e . .
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Figure 1. Occlusion of the ostial part of the left subclavian artery — white arrow;

250 and 300 seconds. After clamping and cutting
of the proximal part of the SA, the blind end of the
artery was suture ligated with non resorbable suture,
and the distal part was positioned for the anastomo-
sis with CCA under the angle of 90°. With a 4mm
puncher, the hole at the side of the CCA was made
which was extended afterwards and anastomosed
with continuous suture Prolene 6-0. (USP). Flushing
was made at the end of the anastomosis and normal
pulses were obtained at the subclavian, vertebral,
radial and ulnar artery. After the surgery, the patient
had no neurological deficits and was extubated in
the operating room. The patient was discharged on
the second postoperative day with standard therapy
(Acetil-salicid acid 100 mg/d) and normal arm/hand
pulses. Two weeks later a control color duplex was
made and revealed normal flow direction.
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to the medial border of the left sternocleidomastoid muscle.

1. Common carotid artery — upper arrow; 2. Resected left
subclavian artery — right lower arrow; 3. Suture ligation
of the proximal part of the left subclavian artery — left
lower arrow.

DISCUSSION

Numerous previous published studies have
shown the results of surgical treatment of SA ste-
no-occlusive disease. [13,14,15,16]

There are several surgical techniques for the
treatment of SA steno-occlusive disease (including
anatomical, extra-anatomical and bypass procedure);
but in clinical practice, surgical treatment is techni-
cally demanding because of the difficult access to the
vessel origin, and it requires experienced surgeons.
In addition, the mortality rates after surgery range
from 0% to 2.2%, and the risk of cranial neuropa-
thies (such as Horner syndrome) and non-neurologic
complications (lymphocele, wound infection, and
pneumothorax) is 0%-12%. [13,16,17] On the other
hand, the long-term results after surgical treatment
vary. Extra-anatomic reconstruction including axil-
lo-axillary bypass grafting is associated with poor
long-term results. Superior surgical technique is sub-
clavian-carotid transposition (SCT) with excellent
long-term results. [16] Also, Cina et al. [18] in their
review concluded that SCT is safe and effective for
reconstruction of the first segment of the SA and
patency rates and clinical symptoms freedom are
higher with SCT than with carotid subclavian bypass.

However, advances in endovascular techniques
provide similar success rates as surgical treatment.
[12] But, as it was mentioned above, there are several
limitations for EVT. One on the most important is
ensuring adequate proximal landing zone for TEVAR

Figure 3. Transposition of the left subclavian artery to the
left common carotid artery; 1) Common carotid artery — left
upper arrow; 2) Left vertebral artery — right upper arrow;

3) Left subclavian artery — right lower arrow;

4) Anastomosis between the left subclavian artery and

the left common carotid artery in termino-lateral fashion.

procedure to prevent posterior cerebral circulation,
prevention of the arm circulation, preservation of
LIMA in patients with LIMA — coronary bypass and
preservation of C4 collaterals in prevention of per-
fusion of the spinal cord.

Apart from the advances that the transposition
offers as a procedure: easier, faster, excellent patency
rate, without prosthetic material, elimination of the
type 2 endoleak, we think that the approach has its
own role in avoidance of possible complications.
This collar incision offers better and easier approach
to carotid bifurcation if there is a need for carotid
endarterectomy. Also, it offers comfort during per-
forming the procedure because of the avoidance of
working in the narrow and limited field (between
the two heads of the sternocleidomastoid muscle).
Avoidance of possible complications is another
advantage because the preservation of the anteri-
or scalene muscle where the anatomic/topographic
position of the phrenic nerve is preserves the nerve
from possible injury.
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Pe3ume

TPAHCIIOHUPAILE HA CYBK/IABUJAJIHA APTEPUJA
— JAJIM E TOA COOABETEH U350P?

Huxousa Jlazoscku!, Camko Joses!, Iyman Baoui?, Cpran baouk?, Omep lemauian’

! VHmBep3uTeTcKa KIIMHUKA 3a Kapauoxupypruja, Cxorje, Makenonuja
2 MIHCTHTYT 3a KapMOBacKyIapHu 3abonyBama, Jleaume, bearpan
3 YHuBep3uTeTCKA KIMHKKA 32 Kapauoxupypruja, Lupux, [1IBajuapuja

Ancrpakr

Bogen: [la ce mpercraBat manuMeHTH co CUMIITOMATCKa OOJIECT Ha CyIMKIIaBHjalHATa apTeprja U MOXKHOCTA
3a TpeTMaH.

IIpuka3 Ha cayuaj: 53-roxumiHa skeHa Oemre MprUMeHa cO BPTOTVIABHIIA M CO KJIayauKalldja Ha JieBaTa
paka. Jlymnekc-ckenupameto 1 MCKT-aprepuorpadujara ja moTBpanja OKIIy3ujaTa Ha CYMKJIaBHjaHATA
aptepuja. [lo HeycrexoT Ha €HJOBACKYIApHUOT TPETMaH, MAIMEHTOT Oemre mpedpieH Ha XUPYPIIKA TPETMaH
— CyIIKJIaBHjaJIHa apTepUCKa TPAHCTO3MIH]ja. [10 yCnenmnnoT Xupypiku TpeTMaH, ManueHToT € OTIHYIITeH Ha
BTOPHUOT TIOCTONIEPATUBEH JIeH. AKO € ITAIIMEHTOT KaHIUJIaT 3a OTepaliyja, NPerieoT Ha TINTepaTypaTa IoKaKyBa
J00pH TIOYETHU W JIOJITOPOYHM PE3yNTaTH Ha CyNMKJIaBHjaHaTa apTepuja M ja UCTaKHyBa OBaa TEXHHKA Kako
CyIIepHOpHA.

Sakaydok: TpaHcnosunyjaTa Ha CyIKJIaBHjaTHaTa KapoTraa ¢ 0e30e1eH 1 e(hrKaceH METOM Ha JICKYBALE Kaj
MAIUEHTHTE 110 HEYCTIEXO0T Ha EHJOBACKYIapHAOT TPETMAHOT WIIH IpyTa HHANKauja. McTo Taka, Xupypuikuor
TpeTMaH € TEXHUIKH HAMlOPeH, TIOPaIH TEIIKHOT IIPHUCTAI JI0 TOTEKJIOTO Ha CaJI0T, M Toa 0apa NCKYCHU XUPYP3H.

Kayunu 300poBu: cynkiaBHjaiHa apTepHja, XUPyprHja, aTepockieposa
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ABSTRACT

Introduction: Congenital anomalies of the kidney and urinary tract (CAKUT) represent several types of mal-
formations with occurrence of 1 in about 500 live births.

Objective: Small for gestation age (SGA) may influence in prevalence of CAKUT and progression of chronic
kidney disease (CKD) in children. The aim of this study was to elaborate our experiences with detected CAKUT
in a cohort of SGA born children in Macedonia.

Methods: Our cohort consisted of 100 SGA born children investigated for associated congenital anomalies
of urinary tract. We analyzed anthropometric and clinical birth data in children with diagnosed CAKUT and
estimated the stage and time of onset of CKD by biochemical and imaging technics.

Results: We revealed 7 (7.0%) SGA born children with congenital anomalies of the urinary tract. Their mean birth
weight was very low 1855 gr (-3.93 SDS) and the birth length 45.57cm (-2.17 SDS), as well. A significant growth
failure with reduced weight and BMI were noticed at the time of diagnosis. A diagnosis of CAKUT in 4/7 was
established in the first few months of life, but in others 3 later in early childhood. Three children revealed with
unilateral kidney agenesis, 2 had hypo-dysplastic kidneys and in 2 children was found vesicoureteral reflux. Normal
glomerular filtration rate was estimated in 2 children with CAKUT. Stage 2 CKD with GFR 60-90 ml/minx1.73m?
had 3 children, 1 patient was graded in stage 3 and one child needed kidney transplantation, stage 5 CKD.

Conclusions: We presented 7 SGA born children with CAKUT. An early recognition, assessment and treatment
of these anomalies might improve their quality of life.

Key words: born small for gestational age, Congenital anomalies of the kidney and urinary tract (CAKUT),
birth weight, birth length, glomerular filtration rate

INTRODUCTION eropelvic junction obstruction (UPJO), megaureter,

posterior urethral valves (PUV), and vesicoureteral

An entity/acronym - Congenital anomalies of
the kidney and urinary tract (CAKUT) covers wide
range of renal and urinary tract anomalies with var-
ious degree of severity. These structural anomalies
may be presented as complete renal agenesis, as the
most severe, to renal hypodysplasia, multicystic kid-
ney dysplasia, duplex renal collecting system, uret-

reflux (VUR).

CAKUT might be detected in 1 of 500 live
newborns. The most severe of these anomalies are
fatal for 1 of 2,000 infants during the first month
of life. Their incidence is higher in boys, although
girls might be also affected. Predominantly they are
asymptomatic and not associated with another anom-
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aly. There is an evidence of their association with
other malformations in syndromic disorders, as in
papillorenal syndrome, Meckel-Gruber syndrome,
trisomy 18, asplenia, polysplenia etc. [1, 2].

In the majority of patients with CAKUT the
inheritance is autosomal dominant with incomplete
penetrance, but not all of the family members have
the same phenotype expression although they carry
the same genetic alteration. Renal anomalies are
detected in close relatives of up to 10% of CAKUT
patients. Monogenic forms of CAKUT are caused
by mutations in HNFIB and PAX2 genes. The Mu-
tations in HNFIB and PAX2 genes that cause syn-
dromic disorders are detected in only 5 to 10% of
cases. In 7 affected Sardinian family members with
CAKUT by Sanna-Cherchi et al. a heterozygous
splice mutation of dual serine/threonine and tyrosine
protein kinase gene (DSTYK, MIM 612666.0001)
was found [3-7].

Short stature is the most common expected com-
plication in children born SGA. But, they are also
at risk for developing obesity, hypertension, insulin
resistance, diabetes and cardiovascular diseases in
adulthood. These children are with increased risk
of renal failure and electrolyte imbalances, as well
[8]. Therefore, it is more interesting to investigate
the influence of SGA in children with CAKUT if
both may contribute to developing the same com-
plications.

SGA is a potential risk factor which may have
an influence in increasing the prevalence of the con-
genital kidney and urinary tract anomalies in children
and the progression of CKD, as well. The aim of this
study was to elaborate our experiences with detected
CAKUT in a relatively small cohort of SGA born
children in Macedonia. We followed the established
criteria for diagnose of CAKUT in children and their
further follow up.

METHODS

The analyzed data are from a cohort of 100 chil-
dren born small for gestational age. SGA is defined
as birth weight and/or length or at least 2 standard
deviations (SD) below the mean for gestational age
(GA) [9] born at term, whether they remained short
after 4 year old or achieved catch up growth. The
main interest in this study are patients with diagnosed
congenital disorders of urinary tract.

We investigated several variables taken from
their first visit in the study. The clinical birth data
was evaluated by birth length (BL), birth weight
(BW), BL standard deviation score (SDS) and BW
SDS. The investigated anthropometrical data were:
chronological age, gender, height (centimeters),
weight (kilograms) and body mass index (BMI in
kg/m?). The diagnose of CAKUT was established
by biochemical and imaging technics.

Glomerular filtration rate (GFR) is the most
adequate measurement for estimation of the level
of kidney function and the stage of kidney disease.
GFR in children is stated normal if it is above 90 ml/
min/1.73m? although with an evidence of functional,
morphological or other kidney abnormality. If GFR
is 60-89 ml/min/1.73 m? it resembles the CKD stage
2. GFR 30-59 ml/min/1.73 m? is estimated as CKD
stage 3 and GFR 15-29 ml/min/1.73 m? as stage 4
and if GFR is less than 15 ml/min/1.73 m? that is
stage 5 CKD.

CAKUT is very difficult to notice in early child-
hood until the clinical manifestations do not become
apparent. Zhangetal., 2011 [10] recommended ultra-
sonography as the most preferred screening method
for detecting CAKUT in children. There are several
other imaging technics that might be useful for de-
tection of these anomalies as radionuclide scanning,
voiding cystourethrography (VCUG), X-ray com-

Table 1. Analyzed parameters of SGA born children with CAKUT

BW | BW | BL | BL | CA |Gender] H | H | W | W | GFR PRD BMI | BMI
No g | SDS | em |SDS| y em | SDS | kg | SDS “1'”7';““2" - kg/m? | SDS
5 m
1 1300 |-64 ] 47 | 2 | 12 | M [12350]-330]2300]|-351] 972 agenesio renis | 15,08 | -1,41
2 1350 | 6 | 40 | 56 | 0,1 Foo|41,00]-671] 185 [-785| 9 agenesio 11,00 | -3,76
3 2370 | 27| 47 |16 52| F[113,00] 094 [2500] 1,98 | 1012 agenesio 19,60 | 2,18
4 1590 | 37 ] 45 | -1,7 | 43 | M [9200-310]1200|-338| 88 hypodysplasio | 14,81 | -0,66
5 2300 | 25| 47 |13 03| F [5900]-048] 460 |275| 61 |multicistic dysplastic| 13,21 | -3,15
6 2130 | 32 ] 46 | 21| 02| M |5600]|-090] 456 |-1,57] 811 VURgr2 14,54 | 0,90
7 1950 | 3 | 47 |-09] 0 F | 47,00 |-3,00 2,00 [ -400] 472 VUR3 9,05 | -433
Average | 1.855,71 | 3,93 | 45,57 | 2,17 | 3,18 75,93 | 2,36 [ 10,43 | 3,01 | 69,24 13,90 | -1,72

BW-birth weight, BL-birth length, CA-chronological age, H-height, W-weight, GFR-glomerular filtration rate,
PRD-primary renal disease, BMI-body mass index, SDS-standard deviation score
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puted tomography, CT scan and magnetic resonance
urography.

RESULTS

An analysis performed in a cohort of 100 patients
born small for gestational age revealed 7 (7.0%) chil-
dren with inborn anomalies of urinary tract. Of these
7 children, 4 were girls and 3 were boys.

An estimated clinical birth data showed that the
mean birth weight of all children born with primary
renal anomalies was low, 1,855 gr or (-3.93 SDS),
whilst their birth length was reduced as well, 45.57
cm or (-2.17 SDS), but less than weight (Table 1).

The anthropometrical parameters of these 7 SGA
born children during their first visit and diagnosis es-
tablishment showed an evidence of growth failure.
The average height was reduced in the whole cohort
(-2.36 SDS). The short stature was most evident in
children born with weight less than 2,000 grams and
in children with very low birth weight (VLBW), less
than 1,500 grams. The mean weight in all 7 children
was even more reduced than height, -3.01 SDS at the
time of diagnosis. Their BMI of 13.9 kg/m? (-1.72
SDS) was very low, also.

The diagnosis of CKD in more than half of them,
4/7 children, was established in the first few months
of life, and in the other 3 later in the early childhood.

Two children with primary renal disease were
diagnosed with normal GFR. Stage 2 CKD had 3
children, one patient was graded in stage 3, one
child needed kidney transplantation with GFR 9 ml/
min/1.73 m?, resembling stage 5 CKD.

The performed imaging diagnostic technics re-
vealed three patients with agenesis of one kidney, 2
children had dysplastic kidneys and 2 children were
found to have vesicoureteral reflux.

DISCUSSION

Nephrogenesis finishes around the 36 week of
gestation. But, if a child is born very premature or
with intrauterine growth retardation (IUGR) it is
more likely to develop a renal disease due to the re-
duced nephron number. It was explained, according
to Brenner’s hyper filtration theory that the reduced
nephron number leads to decreased glomerular fil-
tration surface area and, consecutively, to glomerular
and systemic hypertension. Hypertension has major
influence on the glomerular damage and its sclero-
sis and on the ending with decreased renal function
[11]. Microalbuminuria is the first warning sign for
forthcoming impairment of GFR and serious renal

disease. Keijser-Veen MG et al., in 2005 presented
a study in young adults older than 20 years, born
IUGR/SGA, with mainly normal renal function.
They found in these patients more often episodes
of hypertension and/or microalbuminuria and lower
GFR than in patients born with an appropriate gesta-
tion age (AGA). These authors suggested that SGA
leads to renal failure in adulthood [12].

There are several studies which implicate the
influence of the urinary tract anomalies on the birth
weight and length and the growth spurt during child-
hood. Karlberg et al. found that all detected patients
with CKD were born with reduced BW and BL SDS
by 1 SDS [13]. Franke et al. in their study showed
significantly elevated rate of SGA and prematurity
in children with congenital CKD [14]. Zivicnjak
et al. followed up the growth pattern in boys with
CKD. Their growth failure was most evident in the
early childhood especially during the first year of
life. They did not achieve catch up growth, but it
speeded up before puberty, slightly slowed down
during puberty, and finally, the late speed up was
found only until early adulthood [15].

In our cohort of 100 SGA born children we
found 7 patients with congenital anomalies of the
urinary tract. The estimated BW of these 7 children
was low (-3.93 SDS) or 1,855gr with less reduced BL
(-2.17 SDS), which correlates with data from other
studies. It is of note that the growth was seriously
affected in our children with CAKUT especially in
those with very low BW, less than 1,500 gr. It impli-
cates further investigations and treatment. Growth
hormone (GH) treatment is useful in short children
with CKD. It improves their growth velocity and the
final height [16]. We started with GH treatment in
2 short boys older than 4 years and we will follow
their growth achievements.

Approximately 30% of all prenatally detected
congenital anomalies are diagnosed as CAKUT
[17]. The most often noticed anomalies are renal
hypoplasia, dysplasia, obstructive uropathy and oth-
er kidney congenital impairments in patients with
chronic kidney disease [18]. It is still unclear why
these children are born IUGR or SGA. Mutations,
in particular developmental genes were thought to
play a major role in the growth reduction and the
structural anomalies of the kidneys, other organs and
skeleton, as well [19, 20]. Genetic alterations have
been suspects for SGA born children, also. It is of
interest to investigate in future, if the same factors
responsible for the growth of organs and skeleton
influenced the fetal kidney development [21].

The diagnose of CAKUT was established in
the majority of our patients (4 out of 7) very early



56

Aleksandra Janchevska

in childhood, in the first 6 months of life. In other 2
children at the age of 5 and 12 years, respectively.
The absence of one kidney is the most common de-
tected congenital malformation in our cohort of SGA
born patients. It was noticed in three children. Uni-
lateral renal hypo-dysplasia with or without cystic
formations was found in 2 patients as vesicoureteral
reflux as well. VUR in one patient was staged as
grade 2, but in other as stage 3. An estimated nor-
mal GFR was detected in 2 children with unilateral
kidney agenesis. Stage 2 of CKD had 2 children
with hypo-dysplastic kidneys and a boy with VUR.
CKD staged third grade had a girl with VUR. Data
from other studies revealed more than one third of
patients with CAKUT need surgical treatment. Only
one patient of our study 1/7 underwent kidney trans-
plantation due to renal failure.

Our further goal is to investigate if any of our
patients with CAKUT have known genetic alteration
regarding that or being born small for gestational age.

CONCLUSION

Children born small for gestational age have an
increased risk of morbidity and mortality in adult-
hood due to the development of several different
diseases. Their earlier recognition and treatment lead
to better life quality and longevity.
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BPOAEHU AHOMAJINU HA BYBPE3UTE U HA YPUHAPHUOT TPAKT
KAJ JELATA POJEHU MAJIA 3A BO3PACTA
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Ancrpakr

BoBen: Bponenure anomanuu Ha O0yopesute u ypunapHuotr TpakT (CAKUT) npercraByBaaT HEKOJIKY
BHUJIOBH aHOMAJIMH LITO ce jaByBaar kaj 1 oz ooy 500 >KMBOpOAEHH.

Ien na TpynoT u xunore3a: ParameTo Man 3a Bozpacta Moxe J1a Biujae Ha npeBaneHuara Ha CAKUT-or
U IIporpecujara Ha XpoHndHara Oyopeskna Oonect kaj aenara. Lienrta Ha oBaa cTyauja e 1a TH enaboprpa HaIluTe
uckyctBa Bo oTkpuBameTo Ha CAKUT-0T Kaj ienara pojieHH MaJii 3a Bo3pacra.

Metoau: Hamara koxopta ce coctou o1 100 SGA pozenu fena, kou 6ea HCIIMTyBaHH 32 aCOLMPaHH BPOICHH
AQHOMAJIMH Ha YPOTEHUTAITHHOT TPaKT. Hue rv ananu3npaBMe aHTPOIIOMETPUCKUTE U KITMHUYKHTE MOJIATOIH Ha
SGA-ponenure jena kaj kou e mocrasena aujarsosatra CAKUT o noponuiHuTe KapTOHH U TO TIPOLICHUBME
CTaANYMOT ¥ BPEMETO Ha HACTAHOK Ha XpoHWYHara Oyoperxna Oomnect (Xbb) co momorr Ha 6MOXeMUCKN aHATTH3H
Y UMUIUHT-TeXHUKH.

Pesyaratu: Otkpusme 7 (7%) SGA-pomeHn sieria co BpOIeHN aHOMATUH Ha YPHHAPHUOT TpakT. HuBHara
CperHa opoAnIIHa TexuHa Oemme MHOTy HUCKa — 1855 rp (3,93 CIIC), Kako 1 mopoanIiHaTa ODKHHA — 45,5
M (-2,17 CJIC). Bo MOMeHTOT Ha ToCcTaByBameTO Ha IMjarH03aTa 3a0enekaBMe 3Ha4aeH HeyCIeX BO PacTor,
Ha J0aT co HaMaJleHa TelleCHa TeKMHA U MHAEKCOT Ha TeiecHata maca. [{ujarno3ara CAKUT xaj 4/7 oxn ne-
1ata Oele mocTaBeHa BO IPBUTE HEKOJIKY MECEILM Ha )KUBOTOT, & Kaj APYTUTE TPU MOJOIIHA BO TEKOT Ha PAHOTO
nerctBo. Kaj Tpu nena Oeme HajaeHa areHe3uja Ha eIHHOT OyOper, Be MMaa XMIOAUCIUIACTHYHY OyOpesu, a
Kaj JBe Jienia Oeriie oTKpueH Be3ukoyperpasieH peduyke. Kaj nea nema co CAKUT Oemie nporieHeTa HopMaiiHa
romepynapHa punrpanuja. Craguym 2 XBb co T'OP 60-90 ml/min/1,73 m? umaa Tpu senia, e1eH ManueHT oerie
KacuUIMpaH BO TPET CTAJIMYM U Ha eITHO JieTe My Oelie moTpedHa TpancIuianTanuja Ha 0yoper, craguym 5 XBb.

Baxayuonu: [Tpukaxanu ce 7 SGA-pomenu nema co CAKUT. Panoto mpemno3HaBame, MpoIeHKaTa U
JIUCHETO Ha OBHE aHOMAJIMU MOJKE J1a IO T0A00pH HUBHHOT KBAJIUTET HA JKUBOT.

KutyuHu 300poBu: poseHn Maiy 3a BO3pacTa, BpOICH! MaHH Ha OyOpe3uTe 1 Ha yPUHAPHUOT TPAKT, HO-
POIMIIHA TEKHHA, TOPOANIIHA JOJDKHHA, CTallKa Ha IIIOMepyaapHa GuiTpauja
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ABSTRACT

Congenital anomalies of the kidneys and urinary tract (CAKUT) are found in 3-6 out of 1.000 of the newborns,
or according to some statistics they are represented in 0.5% of all pregnancies. Congenital abnormalities of the
kidneys and urinary tract present a family of diseases of various anatomic spectrum, including renal anomalies,
and anomalies of the bladder and urethra. The study was retrospective-prospective which means that it included
newly diagnosed patients suffering from CAKUT, as well as those patients with already diagnosed and well de-
fined CAKUT on the basis of imaging studies which have been processed according to the protocol for this study.

Key words: Congenital anomalies, kidney, urinary tract, familial screening, outcome.

INTRODUCTION

This paper is motivated by the awareness that
so far, in Macedonia there has not been major or
serious studies prepared in relation to congenital
kidney and urinary tract anomalies. The standard
techniques used to examine the kidneys and the uri-
nary tract are: echosonography examination, intrave-
nous pyelography, micturition cystography, diuretic
scintigraphy, cortical scintigraphy (Tc-99 DMSA
scan), direct radionuclear cystography, and in se-
lected cases computerized tomography and nuclear
magnetic resonance.

Factors for development of CAKUT. The first
factor is the obstruction of the lower urinary tract in
the fetal kidney. If the obstruction is present in the
early stadium of the renal morphogenesis at a high
degree, the kidney will be dysplastic or aplastic.
All these structural modifications might be result
of genetic modifications, yet, little is known of the
molecular pathogenesis of these anomalies (1).

The second group of factors are the abnormali-
ties caused by genes in the kidney developing (2,3).

The third factor are the substances such as
medicines or environmental factors, which are
transmitted from the mother to the fetus through
the placenta and affect the development of the fetal
kidney. Most common substances are those having
inhibitory effect of renin-angiotensin- aldosterone
system (4,5).

The aim of this study was to analyze the clin-
ical, genetic and prognostic aspects of the congen-
ital anomaly of the kidneys and the urinary tract
(CAKUT) in a series of 749 pediatric patients di-
agnosed at the Pediatric Clinic in the period from
2010 until 2015.

METHODS

Echosonography is widely used for diagnostics
of certain organs and organ systems. Ultrasonog-
raphy is used for early detection of renal agenesis,
renal hypodysplasia, multicystic kidneys, diagno-
sis of the urinary tract obstruction. It is possible to
evaluate the size of the kidney, position, anatomy,
anomalies, volume and function of the bladder.
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Figure 1. Left cystic dysplastic kidney

Echosonography examination is necessary in
all newborns in which a bilateral serious fetal hy-
dronephrosis is prenatally detected (6,7).

Radiological investigations: Voiding cystoure-
thrography is an examination method by which af-
ter retrograde introducing of a contrast agent into
the bladder, screening is done during micturition.
Voiding cystourethrography is most often done in
children suffering from urinary infections in order
to confirm or exclude the existence of a vesicoure-
teral reflux (8).

Radioisotope investigations

%m T¢ - Dimercaptosuccinic acid (DMSA) re-
nal scintigraphy

DMSA is an investigation which shows the
size, shape and position of a functional renal pa-
renchyma. The lack of a radioisotope in the normal
renal position means a diagnosis of a multicystic
renal dysplasia or renal agenesis, or in certain cases
a unilateral renal hypoplasia.

BIFOVEKT
121 10/ dmsa=To IImANT Jan 19,2006 12114

1
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Figure 3. Tc”m DMSA scan shows arcuate kidney

Figure 2. Bilateral severe vesicoureteral reflux

%m Tc¢ - Diethylenetriamine pentaacetic acid
(DTPA) renoscintigraphy

DTPA is a noninvasive method for differenti-
ation between a hydronephrosis and hydrouretero-
nephrosis of obstructive type where a surgical cor-
rection is needed.

MR Urography (magnetic resonance urogra-
phy). MR urography is performed with application
over gadopentetate dimeglumine — DTPA. MRU is
effective in investigation of pediatric uropatholog-
ical conditions and in the investigating of the con-
genital anomalies. It provides morphological and
functional information (9).

RESULTS

In our series 25% of CAKUT has been detect-
ed by prenatal ultrasound screening.

A positive familial history has been found in
12.42% of the patients where no significant statis-
tical difference has been identified in relation to
the ethnicity and the type of the malformation. The
most common malformation in our series is vesi-
coureteral reflux (VUR —39.92%).

* in the whole series of patients, 1/4 of the
children had extra renal malformations (in
other organs),

= they were least present in children with
VUR (16.7%),

= they were most present in children with ec-
topic kidney and fusion (43.4%),

= ultrasound familial screening was per-

formed in 620 index patients, where a total
of 1,614 relatives were tested,

= totally detected families with CAKUT make
10.9%,
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= the follow-up of the patients of our series
lasted 5-6 years, where the terminal uremia
was achieved in 2.1% of the patients.

CONCLUSION

In general, we can conclude that the prognosis
of the pediatric CAKUT in Macedonia is excellent.
Adverse prognosis is associated with the existence
of obstructive anomalies (valvula of the posterior
urethra), and bilateral affection (hypo dysplasia,
VUR). The favorable results obtained from this
study are due to the high non-selectiveness of our
series.

With this study we created a database of pa-
tients with syndromic and non-syndromic CAKUT,
we identified an unambiguous existence of the ge-
netic factor through the familial ultrasound screen-
ing and the existence of extra renal abnormalities,
thus enabling participation in future multicentric
studies.
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ArmncTpakT

Konrenntanaure anomanuu Ha OyOpesute u Ha ypunapuuoT TpakT (CAKUT) ce npucyTthu xaj 3—6 ox
1000 HOBOpOZICHH WITH, CIIOPE HEKOM CTaTHCTUKH, IpUCYTHH ce Kaj 0,5% o cute OpemenoctH. Konrenurai-
HHUTE aOHOPMATHOCTH Ha OyOpe3uTe 1 Ha ypUHAPHHOT TPAKT MPETCTaByBaat haMuinja 3a00yBama co pasiiu-
YeH aHaTOMCKH CIIEKTPYM, BKITy4yBajKH TM aHOMaJIUHUTe Ha OyOperot, aHoMaiuuTe Ha OelnuKaTa 1 Ha ypeTpa-
ta. Cryaujara Gele peTpoCcHeKTHBHO-TIPOCIIEKTHBHA, LITO 3HAYM Jieka Oea BKITy4eHH HOBOJN]arHOCTULIUPAHH
nanuentu co CAKUT, kako 1 OHME MAlMeHTH Kaj KOM € BeKe JujarHocTuimpan u noopo nedunupan CAKUT
Bp3 0a3a Ha UMHUUMHT-CTY/IMU U THE Ce 00pabOTEHH 110 MPOTOKOJIOT 3a 0Baa CTYJIH]a.

Kny4ynu 300poBH: KOHTeHUTAIHI aHOMATHH, OyOpes3n, ypiHHApeH TPakT, (haMuIiujapeH CKpUHUHT, HCXOJ
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ABSTRACT

Introduction. Abnormal angiogenesis is described in tumor growth and it facilitates its metastatic spread. Tum-
ors with high angiogenic activity belong to the category of aggressive tumors with poor prognosis for patients.
The aim of this study was to determine the blood vessels density (BVD), i.e. neovascularization at the tumor
invasive front in skin squamous cell carcinoma (SCC) in order to determine its possible role in the tumor pro-
gression, and to correlate it to the blood vessels density of healthy skin and with the prognostic parameters of
the TNM classification: T status, depth of tumor invasion (DI) and tumor histological grade (G), which were
also correlated between each other.

Material and Methods. The material consisted of surgical specimens obtained from 30 patients with skin SCC,
who underwent surgery.

Tissue samples were routinely processed by standard paraffin technique stained by Hematoxilin-Eosin and im-
munohistochemically with antibodies against smooth muscle actin (SMA) and CD34. The BVD in the invasive
front of the neoplasms was correlated to the healthy skin, tumor status (pT), depth of invasion and grade of
histological differentiation (pG).

Results. The histological analysis has shown a high statistical difference in the density of blood vessels in SCC
compared to the healthy skin and statistical difference in BVD in neoplasms with different depth of invasion
and different grade of differentiation. The density of neovascularzation increased with the deeper invasion and
the worse differentiation.

Conclusion. The increased vascularization at the invasive front of SCC with deeper invasion and worse differ-
entiation has pointed out to its possible role in neoplasm progression.

Key words: squamous cell carcinoma, immunohistochemistry, CD34, density of neovascularization, invasive
front, histological differentiation

pathological conditions. Abnormal angiogenesis is
INTRODUCTION described in malignant neoplasms and it is consid-

ered that this angiogenesis sustains tumor growth
Angiogenesis is a process of formation of new ~ and facilitates metastasis. When the metabolic needs

blood vessels from the preexisting normal capil- ~ of the tumor increase, the tumor gets an angioge-
laries in the tissue and occurs in physiological and ~ netic phenotype and begins to recruit blood vessels
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from the surrounding stroma. Neovascularization is
crucial for the tumor growth and maintenance and
removal of the degrading products of the metabo-
lism. It is thought that tumors with a larger quantity
of blood vessels are angiogenetic. Tumors with high
angiogenic activity belong to the category of very
aggressive tumors with poor prognosis for the pa-
tients [1,2,3.,4].

The first mechanism of tumor vascularization
was named vascularization by sprouting [5,6], a pro-
cess that includes endothelial cells proliferation and
migration from the existing blood vessels as well
as organizing in tubular vascular structures. Later,
some other mechanisms of tumor vascularization
were discovered and named as: angioblast recruiting,
co-opting vessels, vasculogenic mimicry and mosaic
vessels [7, 8].

The new contemporary data of vascular biology
identify some key factors that control the vascular
growth and are included in the hypothesis suggesting
that there is vascular inactivity in the normal tissues
due to the dominant influence of endogenous angio-
genic inhibitors despite the angiogenic stimulators.

In situations of disturbed balance when the se-
cretion of angiogenic stimulators is increased and
the regulation of endogenous angiogenic inhibitors
is decreased, preconditions for tumor angiongenesis
are developed [6,7,9].

Numerous studies suggest a relationship be-
tween angiogenesis, or a vascular network density
of the neoplasm and its progression [4,10].

Preventing tumor growth by preventing tumor
angiogenesis in the treatment of vascular and solid
tumors of the skin such as SCC is a process with
great potential in the treatment of neoplasms [11].

There are very few studies on angiogenesis in
cutaneous SCC. From the literature focused on this
field, we have found data pointing to an increased
microvascular density during tumor progression
[12], increased peritumoral microvascular density
during neoplasm progression [13] or a significantly
increased microvasculature in invasive SCC com-
pared to the superficially invasive SCC and solar
keratosis [12].

The purpose of this study is to show neovascu-
larization in the invasive front of planocelular car-
cinoma of the skin to determine its density and to
correlate it with the density of the blood vessels in
healthy skin, the T status of the neoplasm, depth of
invasion and the degree of histological differentia-
tion of the tumor, and to determine the correlation of
the individual parameters among themselves in order
to determine the possible role of the microvascular
density in the progression of SCC.

The aim of our study was to visualize the neo-
vascularity and to determine the density of blood ves-
sels at the invasive front of tumor stroma in skin SCC
in relation to the healthy surrounding skin. Whether
the change in the density of the neovascularization
depends on the degree of histological differentiation
of a neoplasm, whether there is influence of tumor
stage and what kind of correlation there is between
the blood vessels density and the depth of carcinoma
invasion are questions we are going to try to give
an answer to.

MATERIALS AND METHODS

This retrospective study included surgical spec-
imens obtained from 30 patients with skin SCC,
operated at the University Clinic of Plastic and Re-
constructive Surgery and at the University Clinic of
Maxillofacial Surgery in Skopje. The histological
analysis of the surgical specimens was done at the
Institute of Pathology, Medical Faculty in Skopje
and at the Institute of Histology and Embryology,
Faculty of Medicine, Skopje.

Archival materials were used in this study in-
cluding: paraffin blocks, histopathological speci-
mens and histopathological reports. Patients were
grouped by sex, age and location of the neoplasm.
Paraffin blocks were additionally used for making
new histopathological sections from the carcinoma
segment as well as from the resection margins of
the surgical material, which were used as control
groups for each patient separately. The sections taken
for histopathological analysis were routinely exam-
ined and stained with hematoxylin-eosin. In addition,
there was a special immunohistochemical staining
using specific primary monoclonal antibodies against
smooth muscle actin: (smooth muscle actin; aSMA
(Dako /Clone 1A4/ Code M0851, dilution 1:100)
u CD 34 (Dako /Clone QBEnd-10/Code M7165,
dilution 1:50) using Avidin-Biotin Immunoperox-
ydase Complex technique. For the visualization of
the antigen-antibody reaction, LSAB and En-Vision
kits from DAKO were used.

In the slides stained with antibody against CD34
at a low magnification (10 x 4) certain areas of the
greatest vascular density (hot spots) in the invasive
front of the neoplasm were identified, while at a
high magnification of x400 (Fig. 4) the well-formed
vascular channels were counted, with a clearly dif-
ferentiated lumen, along the invasive front, in a set
of 10 visual fields. Immunostaining with smooth
muscle actin (SMA) was used in order to prove the
presence of non-capillary blood vessels that contain
smooth muscle cells in their wall as well as to visu-
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alize blood vessels in the normal dermis serving as
a control for staining with CD34. The procedure for
density determination was identical with that applied
in staining with CD34 (Fig. 1, 2, 3).

The depth of stromal invasion in each case is
measured by software for histomorphometry LUCA
M on the microscope Olimpus BX-41. The distance

from the basement membrane of the epidermis to the
deepest invasive beach front is accounted for and
measured. The resulting values are absolute numbers
expressed in micro meters (pum).

The grade of histological diferentiation (G) and
tumor local growth/status (pT) were taken from pre-
existing histopathological reports. [14], (Fig. 4, 5, 6).

BTN

Figure 1. Microphotographs: a) Normal skin H.E. (10 x4) b) Normal skin Immunsining with CD4 (10x4) ‘
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Figure 2. Microphotographs. a) Immunostaining with CD34 (10x10). b) Microvessel density in the invasive front

crovessel density,
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Flgure 4. Mlcrophotographsa) Well dlfferentlated SCC (Gl) H.E. (10 X 10)

b) Another case of well differentiated SCC H.E. (10 x 10)

Flgure 5 Mlcrophotographs a) Invas1ve front of a moderate d1fferent1atéd SCC (G2) HE. (10x20) ‘
b) The invasive front of an another case of a moderate differentiated SCC) H.E. (10x10)

Flgure 6 M1croph0t0graphs a) Poorly d1fferent1ated SCC (G3) H.E. (10x40)
b) Invasive front of poorly differentiated SCC H.E. (10x20)

The density of the neovascularization in each
separate case was determined as a sum of all stained
and counted vascular lumina found in the 10 visual
fields. Both, the minimum and the maximum count
of blood vessels were determined (from all visual
fields) in each case and their mean value was cal-
culated. Identical procedure was conducted on the

sections from the surrounding healthy skin, involv-
ing determination of the vessel density in the dermis.

For the evaluation of the results modern statis-
tical methods of analyses were used by employing
the computer software. The statistical package SPSS
11.0 was used for creation of databases. The follow-
ing statistical tests were applied:
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o Kiruskal-Wallis test,

e Mann Whitney U test is an equivalent to Stu-
dent’s t-test;

e Spearman’s rank correlation

RESULTS

Of the total number of 30 analyzed patients, 10
(33.3%) were females, aged 70-98 years (mean age
85.748.4), whereas 20 (66.7%) were males, aged
57-89 years (mean age 74.2 +10.4) (Table 1).

The most frequently present skin region in the ex-
amined group was the face, in 13 cases (43.3%), and the
least present were regions of the forehead, neck, breast,
eyelid, arm, and leg with one case each (3.3%) (Tablel).

There were 21 cases (70.0%) with pT1 tumors
and 9 cases (30.0%) with pT2 tumors (Table 1) and
there were 12 (40.0%) G1 tumors, 13 (43.3%) G2
tumors and 5 (16.7%) G3 tumors (Table 1).

Values obtained by measuring the depth of inva-
sion ranged from the lowest 1561.2 um to the highest
13000.1 um, mean value 4991.71£1741.9 (Table 1).

The depth of the stromal invasion was the small-
est in well-differentiated (G1) squamous cell carci-

Table 1. Distribution of cases according to: location, tumor
status of the neoplasm (pT), grade of differentiation (G)
and depth of invasion

Number and %

13 (43.33%)

Location
Skin of face

nomas (mean 2579.281+697.26), and the largest in the
poorly differentiated (G3) squamous cell carcinomas
(mean 9219.89612268.882) (Table 2).

Table 2. Average depth of stromal invasion in skin SCC
expressed in micrometers according to the grade of
differentiation (G) of neoplasms

Grade of Depth of stromal
differentiation invasion (um)
Gl (N=12) 2579.281697.26
G2 (N=13) 5592.33 £1532.48
G3(N=Y) 9219.896+2268.882

The difference in depth of the stromal invasion
in skin SCC, which was registered in neoplasms with
different grade of histological differentiation, was
statistically significant (Kruskal-Wallis test: H (2,
N=30) =23.47711, p =0.00008) (Figure 7).

14000

12000

10000

Depth of invasion

. i

0 o Median
0 25%-75%

Skin of nose 3 (10.0%) G:IistologicaIG(:iferentiatio:3 L Mt
Skin of ear auricle 3 (10.0%) Legend: (G1) — well-differentiated carcinoma, (G2) — moderately
Skin of abdomen 3(10.0%) differentiated carcinoma, (G3) — poorly differentiated carcinoma
. Figure 7. Statistically significant difference between the
Skin of scal 2 (6.66Y . . cr o1
_ o s (6.66%) depth of invasion in skin SCC with different grade of
Skin of forehead 1(3.33% differentiation

Skin of eyelid 1(3.33%)

Skin of neck 1 (3.33%) The c}epth of stromal invasion differed in neo-

Skin of breast 1(3.33%) plasms with different tumor stage (pT).

Skin of hand 1 (3.33%) Table 3 sh hat i T1 1 1
Skin of lower limb 1(3.33%) able 5 shows that in pl I neoplasms small-
Tumor staus (pT) Nomber and % er or equal to 2 cm the depth was smaller

P - u (3957.534£1843.46) than in pT2 neoplasms larger
pTl 21 (70.0%) than 2 cm where the depth of the stromal invasion
0, .
pT2 9 30.0%) was 7404.770+3066.01 (p <0.05 (Mann-Whitney U
Grade of differentiation Number and % test-z = 2.96429 p = 0.003034) (Figure 8)
Gl 12 (40.0%)
G2 13 (43.33%) Table 3. ﬁyerage depth of strorr:iegl invas}ilon in skin SCC
o expressed in micrometers according to the tumor status
G3 >(16.66%) (pT1 and pT2) of the neoplasm
Depth of invasion meanztsd
Tumor status Depth of stromal
4991.71£2741.9um of neoplasm invasion (um)
Depth of invasion min. / max. TI (N=21) 3957.534+1843.468
1561.2 pm / 13000.1 pm T2 (N =9) 7404.770£3066.009
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Legend: (pT1) — tumor size smaller or equal to 2 cm (T1<2 cm),

(pT2) — tumor size larger than 2 cm (T2>2 cm)

Figure 8. Statistically significant difference between depth
of invasion in skin SCC of skin in neoplasms with pT1
and pT2 tumor status

Legend: (G1) — well-differentiated carcinoma, (G2) — moderately
differentiated carcinoma, (G3) — poorly differentiated carcinoma

Figure 9. Statistically significant difference in the density of
neovascularization in skin SCC according to the grade

of histological differentiation (G1, G2, G3)

Table 4. Vascular density in the invasive front of skin SCC and the normal surrouding skin and grade of diferentiation

of the neoplasms (G)

Gl (N=12) G2(N=13) G3(N=5)
Total number of blood vessels in visual field 187.92+37.99 256.61+83.34 364.80+30.13
Minimum number of blood vessels in visual field 15.08+3.44 13.07£2.53 17.40+4.16
Maximum number of blood vessels in visual field 24.75+5.59 33.0+9.88 39.0+4.63
Mean number of blood vessels in visual field £ SD 18.79+3.79 25.44+8.43 36.48+3.01
Vascular density in normal surrounding skin
Total number of blood vessels in visual field 66.33+15.95 68.6149.13 63.20+8.70
Minimum number of blood vessels in visual field 4.16+1.19 4.9242.10 3.80+1.78
Maximum number of blood vessels in visual field 12.33+3.20 13.6943.22 11.60£3.28
Minimum number of blood vessels in visual field + SD 6.63£1.59 6.8610.91 6.32+0.87
The lowest value of vascular density in the &0
invasive front of the neoplasm was found in the
well-differentiated tumors (G1), and the highest %
value was found in the poorly differentiated tumors
(G3). The mean values of the vascularization were | ¢ *
in range of 15.8 to 24.75 blood vessels (Table 4) |§
and they showed statistically significant difference |3 *
of BVD in the groups of carcinomas with different | § .
grade of differentiation (Kruskal-Wallis test: H(2, 2°
N=30)=16.02890, p =0.0003) (Figure 3). L
The difference registered in the mean values of ° S
vascular density in tumors compared to that in nor-  Medion
mal skin was statistically significant (Mann-Whitney ’ 1 2 (12t 7e%
U test-z=6.652991, p=0.0000001) (Figure 10). Healthy skin (1) SCC skin @)

Neovascular density in the invasive front of the
neoplasm in terms of tumor status was different but
not statistically significant (Mann-Whitney U test-z
=1,42557, p=0.153993).

With regard to tumor stage (pT) of neoplasms
with SCC, no statistically significant difference in
the density of vascularization was observed be-

Legend: 1 —healthy skin, 2 — carcinoma
Figure 10. Statistically significant difference in density

of neovascularization in skin SCC compared to the density
of vascularization in normal surrounding skin

tween the tumors measuring T1<2 cm and T2 >2
cm (Mann-Whitney U Tect-z=1.42557, p=0.153993)
(Figure 5).
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Table 5. Mean density of vascularization according to tumor
status (pT) of the neoplasm

Tumor status Density

of neoplasm of vascularization

pT1 (N=21) 23.6319.27
pT2 (N=9) 26.9316.88

N N w w S IS @ o
15} o o @ oS o o o
o

Density of vascularisation in SCC

@

0 2000 4000 6000 8000 10000 12000 14000

Depth of invasion

Figure 11. Correlation of the vascular density in the invasive
front of the SCC of the skin and the depth of invasion

The density of the neovascularization in SCC of
the skin was in positive statistically significant cor-
relation to the neoplastic depth of invasion (Spear-
man Rank Order Correlations- r=0,5455, p=0,00018
(Figure 11).

The statistical analysis of the examined param-
eters: tumor status (pT1/pT2), grade of histological
differentiation (G1, G2, G3), depth of invasion and
density of blood vessels at the invasive front of skin
SCC according to the sex and age of the patients as
well as according to location of neoplasms showed
no statistical significance.

DISCUSSION

The blood vessels in the healthy human skin are
usually passive and in general the neovasculariza-
tion is not noticed except in follicular angiogenesis
which is included in the separate phases of follicle
cycle. The normal dermal matrix in the area of the
base membrane around the microvascular endotheli-
al cells are thought to function as a natural inhibitor
of angiogenesis, ensuring the passivity of the blood
vessels in healthy skin [15].

Recent data show that thrombospondin-1 (TSP-
1) and 2-thrombospondin (TSP-2) are the main phys-
iological inhibitors of dermal angiogenesis. TSP-1
and TSP-2 are members of the matrix glycoprotein
family and deposit in the dermal-epidermal basal
membrane, which promotes an angiogenetic barrier

by separation of the non-vascularized epidermis from
the vascularized dermis. Endostatin, angiostatin, va-
sostatin and interleukin 12 (IL-12) play the same
role. They are together identified as inhibitors of
tumor angiogenesis and tumor growth in vivo [9,15].

Potent pro-angiogenic factors in the skin an-
giogenesis are the following: vascular endothelial
growth factor (VEGF-A), basic fibroblast growth
factor (bFGF-2) and interleukin-8 (IL-8). VEGF-A
is the main angiogenic growth factor which is bound
to two types of tyrosine receptors VEGFR-1 and
VEGFR-2 that can be found in vascular endothelial
cells. VEGF-A is secreted by tumor cells and influ-
ences upon releasing of matrix metalloproteinases
(MMPs) from endothelial cells. The released MMP-2
and MMP-9 degrade the extracellular matrix (ECM)
tracing invasive pathway of endothelial cells in the
neighboring tissue. Additionally MMPs dissolve
ECM by which new concentrations of bFGF-2 and
VEGF-A are released [9,10,15,16, 17]. In situations
of disturbed balance when the secretion of angiogenic
stimulators is increased and the regulation of endog-
enous angiogenic inhibitors is decreased, precondi-
tions for tumor angiongenesis are developed [6,7,9].

In the early 70s Judah Folkman postulated the
hypothesis that tumors need vascularization in order
to grow and that some diffusible molecules regulate
that process. The process of onset of angiogenesis is
balanced by pro- and anti-angiogenic factors. At the
same time, he believed that perhaps by disturbing
and preventing angiogenesis in tumors, the tumor
growth would be slowed down, the tumor mass
would be decreased and tumor regression would
appear [17,18,19].

Inhibition of angiogenesis would include: in-
hibition of angiogenic growth factor production,
increased production of angiogenic inhibitors or in-
hibition of receptors’ activity and signaling of blood
vessels [20, 21, 22].

Not all tumors are angiogenic from the begin-
ning of their growth. Clinical and experimental data
about formation of tumors influenced by chemical
cancerogenic substances, confirm that tumor pro-
gression happens by a switch from a prevascular
to a vascular phase. The first data about the angio-
genic potential of premalignant lesions came from
the Folkman’s laboratory where the transition from
hyperplasia to neoplasia was shown.

Premalignant lesions can be found in all epithe-
lial organs and are characterized by disordered pro-
liferation, loss of cell uniformity and architecturally
different organization. Some changes are reversible,
but some develop further on towards carcinoma in
situ and then in invasive carcinoma [23, 24].
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The activation of vascularization in premalig-
nant lesions is characterized by proliferation and
migration of endothelial cells and by the ingrowth
of new blood vessels from the preexisting ones, by
which higher density of the new blood vessels is
evident, while together with the increased expression
of VEGF-A/VEGFR-2 and decline of TSP-1 are in-
dicators for the early angiogenic switch or inclusion
of angiogenesis in skin squamous cell carcionoma
(SCC). Growth factors from the VEGF family play
a fundamental role in the growth and invasion of
SCC. The blockage of VEGFR-2 receptors leads to
inhibition of angiogenesis and invasion of SCC. The
levels of TSP-1 and TSP-2 physiologic inhibitors of
skin angiogenesis, located on the basement mem-
brane, are decreased in SCC, which has shown to
be an indicator or phase that precedes the invasion.
Studies have shown deletion of the chromosome
15, which is the location of the gene TSP-1. In the
experimental studies there are proofs that if a copy
of the chromosome 15 is added or TSP-1 is given,
tumor growth will be suppressed [25,26].

The accumulated scientific-research data on the
human body confirm that angiogenic intensity can
be a prognostic indicator in numerous malignomas
including: head and neck SCC, malignant melano-
ma, cancers of the lungs, breast, stomach, urinary
bladder, prostate, cervix and invasive skin SCC and
indicated the relationship between angiogenesis, i.e.
density of the vascular net in a neoplasm and its pro-
gression which is associated with tumor aggressive-
ness and poor prognosis. Disabling tumor growth by
preventing tumor vascularization i.e. angiogenesis,
represents an oncologic therapeutic approach to the
treatment of vascular and solids following the con-
sistency of skin tumors such as SCC [27].

Angiogenesis in SCC has been examined in tu-
mors that occur in several different anatomic sites in
order to determine its role in progression of tumors or
their aggressiveness and consequently the outcome
of the disease [28]. Analysis of angiogenesis in solar
keratosis, in superficially invasive and invasive SCC
of the skin, has shown higher microvessel density
compared to the neighboring normal skin, pointing
out to the fact that angiogenesis appears early in
the developmental stage of cutaneous SCC and that
neovascularization is parallel with the tumor pro-
gression [29].

The analysis of the microvascular density in
SCC and basal cell carcinoma of the skin, using
immunostaining with CD34 and determination of the
levels of VEGF, showed that the correlation between
the high vascular density and high level of VEGF in
SCC indicate a possible role of angiogenesis in de-

termining more aggressive types of cancers [30,31].
The vascular density is confirmed to be higher in
SCC than in basal cell carcinoma. The association
of microvascular density and neck metastasis in oral
SCC points on the key role of angiogenesis in oral
SCC [32].

However, a variety of data can be found in the
literature. One study conducted on head and neck
malignant tumors presented correlations between
vessel density, bad prognosis and onset of metastases
[33,34], while another study found no correlation
between angiogenesis and tumor stage and prognosis
[35]. It is still unclear whether these discrepancies
due to different tumor stages, localization or methods
of analysis [36].

The rate of metastasis in skin SCC is low and
ranges from 4.5% in tumors of thickness (depth of
invasion) between 2-6 mm and 15% in tumors ex-
ceeding a thickness of 6 mm [37]. In the absence of
generally accepted criteria for evaluation of the early
stages of SCC Breuninger’s classification has been
accepted, which is more relevant than Broder’s one
and which is based on the degree of differentiation
[38]. Based on Breuninger’s classification of car-
cinomas of thickness <2 mm, no increased vessel
density was observed. Only in carcinomas exceed-
ing a thickness of 2 mm the vascular density was
significantly increased. The location of the tumor
did not have influence on the vascular density, but
had an impact on the depth of infiltration into the
subendothelial stroma [39].

This suggests that in skin SCC the increased
vascular density might be a prognostic factor and
together with the disease stage might be an indicator
of tumor aggressiveness and disease outcome [40].
Discrepancies between data presented in the litera-
ture may be due to: origin of the specimens (human
or animal), different dynamics of tumor progression,
different causes that influence on tumor develop-
ment, i.e. virally- or ultraviolet-induced carcino-
genesis. On the other hand, skin epithelial tumors
remain surface tumors for a considerable period and
may not require increased angiogenesis since they
are completely well-nourished by diffusion similar
to the epidermis. Increased angiogenesis would be
required if tumor mass increases and consequently
hypoxia increases in that area [41].

Taking into consideration that in the skin SCC,
determining the T parameter of pTNM classification
means measurement of the largest diameter of the
neoplasm, which is not always identical to the one
that determines the depth of the invasion, many au-
thors have tried to explore the depth of invasion of
SCC as a prognostic factor. [42,43].
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Tan WJ and others have investigated the prog-
nostic significance of the depth of the invasion in
carcinoma of the tongue and found that it is an impor-
tant prognostic indicator in cancer of the tongue [44].

In another research the prognostic factors in
penile SCCs were analyzed. It was found that the
depth of the invasion and the vascular invasion were
significant predictors of cancer progression [45].

Kristensen GB et al. determined the major prog-
nostic factors in early SCC of the uterine cervix and
discovered that the clinical tumor size and depth of
invasion were the main prognostic factors in patients
with early squamous cell cervical carcinoma [46].

CONCLUSION

The analysis of this study showed significant in-
crease of the microvascular areas in an invasive front
of SCC compared to the normal skin and showed
correlation between the density of the neovascular-
ization, the depth of the invasion and the grade of
neoplasm, elements which according to numerous
authors represent predictors of tumor progression.

Neovascularization significantly increases in
neoplasm with higher grade and the higher depth
of invasion. Hence, the increase in vascularity in
worse differentiated carcinomas influences the depth
of invasion and it plays a role in the progression of
the neoplasm.

The significant change in the vascular density
of SCC in contrast to the normal skin and its gradual
increase in tumor stroma of cancers with worse dif-
ferentiation and incised depth of invasion suggests
that neoangiogenesis is a process that is associated
with the needs of the neoplasm, i.e. it facilitates its
spread.
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5 MakeioHCKa akaJeMHdja Ha HaykuTe u ymetHOocTHTE,CKottje,P.Makemonuja

AmncTpakr

Bosen: ManmurauTe TyMOpH CTHUMYJIMpaaT aHTHOTeHe3a 3a Jia pacTar ¥ Jia Meracrasupaar. Tymopure co
BHCOKa aHTHOT'€HETCKa aKTUBHOCT ce BOPOjyBaaT BO KaTeropujara Ha MHOTY arpeCHBHU TYMODH, CO HEIIOBOJIHA
MPOTHO32 32 MAIUCHTHTE.

Iles Ha TPyAOT € onpeyBabe Ha TYCTHHATA HA KPBHUTE CAJI0BH, T.€. HEOBACKYIapH3alijaTa BO MHBA3NB-
HHOT (PPOHT Ha TyMOpCKaTa CTpoMa Kaj IITaHOLeTyIapeH KapLMHOM Ha KoyKaTra BO OIHOC Ha 3paBaTa Koxa, Kako
MOKEH MOKa3aTes 3a TyMopcka nporpecuja. OpenyBaHa e IyCTHHATA Ha KPBHUTE Ca/I0BU Kaj TJIaHOLEITyIapeH
KapIMHOM Ha KO’Ka BO OHOC Ha JUTab0YMHATa Ha MHBA3MjaTa, CTENCHOT Ha XUCTOJIOIIKATa TU(EepEeHIMPAHOCT 1
paziuyHaTa TyMOpCKa ToJieMHHa Ha HEOIIa3MUTe.

Marepujaa u Meroau: MarepujanoT 3a U3BEyBambe HA OBA HCTPAXYBAKE IO COUMHYBAAT ONEPATHBHH
Marepujad o 30 ManreHTH co IIAHOLETyIapeH KaplMHOM Ha Koka, Ko Owite onepupaunu. [Ipumepornure Ha
TKHMBaTa ce 00paboTeHH co cTaHnapaHa napaduHcka Texnuka, boenn co Hematoxylin-Eosin n uMyHoxucToxe-
MHCKH CO aHTUTENa 32 Ma3eH MyCKyIeH akTuH (smooth muscle actin, SMA SMA) u CD34. I'yctinara Ha KpBHHTE
CaJIOBH BO MHBA3MBHUOT ()POHT Ha HeoIuia3mara Oelre CriopeayBaHa co 3/[paBaTa Koyka, TYMOpPCKaTa rojleMHiHa
p(T), nnabounnara Ha MHBa3WjaTa U CTEIICHOT Ha XMUCTOMNOMIKATa AudepeHuupadoct Ha TyMmopot p(G).

Pesyararu: Xucronomikara aHanu3a okKaka BUCOKA CTATHCTUYKA Pa3JIKa BO TYCTHHATA HA KDBHUTE CaJI0BH
Kaj TUIaHOIeITyIapHHUOT KapIIMHOM Ha KOka BO CIIOpeda co 3paBaTa KoXa M CTAaTHCTHYKHU PA3IIHKH BO I'yCTHHATA
Ha KpBHHTE Ca/I0BH BO OJIHOC Ha y1a004YMHATa Ha HHBA3Wja M CTENEHOT Ha Au(epeHIPaHOCT Ha Heomna3Mara.
Crnabara nudepeHIpaHoCcT Ha HeoTlia3Mara 1 3rojieMeHaTa 1abouiHa Ha MHBA3HjaTa OKa)KyBaaT 3TOIeMyBamke
Ha HEOBaCKyJIapH3alujara.

Kayuynu 360poBu: 1miaHoenyIapeH KapiuHoM, UMyHoxucToxemuja, SMA, CD34, rycTuHa Ha HEOBACKY-
Jlapu3aluja, THBa3MBEeH (POHT, XUCTONOMIKA Tu(epeHIIN]jaIfija
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ABSTRACT

Ovarian carcinosarcomas, rare variant of ovarian carcinoma, composed of both carcinomatous and mesenchymal
components, solid and/or cystic, fleshy and hemorrhagic, frequently spreading beyond the ovary, are treated
with surgery and adjuvant chemotherapy according to the treatment principles of ovarian carcinomas due to
the small number of reported cases and lack of randomized studies. We report a case of a 37-year-old woman
with clinical signs of extremely locally advanced tumor of ovarian origin, infiltrating the lower left quadrant of
the abdominal wall with necrosis of the covering skin. Prior biopsy of the left ovary and omentum confirmed
poorly differentiated serous adenocarcinoma. Bulky tumor the size of a child’s head, originating from the left
ovary and infiltrating into the lower left quadrant abdominal wall was debulked with wide excision of the
abdominal wall and creation of wide defect of the lower left part of abdominal wall covered with Dexon mesh.
After the recovery, the medial part of the defect with exposed mesh was closed with pedicled tensor fasciae
latae fasciomyocutaneous flap, while the lateral part of the defect was covered with split thickness skin graft.
Optimal surgical cytoreduction and adjuvant chemotherapy in case of extremely locally advanced ovarian
malignant Miillerian tumor provide satisfactory recurrence-free survival period.

Keywords: locally advanced ovarian mixed tumor, carcinosarcoma, surgical debulking, adjuvant chemotherapy

BACKGROUND

Ovarian carcinosarcomas, also called malignant
mixed Miilleriantumours (MMMT) are rare vari-
ant of ovarian cancer, accounting for less than 1%
of all ovarian tumors, with fewer than 400 cases
reported in the literature [1,2,3]. Carcinosarcomas
pathologically consist of mixture of two malignant
components, epithelial and mesenchymal, occurring
throughout the female genital tract, most common-
ly in the uterus. Ovarian carcinosarcomas are three
times less prevalent than those of the uterus [4]. Ac-
cording to the WHO, carcinosarcomas are regarded
as metaplastic carcinomas and are supposed to be of
epithelial monoclonal origin [5].

Histologically, carcinosarcomas are composed
of both carcinomatous and mesenchymal compo-
nents, which may be either homologous (originating
from tissue normally present in the ovary) or heter-
ologous (containing osteoid, chondroid or rhabdo-
myoid cells). Macroscopically the tumors are solid
and/or cystic, fleshy and hemorrhagic and frequently
spread beyond the ovary and over the peritoneal
surfaces.

The stage classification used for carcinosarcoma
of the ovary is the same FIGO system that is applied
to the other ovarian adenocarcinomas.

The treatment principles of ovarian carcinosar-
comas are the same as those for epithelial ovarian
cancer, but the evidence for doing so is lacking due
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to the small number of cases and lack of randomized
studies. This is also valid as far as adjuvant chemo-
therapy is concerned.

Ovarian carcinosarcoma carry a particularly un-
favorable prognosis. No effective chemotherapeutic
regimen and radiotherapy exists. Optimal cytore-
ductive surgical debulking is crucial and the FIGO
stage is considered as the only prognostic factor [3].

CASE REPORT

37-year-old woman was admitted at the Clinic
for Digestive Surgery in Skopje with clinical signs of
extremely locally advanced tumor, of ovarian origin,
infiltrating the lower left quadrant of the abdominal
wall. Upon clinical examination, large tumor the size
of a child’s head, with signs of necrosis and hemor-
rhage, completely infiltrating the full thickness of the
lower abdominal wall and necrosis of the covering
skin was established. Laboratory examination upon
admission revealed RBC 2.58x10'%/L, hemoglobin
67g/L, hematocrit 0.220 L/L, platelets 506x10%/L,
albumin level 25g/L, total protein level 50g/L and
CRP 48.9 mg/L.

13 months prior to the admission, the patient
underwent surgery because of tumor of the right
ovary. During the surgery, the right ovary was re-
moved and biopsy of the left ovary and large omen-
tum was performed. The pathohistological analysis
confirmed presence of poorly differentiated serous
adenocarcinoma of the right ovary and tube, with
tumor implants onto the left ovary and malignant
cells in the ascites. The pathological stage was IIC
(pPTNM=pT2c G3 pNx C4 G3 LV1).

The patient was advised for reoperation and
chemotherapy, which were declined by the patient.

7 months prior to the admission, CT of the ab-
domen and pelvis was performed, verifying large
tumorous mass in the lower left quadrant of the
abdomen with wide interface with the lower left
part of the anterolateral abdominal wall. One month
later, second CT of the abdomen and pelvis was
performed, verifying several tumorous masses of
different sizes, the largest being 9 cm in diameter;
compression of the anterior abdominal wall; enlarged
pelvic lymph nodes, secondary deposit with diameter
of 35mm in the VIII segment of the liver and medium
quantity of ascites.

Indication for elective operation was established
and median laparotomy was performed. Intra-oper-
ative finding was bulky tumor with size of a child’s
head, originating from the left ovary and infiltrating
into the lower left quadrant of the anterolateral ab-
dominal wall (Figure 1).

Figure 1. Large tumor, with signs of necrosis and
hemorrhage, completely infiltrating the full thickness of
the lower abdominal wall and necrosis of the covering skin

. !

Figure 2. Tumor debulking and wide excision of the
abdominal wall

Debulking of the major part of the ovarian tumor
was performed, with omentectomy and wide exci-
sion of the abdominal wall. The median laparotomy
was closed but the wide defect of the lower left part
of the anterior abdominal wall was covered with
Dexon mesh covered with Vaseline gauze dressing
(Figure 2).

The size of the full thickness resected abdominal
wall was about 15x10cm. Since a prompt reconstruc-
tion was needed, it was decided to close the medial
part of the defect with exposed Dexon mesh with a
pedicled tensor fasciae latae fasciomyocutaneous
flap, while the lateral part of the defect was covered
with split thickness skin graft (Figure 3).

The patient received chemotherapy with Pacl-
itaxel 285mg and Carboplatin 490 mg.

Results 6 months after the initial surgery are
shown in Figure 4.

13 months after the initial surgery local recur-
rence was noted on the lateral abdominal wall and
CT scan of the abdomen was indicated, revealing
local recurrence in the lateral abdominal wall in
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Figure 4. Antero-lateral abdominal wall 6 months after
debulking and wide excision of abdominal wall

the vicinity of the previous incision, ascites and
mass on the peritoneum with 3 cm in diameter. The
lateral abdominal wall mass was excised in general
anesthesia creating atypical laparotomy approach
for excision of the peritoneal mass. After the op-
eration, the patient received chemotherapy for the
second time.

DISCUSSION

Basically ovarian carcinosarcoma is a mixture of
two different malignancies, epithelial and sarcoma-
tous, which behave in independent manners. This is
evident in their pattern of metastasis: transperitoneal
spread being almost exclusively accomplished by
malignant epithelial deposits and with great difficulty
by the sarcomatous component [6].

The few case series present in the literature tend
to agree that maximal cytoreduction appears to corre-
late with better progression free survival and overall
survival and the complete cytoreduction should be
the goal of surgical treatment [7,8].

Secondary cytoreduction in epithelial ovarian
carcinoma is a standard proven to extend survival
whenever R0 is achieved; on the other hand, ovarian
carcinosarcoma does not seem to follow this princi-
ple [9]. On the contrary, there are reports that show

statistically significant survival benefit for women
who have optimum cytoreduction after surgery [1].

In case of not achieving optimal debulking of
the tumor, there are also conflicting reports. The
size of the residual disease after tumor debulking
did not significantly impact the survival according
to Barakatet al. [10], while Muntz et al. [11] state
the opposite.

Research in malignant mixed mesodermal tum-
ors of the uterus have suggested that the sarcomatous
and carcinomatous components both arise from a
single malignant precursor cell which has undergone
metaplastic change to a sarcomatous form in some
areas of the malignant tissue which contributed to
the presence of both histological types [12].

Carcinosarcomas of the ovary are very aggres-
sive tumors that are usually diagnosed at an older age
compared to women with epithelial ovarian cancer.
Ovarian carcinosarcomas are usually at an advanced
stage at the time of the diagnosis, and survival af-
ter the diagnosis varies by stage of the disease and
histological type [13]. The overall median survival
period is 8 months [1].

One of the most perplexing situations ever to
confront the surgeon is an open abdomen in the ab-
sence of adequate somatic substance to effect secure
closure of the abdominal cavity. Major defects in
abdominal wall substance pose few basic problems.
First of all, there is various depth of tumor infiltration
into the abdominal wall. No thought of subsequent
closure should ever influence the surgeon to be less
thorough or to accept less than adequate tumor resec-
tion. Closure of the abdominal wall under excessive
tension regularly fails because of subsequent tissue
disruption and serious wound infection. In cases
where there is too great a gap between the abdominal
side walls , insertion of a sheet of synthetic mesh
to bridge the defect will maintain visceral position
within the abdomen proper. In selection of a fascial
substitute, certain fabric characteristics appear to be
crucial. The substance should be pliable to preclude
erosion into major structures, inert to avoid greater
inflammatory response, porous to allow free drainage
of the exudates and to have fiber resilience suffi-
cient to maintain mesh integrity offering potential
for permanence.

CONCLUSION

Optimal surgical cytoreduction and adjuvant
chemotherapy in case of extremely locally advanced
ovarian malignant Miillerian tumor provide satis-
factory recurrence-free (13 months in our case) and
survival period (19 months in our case).
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Pe3ume

EKCTPEMHO JIOKAJIHO HAITPEJJTHAT OBAPUJAJIEH MAJIMT'EH MYVIEPUCKHA TYMOP
KAJ 37-'OAUIIHA KEHA - IIPUKA3 HA CJIYUYAJ

T'opfu Jora!, Pagomup T'eneBcku?, 3opan Kapanos!, Penien Cenimanu!,
Marnasena I'enagueBa-JIumurpoa’, Maprapura IleneBa’, Becna JoBanoBcka-ManeBcka®

! VHuBep3uTeTCKA KITMHHUKA 33 JUTECTHBHA XUpypruja, CKorje
2 Omrra 6omamia Kymanoso, KymanoBo
3 YHuBep3uTETCKA KJIMHAKA 32 TaCTpOEHTepoxemnaronorija, Ckorje

* VHMBep3uTETCKATa KIMHKUKA 3 MIACTHYHA ¥ PEKOHCTPYKTHUBHA XUpypruja, CKorje

AncTpakT

OBapujaHuTe KapIIMHOCAPKOMH, PETKA BapHjaHTa Ha OBAPHjATHUTE KAPIIMHOMH, COCTaBEHH U OJT ME3CHXHU -
MaJTHa M KapIIMHOMATO3Ha KOMIIOHEHTA, COJIMJTHU U/WITM IIMCTHYHH, MECECTH HIIM XeMOPariIHH, YECTO MPOIIH-
PEHH U MOJIANIEKy O] OBAPHYMOT, C€ JIKYBaaT XUPYPIIKH U CO aJIjyBaHTHA XEMOTEPaIuja, CIIope/1 PUHITHITHTE
3a JICKyBarbe Ha OBAPUjaTHUTE KAPHHOMH, KAKO PEe3yNITAaT HAa MAITHOT OpOj HA OIHMIIIAHHU CITyYau M HEJIOCTHIOT Ha
pannomusupanu ctymud. OBa e mpuKas Ha cliydaj Ha 37-TOJUIHA JKeHa CO KITMHUYKHU 3HAIM Ha eKCTPEMHO JI0-
KaJTHO HATIPETHAT TYMOP O OBAPHUjaTHO MOTEKII0, KOj T0 HHPUITPHUPA JOTHHUOT JICB KBAJPAHT Ha a0OMHHATHHOT
SHJI CO HEKpO3a Ha IIPEeTIOKpHBauKaTa Koxa. [[peTxogHara OMoricHja Ha IEBUOT OBAPUYM M OMEHTYM MOKaka JIOLIO
JugepeHIrpan cepo3eH aaeHokapuuHoM. Bulky-Tymop co ronemuna Ha eTcKa IiaBa, co MOTEKIIO Off JICBHOT
OBapHyM U €O HHOUATpaLKja BO AOJTHHUOT JIEB KBAIpaHT Ha a0HOMHUHAIHHUOT SUJ, Oele 0cio00IeH co IHMPOKa
eKCIM3H1ja Ha a0JIOMUHAITHHOT SHJ M CO3/IaBabe IIMPOK Je(DEKT HA JOJHUOT JIeB e Ha a0IOMHHAITHUOT SHJI, KOj
Oemre mokpueH co Jlexconcka mpesxka. [1o 3a3mpaByBameTo MeANjalHHOT JeN Ha IeeKTOT Co H3I0KeHaTa MpexKa
Oeriie 3aTBOPEH €O (PacIMOMHOKYTaH ()JIel Ha MEeTeNKa OJf TSH30p Ha IupoKara (aciuja, 10/1eKa JIaTepaTHUOT
JIeJT O] M3JIOYKeHaTa Mpexka Oellie TIOKPUEH Co KoyKeH Tpadt co nonoBuyHa jJedennna. OnruManHara XUpypiiKa
UTOPEAYKIMja 1 &/[jyBAHTHA XEMOTEPAIInja BO CIIy4aj Ha eKCTPEMHO JIOKaJTHO HAaIPEIHAT OBapHjaJieH MaJIUTeH
MYJIEpPHCKH TyMOp 00e30e1yBa 3a/10BOIUTEIEH MepHo] 0e3 PEelAnB 1 IIPEKUBYBAIbE.

Kityunu 300poBH: JIOKaITHO HANPEIHAT MEIIaH TYMOp Ha jajHUINTE, KAPIIHOCAPKOMA, XHPYPIIKO OCTpa-
HyBame, aJ[jyBAHTHA XeMOTeparuja






MMPUJIO3U. Ona. 3a men. nayku, XXXVIII 1, 2017
CONTRIBUTIONS. Sec. of Med. Sci., XXXVIII 1, 2017

MAHY
MASA

ISSN 1857-9345
UDC: 618.19-006.6-033.2

PROGNOSTIC FACTORS ON THE POSITIVITY
FOR METASTASES OF THE AXILLARY LYMPH NODES

FROM PRIMARY BREAST CANCER

Borislav Kondov!, Goran Kondov'!, Zoran Spirovski!, Zvonko Milenkovikj?,

Risto Colanceski!, Gordana Petrusevska®, Meri Pesevska*

! University Clinic for Thoracic and Vascular Surgery - Medical Faculty Skopje, R. Macedonia

2 University Clinic for Infective Disease and Febrile Conditions - Medical Faculty Skopje, R. Macedonia
3 Institute for Pathology - Medical Faculty Skopje, R. Macedonia

* University Clinic for Oncology and Radiotherapy- Medical Faculty Skopje R. Macedonia

Corresponding Authors: Borislav Kondov, University Clinic for Thoracic and Vascular Surgery, Skopje,
Majka Tereza 17, 1000 Skopje, R Macedonia, tel.: 072 539 003, e-mail: b_kondov@yahoo.com

ABSTRACT

Aim: The aim of the study was to identify the impact of T stage, the presence of estrogen, progesterone, HER2neu
receptors and the values of the Ki67 on the positivity for metastases of the axillary lymph nodes, from primary
breast cancer.

Material and methods: 290 surgically treated patients for breast cancer were included in the study. All cases
have been analyzed by standard histological analysis including microscopic analysis on standard H&E staining.
For determining the molecular receptors - HER2neu, ER, PR, p53 and Ki67, immunostaining by PT LINK
immunoperoxidase has been done.

Results: Patients age was ranged between 18-90 years, average of 57.6+11.9. The mean size of the primary
tumor in the surgically treated patient was 30.27 + 18.3 mm. On dissection from the axillary pits 8 to 39 lymph
nodes were taken out, an average of 13.81+5.56. Metastases have been found in 1 to 23 lymph nodes, an average
3.14+4.71. In 59% of the patients there have been found metastases in the axillary lymph nodes. The univariate
regression analysis showed that the location, size of tumor, differentiation of the tumor, stage, the value of the
Ki67 and presence of lymphovascular invasion influence on the positivity of the axillary lymph nodes. The
presence of the estrogen receptors, progesterone receptors and HER2neu receptors showed that they do not
have influence on the positivity for metastatic deposits in axillary lymph nodes. The multivariate model and the
logistic regression analysis as independent significant factors or predictors of positivity of the axillary lymph
nodes are influenced by the tumor size and the positive lymphovascular invasion.

Conclusion: Our study showed that the involving of the axillary lymph nodes is mainly influenced by the size
of the tumor and the presence of lymphovascular invasion in the tumor. Ki67 determined proliferative index in
the univariate analysis points the important influence of positivity in the axillary lymph nodes, but not in the
multivariate regressive analysis.

Key words: breast cancer, axillar status, tumor size, T stage, estrogen receptors, progesterone receptors, HER2neu
receptors, Ki67, lymphovascular invasion

INTRODUCTION The axillar status (involvement of lymph nodes

in axilla with metastatic diseases from primary breast

Involvement of axillary lymph nodes with meta- ~ cancer) together with the size of the primary breast

static disease from primary breast cancer is the most
significant prognostic factor of the disease. Some
factors are well known to influence the prognosis
of the disease and early appearance of the local and
distant relapse.

tumor are the main factors that determine the stage
of breast cancer, but also predict the prognosis of the
breast cancer disease (1). Up to now all information
about the axillar status were taken from the exami-
nations of the axillar lymph nodes that we take out
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with the axillar lymphadenectomy. This is part of
the surgical treatment of patients with breast cancer
— radical mastectomy or breast conserving surgery
followed with axillar lymphadenectomy.

Introducing the procedure - detection of the sen-
tinel node and biopsy is minimally invasive proce-
dure that determines the first drainage lymph node
in the axillar pit (2). The examination of this lymph
node at the same surgical intervention gives us in-
formation about the status of this lymph node, but
also gives us information about other lymph nodes
in axilla.

Knowing the status of the axilla is very impor-
tant, for the planning of the further therapeutic pro-
cedure.

AIM

To analyze which factors have an influence on
the positivity of the axillar lymph nodes, with point
to tumor size, persistence of estrogen, progesterone
and Her 2new receptors on tumor cell surface, Ki67,
at our patients.

MATERIAL AND METHODS

290 surgically treated patients for breast cancer
that have a complete history for all parameters were
included in the study. All the cases have been analyz-
ed with standard histological analysis including mac-
roscopic and microscopic analysis on standard H&E
staining. For determining the molecular receptors
immunostaining with PT LINK immunoperoxidase
has been done for HER2neu, ER, PR, p53 and Ki67.

We performed the statistical analyze with the
statistical program Statistica 7.

RESULTS

Patient’s age ranged between 18-90 years, aver-
age of 57.6. The mean size of the primary tumor in
the surgically treated patient was 30.27 + 18.3 mm.
On dissection, 8 to 39 lymph nodes were taken from
the axillary pits, an average of 13.81. Metastases
have been found in 1 to 23 lymph nodes, an average
3.14. In 59% of the patients metastases in the axillary
lymph nodes have been found.

The univariate regression analysis showed that
the location, size of tumor, differentiation of the
tumor, stage, the value of the Ki67 and presence
of lymphovascular invasion influence on the posi-
tivity of the axillary lymph nodes. The presence of
the estrogen receptors, progesterone receptors and

HER2neu receptors showed that they do not have
influence on the positivity for metastatic deposits
in the axillary lymph nodes. The multivariate model
and the logistic regression analysis as independent
significant factors or predictors of positivity of the
axillary lymph nodes are influenced by the tumor size
and the positive lymphovascular invasion. (Table 1.)

DISCUSSION

Axillar lymphadenectomy gives us parameters
for axillar status, but at same time it is a therapeutic
procedure. On the other hand, axillar lymphadenec-
tomy was followed with many unlike features and
complications as sensation in the arm, reduction of
the arm mobility and lymphedema (3). Using the
thesis of Fisher and Veronesi, that breast cancer is the
systemic disease at the moment of the diagnosis, so
it needs to be treated as systemic disease with drugs
that work in the whole body (chemotherapeutic, an-
tthormonal therapy, immunotherapy) (4,5). So, the
axillar status is the first diagnostic tool and in many
instances, especially if it is not involved with meta-
static disease, which is in 40-70%, it is not necessary
to do an axillar lymphadenectomy. This situation will
be more reliable with introducing mammographic
screening, with detecting much smaller tumors and
without involved lymph nodes in the axillar pit (6).

The prediction of the axillar status can be used
to predict the whole axillar status, to predict the
sentinel node and to predict the non-sentinel node
status if the sentinel node is positive. In the last case
it is possible to use prediction, and not to do axillar
lymphadenectomy in case when the sentinel lymph
node is positive, because in 40-50% cases the other
lymph nodes is negative (7, 8, 9, 10).

Many authors use some standard methods for
prediction of the axillar status, as clinical exami-
nation, mammography, ultrasonography, and also
introduce new methods like ultrasound guide biopsy,
CT,NMRI, Pet-CT, SPETCT, contrast examinations.
In many cases they have detected enlarged lymph
nodes, but it is impossible to guarantee that all this
1s metastatic changed (low sensitivity) (11, 12, 13,
14). With the use of these methods it is possible
only to lower the rate of false negative results (15).

The introduction of the SLND detection, espe-
cially if both types of detection are used, as vital blue
due (methylene blue) and the radioisotope Techne-
tium with colloid particles (radiocolloid) at the end
of the last century give us very successful tool for
the SLND detection, which histological examination
gives us a successfully status of SLND, but also
the status of the whole axilla. The successful rate
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of SLND detection is 98% (74-99%), and the false
negative rate is less than 5% (0-19%) (16, 17, 18,
19, 20). The false negative rate can be lower using
the extirpated sentinel lymph node in the investi-
gation and not only the histological examination of
the frozen sections, but also the use of the immuno-
histochemical analyses with cytokeratin, or the use
of OSNA (analyzing the amplification of the RNA
copies of CA19)(16, 17, 21, 22, 23).

In literature there are many investigations for
determination of the factors that can predict the pos-
itivity of axilla, SLND and NSLND if SLND is pos-
itive. Those factors can be divided in few categories:

o Epidemiological (age, race, side, localization)

e Clinical (palpable tumor, palpable axillar

lymph nodes, location of the tumor)

o Pathological (histology of tumor, differenti-
ation of cells, neovascularization of the tu-
mor, vascular and lymphovascular invasion,
extensive intraductal component, persistence
of the receptors on the surface of the cells
— estrogen, progesterone, Her-2 new, persis-
tence of p53 proteins, persistence of factor of
proliferation Ki67. By knowing these param-
eters it is possible to determine the subtype
of the breast cancer.

e Biochemical (CEA, CA 15-3)

o Genetic (BRCA 1, BRCA2, VEGFC, MIBI,
CCR7, CXCR4 ) (24-60).

Some of these investigations can be provided
to the material taken from the tumor before the sur-
gical intervention with “core” biopsy, which is very
important for planning further therapeutic steps (42).

As first prediction the axillar status gives us the
possibility to introduce SLND biopsy as minimally
invasive surgery, especially in the early stages, but
also in some cases with well-defined tumors which
are in the early stage, it is possible not to do lym-
phadenectomy. If we know the axillar status before
the beginning of the treatment we can:

e planto perform the SLND investigation at the
early stages of breast cancer (T1 or T2 with
clinically negative axilla), and if this node
is negative not to further conduct the axillar
lymphadenectomy. In the literature it is re-
ferred that SLND was indicated at 60-70%
of patients with breast cancer, and at 60-70%
of them will be with negative SLND, and it
will be not necessary to perform the lym-
phadenectomy. This is the reality especially
in regions where mammographic screening
is done.

e plan not to perform SLND or ALND in rare
cases, in different tumors, older patients, with
very low chances for metastases in the lymph
nodes.

o plan to use other therapeutic opportunities as
systematic therapy or radiotherapy.

Many of the factors that were examined as pre-
dictors for axillar status are very well known. Also,
there are known pathophysiological mechanisms of
their action, and it is very well known how is their
action to the biology of the tumor and how they work
to spared the disease in the body. So, estrogen recep-
tors are on the surface of the cell. The connection
of the estrogen and the estrogen receptors activate
many processes in the cell and favor the raising and
the dividing the cells. So, estrogen favors the rising
of the tumor. Giving the drugs that blockade the es-
trogen receptors or drugs that blockade the synthesis
of the estrogen will stop the rise of the tumor. The
same situation is with the persistence of Her-2 neu
receptors. HER2 is a membrane tyrosine kinase and
oncogene that is overexpressed and gene amplified
in about 20% of breast cancers. When activated it
provides the cell with potent proliferative and an-
ti-apoptosis signals and it is the major driver of the
tumor development and the progression of the breast
cancer. The over expression will activate many path-
ways in the cell, so the cells will raise and divide
uncontrolled, so the tumor will raise and will not be
under control. Giving the target drug — monoclonal
antibody - Trastuzumab (Herceptin) will block these
receptors, and the tumor will be under control. More-
over, giving chemotherapeutics which interact with
all the cells that divide fast; the tumor will be under
control. Ki67 is a factor that shows the proliferative
activity of the tumor cells. Ki67 is in correlation with
the S phase of the cells and mitotic activity. Normal
breast cell has a proliferative activity of 3% (3% of
the cells are in dividing stage). A bigger activity of
20 % shows the aggressive tumor with bad prognosis
and shorter survival (61, 62, 63).

Many investigators analyze many factors, how
they enable, or in combination can predict the status of
the axillar lymph nodes, the SLND status and in recent
time the NSLND status. Postaci, Jiao, Jaime Jans,
Ugras, Gangi, Pijnappel, Sawaki, Brenin, Chung,
Chadha, Tan, Gajdos, Qiu, Ashturkar, Wu, Tseng,
Ko, Li, Ngo, Yoo, Danko, Cabioglu, Capdet, Susini,
Wasuthit are part of authors that in the last decade
investigated which factors influence the positivity of
the axillar lymph node or the positivity of the sen-
tinel node. They investigate all the factors that can
be investigated like epidemiological, clinical, histo-
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pathological, genetic, and molecular. Mainly, from all
those studies the dominant factors that can influence
the positivity of the axillar nodes are: the size of the
tumor, location, histology, grade of differentiation,
lymphovascular invasion. But, also in many investiga-
tions other factors that can influence the positivity of
the axillar lymph nodes are referred: age, persistence
of estrogen, progesterone and Her 2 neu receptors on
the surface of the cells, subtype of breast cancer, the
values of Ki67, multifocality, EIC and other. In only
few studies VEGFC, MIB1, CEA, CA 15-3, CCR7,
CXCR4 and others were referred (24-47).

In the studies of Jiao, Pijnappel, Sawaki, Gan-
gi, Qiu one of the essential factors that predict the
axillar involvement is the persistence of the hormo-
nal receptors and Her 2 receptors on the tumor cell,
moreover, it is well defined that Luminal and Her
enriched the tumors lymph nodes are more often
were involved in the metastatic disease. On the other
hand, triple negative tumors rarely have involvement
in the lymph nodes with metastatic disease, however,
this type shows early distant metastasis and worse
prognosis. But many others studies show that the
persistence of the hormone receptors, Her 2 receptors
on the surface of the tumor cells has no influence
on the involvement of the axillar lymph nodes with
metastases. So it is interesting which are the factors
that influence the fact that the same factor in one
study is the main factor, and in other study it is not
an important one (25, 28, 29, 30, 36).

In our study the univariate regression analysis
showed that the location, size of tumor, differentiation
of the tumor, stage, the value of the Ki67 and the pres-
ence of the lymphovascular invasion influence the
positivity of the axillary lymph nodes. The presence
of the estrogen receptors, progesterone receptors and
HER?2 neu receptors showed that they do not have
influence on the positivity for the metastatic deposits
in the axillary lymph nodes. The multivariate model
and the logistic regression analysis as independent
significant factors or predictors of positivity of the
axillary lymph nodes are influenced by the tumor size
and the positive lymphovascular invasion.

The predicting of the NSLND positivity is im-
portant, and it is very current in the last years, be-
cause according to some investigations 30-40% of
Z011 in the axillar pit are only sentinel node positive,
so in these patients it is not necessary to do axillar
lymphadenectomy (48).

For this reasons there were defined many nom-
ograms for predicting status, where different factors
from three to nine were incorporated, with various
combinations. So now it is actual not to do the axillar
lymphadenectomy also in patients with positive 1

or 2 sentinel lymph nodes in which the nomogram
assists the prediction of the further progress of the
disease in other lymph nodes in the axillar pit. These
patients must be treated with systemic therapy and
locally radiotherapy (48).

Factors that are included in many of the nomo-
grams are: tumor size, tumor differentiations, lym-
phovascular invasion, number of positive SLND,
number of negative SLND, size of metastasis in
SLND, type of SLND detection, type of histological
examination of SLND, number of CK 19 determined
with OSNA, Ki 67 and others (49- 60).

Most popular nomograms are:

e MSKCC that involves: size of tumor, dif-
ferentiation of tumor-G, number of positive
SLND, number of negative SLND, type of
detection SLND, LVI, multimodality and
positivity for estrogen receptors. This is the
most frequently used, and one of the best for
prediction.

o Stanford that involves: size of tumor, size of
metastases in SLND, and LVI.

e Tenon that involves: size of tumor, ratio be-
tween positive and negative SLND, size of
metastases in SLND.

e Bolster that involves: size of tumor, LVI, size
of SLND metastases.

e Cambridge that involves: differentiation of
tumor-G, ratio between SLND+ and SLND,
size of SLND metastases.

o MDA that involves: size of SLND metasta-
ses, size of tumor, LVI, number of extracted
SLND.

e Mayo that involves: age, size of SLND me-
tastases, number of SLND positive, number
of SLND negative, size of Tumor.

e Ljubljana that involves: size of metastases in
SLND, number of SLND negative, number
of SLND positive, size of tumor, LVI, ultra-
sound findings.

The investigation of the factors that involve
NSLD are done by: Metini, Xiang, Miao, Nadem,
Van der Hoven, Yao lung Kuo, Cordero, Pepeles,
Gur, Gserini, Fredman, Gullen, Van la Para, Wiliams
(49-60). Some of them test some nomograms in their
patients and suggest which is the best for prediction.
But no one can predict with 100% safety, status of
axilla, or SLND in all patients, so it is necessary as
minimum to do the detection and the biopsy of the
sentinel node, which is further histology examined.
By detecting the status of the sentinel node we can
safely predict the status of other lymph nodes in axilla.
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CONCLUSION

invasion in the tumor. Ki67 determined the prolif-

erative index in the univariate analysis and points

Our study showed that the involving of the axil-  out the important influence on the positivity in the
lary lymph nodes is mainly influenced from the size  axillary lymph nodes but not in the multivariate re-
of the tumor and the presence of lymphovascular — gressive analysis.

Tablel. Characteristics of the primary breast cancer in our patients

Variable Axilla positive Axilla negative Total p
(no=171) (no=119) (n0=290)

Tumor size

Tis 3 (1,75%) 10 (8,40%) 13 (4,48%)

Tla 22 (12,86%) 15 (12,60%) 37 (12,76%)

T1b 5(2,92%) 11 (9,24%) 16 (5,51%)

Tle 21 (12,28%) 27 (22,68%) 48 (16,55%)

T2 93 (54,38%) 50 (42,02%) 143 (49,31%)

T3 13 (7,60%) 2 (1,68%) 15 (5,17%)

T4 14 (8,19%) 4 (3,36%) 18 (6,19%) 1,0 ns

Location

Central 39 (22,8%) 22 (18,49%) 61 (21,03%)

Inner 19 (11,11%) 18 (15,12%) 37 (12,06%)

Lateral 113 (66,08%) 79 (66,39%) 192 (66,91%) 0,79 ns

Histology

Ductal 141 (82,46%) 96 (80,67%) 237 (81,44%)

Lobular 18 (10,53%) 9 (7,56%) 27 (9,31%)

Other 12 (7,02%) 14 (11,76%) 26 (8,97%) 0,86 ns

Nuclear grade

1 3 (1,75%) 13 (10,92%) 16 (5,52%)

2 115 (67,25%) 87 (73,11%) 202 (69,65%)

3 53 (30,99%) 19 (15,96%) 72 (24,48%) 0,99 ns

Estrogen receptors

Positive 130 (76,02%) 85 (71,43%) 215 (74,14%)

Negative 41 (23,98%) 34 (28,57%) 75 (25,86%) 0,53 ns

Progesteron receptors

Positive 139 (81,29%) 87 (73,11%) 226 (77,93%)

Negative 32 (18,71%) 32 (18,71%) 64 (22,07%) 0,75 ns

Her 2 new receptors

Positive 52 (30,41%) 38 (31,93%) 90 (31,03%)

Negative 119 (69,59%) 81 (68,07%) 200 (68,97%) 0,37 ns

P53

Positive 88 (51,46%) 43 (36,13%) 131 (45,18%)

Negative 83 (48,54%) 76 (63,86%) 159 (54,82%) 0,92 ns

LVI

Positive 99 (57,89%) 18 (15,13%) 117 (40,34%)

Negative 72 (42,10%) 101 (84,87%) 173 (39,65%) 1,0 ns

Ki67

<20 58 (33,92%) 68 (57,14%) 126 (43,20%)

>20 113 (66,08%) 51 (42,86%) 164 (56,80%) 0,99 ns

Stage

0 3 (1,03%)

1A 43 (14,83%)

IB 9 (3,10%)

1A 83 (28,62%)

1IB 126 (43,45%)

IIIA 43 (14,83%)

I11B 15 (5,17%)

IIC 34 (11,72)
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MMPOI'HOCTUYKU ®AKTOPHU HA HIOSUTUBUTETOT 3A METACTA3U
HA AKCUJIAPHUTE JIMM®HU JA3JIU KAJ IIPUMAPEH KAPIIMUHOM HA JIOJKA

Bopucaas Konnos', Fopan Konnos', 3opan CnupoBckn', 380HK0 MuHIIeHKOBUK?,
Pucro Yonanueckn', l'opnana Ierpymescka’, Mepu Ilemencka*

! VHUBep3UTETCKA KIMHKKA 32 TOPAKATHA U BACKYIIApHA XUPYPritja

- Memununcku axynrer Cromje, P. Makenonuja

? YHHBEp3UTETCKA KIMHNKA 32 HHPEKTUBHH 001eCTH 1 (HeOpHITHI COCTOjOM

- Memumuncku ¢daxynter Crorje, P. Makenonuja
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- Memununcku daxynrer Cromje, P. Makenonuja

* YHuBep3uTeTCKA KIMHHKA 32 OHKOJIOTHja M paiioTepanuja
- Memummacku ¢pakynteT Bo Ckomje, P. Makenonuja.

AncTpakTt

Iena: LlenTa Ha crynujara Oerre 1a ce Onpean BIHMjaHHETO HA T-CTaanyMOT, MPUCYCTBOTO HA €CTPOTEH,
nporectepor, HER2neu penenropu u Bpenaoctute Ha Ki67 Ha TOBUTHBUTETOT 32 METACTa3H BO aKCUIIAPHUTE
TMGHE KIIE3I1 Kaj IPUMapeH KapIirmHOM Ha JojKa.

Marepujan u meTonu: Bo crymmjara 6ea Bkiydern 290 XUpypIITKA TPETHPAHH MAUCHTH OPAIN KaPIIUHHOM
Ha ojka. Cute cirydan Oea aHAMN3UPAHH CO CTAaHIAPIHUTE XMCTOJIONTKH aHAIN3H, BKITyIyBajKH MHUKPOCKOTICKA
anamm3a co cranaapaao H&E-6oeme. 3a onpenyBame Ha Monekynapaute perientopu — HER2neu, ER, PR, p53
u Ki67, 6emre mpumenera oopadotka co PT LINK-umyHOMIEpOKCcHIa3a.

Pesyaratu: [lanuenture 6ea Ha Bo3pact ox 18 mo 90 romuam, mpocewno 57,56+11,9. Cpennara ronemMmHa
Ha mpuMapHUOT TyMop Oerme 30,27+18,3. Kaj manuenTuTe ox masyBHara jama 6ea n3BageHu o 8 10 39 mumbHH
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jasmu, mpocedno 13,81+5,56. 3adarenn co meracracku nenosut 6ea on 1 mo 23 jasmwm, mpocedno 3,14+4,71.
ITo3uTHBHOCT Ha akCUIApHU JTUM(HHU ja3u € JeTekThpana kaj 59%. Co yHHBapHjaHTHA PErpecrucKa aHanusa
Oea U3qBOCHM cleAHNBE (DAKTOPH, KOM BIMjaaT Ha MO3UTHBHOCT HA aKCHIIA: JIOKALKja, TOJIEeMHHA Ha TyMODOT,
Ju(epeHIPaHoCT Ha TYMOPOT, CTaauyM, BpeaHocT Ha Knu67 u mumdosackynapaa nnsasuja. [IpucycrBoro Ha
€CTPOreHH PeLenTopH, porecTepoHcky perentopu 1 HER2neu penenrropu nokaska fieka THe HeMaart BIrjaHue
Ha MO3UTUBUTETOT 38 METACTaTCKUTE ACTMO3UTH BO aKCHIapHUTE TMM(HU jaznu. MynTUBapHjaHTHHOT MOJEI
Ha JIOTHCTHYKA PErPecUCKa aHalKu3a, KAKO HE3aBUCHU CUTHU(UKAHTHU (aKTOpH, OMHOCHO NPEAUKTOPH 3a
HO3UTHBHOCTA Ha JUM(HUTE ja3sii BO Ia3yBHATA jaMa, 'M [OTBPAU IOJIEMUHATA HAa TYMYpOT M HO3MTHBHATA
auMdoBacKyIapHa UHBa3Hja Ha TYMYpOT.

3akuyuok: On ucieqyBamara BO HalllaTa Ceprja ce yTBPIH JIeKa Ha MO3UTUBUTETOT Ha aKCUIapHaTa jama
BIIMjaHHE MMa TOJIEMHHATa Ha TYMOPOT M IO3MTHBHATa JUM(OBacKyIapHa HHBa3uja Ha TyMOPOT. DakTopoT
Ki67, xoj ja mpe3eHTHpa crIOCOOHOCTA 32 /1en0a, OHOIOIIKATa arpECHBHOCT Ha TYMOPOT, BO YHUBApHjaHTHATA
aHAJIM3a YKa)KyBa Ha 3HA4ajHO BIIMjAHUE 38 TIO3UTUBUTETOT HA aKCUIAPHUTE JIUMGHU ja3iH.

KityuHu 300poBH: MaJIUTHOM Ha JI0jKa, aKCUJIAPEH CTaTycC, FOJIEMUHA Ha TYMOPOT, T-cTaguym, eCTporeHu
PEeLenTopy, IPOreCTEPOHCKHU PELENTOPH, XepLUENTHHCKH perentopu, Ku67, mumdosackynapHa uHBa3uja
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ABSTRACT

Patients undergoing mechanical ventilation in intensive care units (ICUs) may develop ventilator-induced lung
injury (VILI). Beside the high tidal volume (Vt) and plateau pressure (Pplat), hyperoxia is supposed to precipitate
lung injury. Oxygen toxicity is presumed to occur at levels of fraction of inspired oxygen (FiO,) exceeding 0.40.
The exposure time to hyperoxia is certainly very important and patients who spend extended time on mechanical
ventilation (MV) are probably more exposed to severe hyperoxic acute lung injury (HALI). Together, hyperoxia
and biotrauma (release of cytokines) have a synergistic effect and can induce VILI. In the clinical practice, the
reduction of FiO, to safe levels through the appropriate use of the positive end expiratory pressure (PEEP) and
the alignment of mean airway pressure is an appropriate goal. The strategy for lung protective ventilation must
include setting up FiO, to a safe level that is accomplished by using PaO,/FiO, ratio with a lower limit of FiO,
to achieve acceptable levels of PaO,, which will be safe for the patient without local (lungs) or systemic inflam-
matory response. The protocol from the ARDS-net study is used for ventilator setup and adjustment. Cytokines
(IL-1, IL-6, TNFo and MIP-2) that are involved in the inflammatory response are determined in order to help
the therapeutic approach in counteracting HALI. Computed tomography findings reflect the pathological phases
of the diffuse alveolar damage. At least preferably the lowest level of FiO, should be used in order to provide
full lung protection against the damage induced by MV.

Keywords: hyperoxia, ventilator-induced lung injury, cytokines, lung-protective ventilation strategies

INTRODUCTION In the past the inadequate ventilation strategy was

considered to be responsible for the onset of VILI,

Providing effective life-support with minimized
risk and optimized comfort in patients with respi-
ratory failure are still the principal objectives of
mechanical ventilation (MV) [1]. Despite its life
saving effects, MV might have adverse effects:
ventilator-associated pneumonia, impaired cardiac
performance, and difficulties with sedation and pa-
ralysis. The mechanical ventilation may also lead to
serious damage in both healthy and diseased lungs; a
process called ventilator-induced lung injury (VILI).

that is, histopatologically identical with the acute
lung injury (ALI). However, recently, more detailed
factors for development of VILI have emerged: load-
ing of alveolocapillary membrane, duration of expo-
sure to MV, intensity of the exposure (tidal volume;
V1), end-expiratory pulmonary volume, magnitude
of the available “baby lung” heterogeneity (which
includes atelectasis, consolidation and edema) and
hyperoxia. Endotoxin, vascular pressures and fluid/
transfusions are additional factors leading to VILI
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[2,3]. High Vt and high plateau pressure (Plat) can
give excessive distension, or “stretch,” of the aerated
lungs, thus resulting in volutrauma and barotrauma.
Besides the volutrauma and barotrauma, atelectrau-
ma is another important causative factor leading to
VILI. Ventilator-induced lung injury arises not only
from repeated application of high mechanical forces
that tear fragile tissue directly, but also from initi-
ation of signaling that culminates in inflammatory
changes [4]. The term “biotrauma” denotes release of
cytokines (mediators) secondary to epithelial injury
caused by barotrauma or volutrauma [5]. Ventila-
tor-induced lung injury greatly assists patients with
the most severe form of lung injury, acute respiratory
distress syndrome (ARDS) [6].

A question arises why hyperoxia, especially if
it lasts long, is not being considered as a risk factor
for the development of VILI along with the other
factors. Oxygen therapy has been used in the care
of critically ill patients since early years of the last
century. However, from the beginnings of the 1970s
an increasing understanding emerged that oxygen
therapy can cause pulmonary toxicity [7]. Hyperoxia
is detrimental for mechanically ventilated patients
and even fraction of inspired oxygen (FiO, ) levels
of 0.40 and lower can provoke pulmonary toxicity,
thus leading to VILI. The exposure time to hyperoxia
is certainly very important and patients who spend
extended time on MV are probably more exposed
to severe hyperoxic acute lung injury (HALI) [8].

Hyperoxia is supposed to precipitate lung injury
through the production of reactive oxygen intermedi-
ates [9]. Hyperoxia provokes cytokine release, which
is involved in the inflammatory response. Endothe-
lial and epithelial cells injury, increased pulmonary
capillary permeability and a marked increase in the
inflammatory cells are the main manifestations of
HALI [10]. Microscopically the prominent findings
are: hyaline membrane formation in alveoli, alveo-
lar septal edema and fibrosis, and diffuse hyperpla-
sia of the alveolar lining layer with formation of a
cuboidal epithelial lining [7]. The combination of
high Vt and hyperoxia causes significantly greater
reductions in the lung compliance, increased alve-
olar-capillary membrane permeability, gives more
severe pulmonary surfactant dysfunction [11], and
increases expression of pro-inflammatory mediators
[12,13]. These notions have been confirmed in a
several number of studies, which showed that cy-
clic opening and collapse of the alveoli even at low
inspiratory pressures and low inspiratory volumes
increased stretch and shear forces resulting in lung
injury and surfactant dysfunction [14,15]. Inflamma-
tion and more specifically, cytokines such as tumor

necrosis factor - alpha (TNFa) and interleukin (IL)-I
are thought to decrease surfactant components either
directly [14-17] or indirectly by inducing alveolar
leakage of proteins that subsequently inhibit sur-
factant function [14-18]. Cytokines play the most im-
portant role in inflammation. They are low molecular
weight soluble proteins that transmit signals between
the cells involved in the inflammatory response [19].
Cytokines are produced by bronchial, bronchiolar,
and alveolar epithelial cells but also by alveolar mac-
rophages and neutrophils [20]. In almost all studies
n-vitro, ex-vivo and in-vivo models, using different
species and applying various techniques, hyperox-
ia induced elevation of cytokines. Furthermore, in
almost all studies, cyclic overstretch has increased
alveolar levels of IL-8 or its rodent equivalent mac-
rophages inflammatory protein (MIP)-2. MIP-2 is the
most potent leukocyte chemoattractant and its role in
the pathogenesis of VILI is very important [21,22].
Other proinflammatory cytokines such as IL-land
IL-6 were elevated in a large number of studies.

FIO, LEVELS:
DIFFERENT ATTITUDES,
BELIEFS AND PRACTICES

Considerable variations exist in the attitudes, be-
liefs, and stated practices relating to the management
of oxygen therapy in the ICUs patients. A Canadian
questionnaire study has shown that most respon-
dents believed that the levels of FiO, up to 0.40 are
not harmful and this is the ideal value when partial
pressure of oxygen in arterial blood (PaO,) permits
this [23]. Another newer study from the Netherlands
investigated the beliefs and actual clinical practice
regarding the oxygen therapy in critically ill patients
where the majority of ICUs clinicians acknowledged
the potential adverse effects of prolonged exposure
to hyperoxia and reported a low tolerance for high
oxygen levels, in actual clinical practice; a large
proportion of their ICUs patients was exposed to
higher arterial oxygen levels [24, 25].

However, there is evidence of poor outcomes
after hyperoxia in a number of patients mechanical-
ly ventilated, but in most cases this did not lead to
adjustment of ventilator settings [10]. All the doc-
tors in ICUs have their “own” mode of setting the
ventilator, but almost always patients on MV are
exposed to greater than normal concentration of ox-
ygen. Additionally, in some patients it is not possible
to develop a ventilation strategy that is non-injurious
in all lung regions and hence the problem becomes
more complex.
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Clinical practice shows that whenever we have a
low Pa0O,, the first step we undertake is to set the FiO,
on a higher level. It is well-known that this is not the
right way to increase PaO,, but in spite of that, we

Table 1. Higher PEEP levels with Lower FiO,

are used. In this protocol, higher PEEP with lower FiO,
is used. The higher PEEP levels are set and adjusted ac-
cording to each patient’s arterial-oxygenation response
to the PEEP/FiO, settings [29]. (Table 1).

2

FiO 03 0.3 0.3 0.3

0.3 0.4 0.4 0.5

PEEP 5 8 10 12

14 14 16 16

always repeat it and moreover, for a longer period of
time. FiO, setting value is usually about 0.4, but even
oxygen toxicity is presumed to occur at levels of FiO
exceeding 0.40, there are no studies which have exam-
ined the effect of FiO, value less than 0.4 on the lungs.
It would be of great benefit to perform studies that will
apply protective ventilation strategies with different
levels of FiO,, but especially with FiO, under 0.4.

RATIONALE STRATEGY
FOR LUNG PROTECTIVE
VENTILATION

In order to achieve lower FiO, level than 0.4,
which is safe for the patient, it is necessary to de-
crease FiO, to safe levels through appropriate use
of the positive end expiratory pressure (PEEP) and
the alignment of the mean airway pressure. An ac-
ceptable level of PaO,/FiO, ratio with a lower limit
of FiO, must be accomplished. This way, adequate
tissue oxygenation with FiO, levels less than 0.40
will be achieved.

The modes of mechanical ventilation are adjust-
ed according to the protocol of the ARDS-net study
(based on open lung concept) [26]. The ARDS net-
work study gives a golden protocol for lung protec-
tive ventilation. Ventilation protective strategies are
used routinely without fulfilling the criteria for ALI/
ARDS [27]. The ARDS network study demonstrated
a compelling survival advantages when using low
tidal volumes rather than conventional MV with high
tidal volumes in patients with ALI or ARDS [28].

According to the protocol, the ventilator set up and
adjustment is as follows: MV is adjusted to the body
mass, with an initial Vt of 8 ml/kg/bw and reducing Vt
by 1 ml/kg/bw at intervals not more than 2 hours, until
reaching the Vt of 6 ml/kg/bw, with plateau airway
pressure (Pplat) not exceeding 30 cmH, O. Furthermore,
PaO, between 55-80 mmHg or saturation of the arterial
blood oxygen (Sa0,%) 88-95% and minute ventilation
of 6-35 respirations per minute adjusted to achieve
arterial pH >7.30 if possible and inspiration:expiration
time 1:1-1:3 are accepted values. A minimum PEEP of
5 emH,0, and incremental PEEP/ FiO, combinations

From the National Heart, Lung, and Blood In-
stitute ARDS Clinical Trials Network. N Engl Med
2004; 351:327 [29].

However, it is still unclear which is the optimal
PEEP that has to be used to avoid overdistension
of the alveoli and de-recruitment, and to minimize
VILI [30,31].

Regarding Pplat, to reach Pplat < 30 cm H,O
after each change in PEEP or VT, Pplat (0.5 second
inspiratory pause) has to be checked [27].

Recruitment maneuvers are performed to max-
imize the amount of open lung while avoiding the
high tissue stresses that lead to VILI. Extended sigh
recruitment maneuver has better improvement of
oxygenation in arterial blood than CPAP recruitment
maneuver [32,33].

Additionally, bedside the monitoring, the fol-
lowing is necessary: heart rate, electrocardiogram,
non-invasive mean arterial pressure, respiratory rate,
oxygen saturation, Fi0,, arterial blood gas analysis
(monitored half an hour after every MV adjustment),
serial chest X-ray and chest/lung computed tomog-
raphy that reflect the pathologic phases of diffuse
alveolar damage [34]. Immunological analyses of
cytokines: IL-1, IL-6, TNFa and MIP-2 also have
to be made.

Precise control of the arterial oxygenation to
minimize the possible harms of hypoxemia is an
issue that is extremely important, as at present there
is no direct evidence to support the implementation
of permissive hypoxemia [35].

The effects of open lung ventilation with re-
duced FiO, of 0.4 will prevent not only local, but
systemic inflammatory response as well. Further-
more, the effects of setting FiO, values at 0.3 will
be more reliable. The effects will of course depend
on the condition of the lungs (healthy or diseased
prior to MV). Evidence for oxygen use in different
medical conditions where efficacy and/or safety are
uncertain relies on anecdotal experiences, case re-
ports, or small, underpowered studies and require
large randomized controlled clinical trials [36].

The rationale of this approach will determine
the exact FiO, level necessary for safe MV.
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CONCLUSION

Patients undergoing MV might develop VILI.
Hyperoxia is detrimental for mechanically ventilated
patients and may lead to VILI. VILI can appear as
a result of too much O,, large tidal volumes, high
inspiratory pressures, cyclic opening/closing of the
alveoli and all these lead to release of cytokines.
The release of cytokines leads to biochemical injury,
which is the concept of biotrauma. The lungs are
metabolically active organs composed of epithelium
and endothelium that create many substances. They
are a door to many pathogens and may be source of
systematic inflammation. Alveolar epithelial cells are
important for maintaining alveolocapillary barrier
and can act as immune effector cells in response to
exogenous stimuli (MV). The mechanical ventila-
tion together with hyperoxia are responsible for the
cytokine increase and may play a role in initiating a
possible systematic inflammatory response. Togeth-
er, hyperoxia and biotrauma have a synergistic effect
and can induce VILIL

The prevention of VILI means also prevention
of HALI. Lung-protective ventilation strategies pro-
vide avoidance of cyclic opening and closing of alve-
oli, limitation of inspiratory pressures and volumes,
appropriate level of the end-expiratory pressure and
together with the appropriate (preferable lowest)
level of FiO, can give full lung protection against the
damage induced by mechanical ventilation.
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AncTpakTt

Bo eqununure 3a narensuBHa Hera (ENMJI) manmenTrTe mTO ce mocTaBeHW HA MEXaHWYKa BEHTHIIAIN]a
(MB) MoxaT 1a pa3BHjaT BEHTUIATOP-TIPEAN3BUKAHA TIOBpeaa Ha 6enmure qpodosu (BUJIN). [Tokpaj romemuot
mumeH BoayMmeH (Vt) u maro-putucok (Pplat), m xumepokcujara ja BiomryBa Oeonpodnara mospena. Ce
TIIPETIOCTaBYBA JIEKa KMCIOPOIHA TOKCHYHOCT C€ jaByBa IIPM BPEAHOCTH Ha MHCTMparopen kuciopox (Fi0,)
o ce morojemu ox 0,40. BpemeTo Ha M3MOKEHOCT Ha XUTIEPOKCHjaTa €, CEKaKko, MHOTY BaXKHO H TTAI[HIEHTUTE
MITO TTOMUHYBAAT MOAOITO BpeMe Ha MB ce BepojaTHO TOBeke M3IOKEHN Ha TEIIKa XWUIEPOKCHYHA aKyTHA
6enonpobna mospena (XAJIM). U neere, xunepokcujata u 6uoTpaymara (0cio001yBame Ha ITATOKWHI ) IMaaT
CHHEPIUCTHYKH e(eKT 1 MOXKaT 1a npem3Bukaar BUJIN. Bo knmnHuyka npakTuka nenra € Hamanysame Ha Fi0,
Ha 0e30eTHN BpeAHOCTH CO COOJIBETHA ITPUMEHA Ha TO3UTHUBEH MPUTHUCOK Ha KpajoT Ha ekcripuymot (PEEP) n
ycoracyBame Ha MPUTUCOKOT BO AUIIHUTE maTuinTa. Ctparerrjara Ha 6enoipoOHa MPOTEeKTUBHA BEHTHIIAIH]A
MOpa Jia BKIIy4H noctaByBame Ha FiO, Ha 6e30€1H0 HUBO, KO€ CE IOCTUTHYBA CO KOPUCTErE Ha onHOCOT Pal,/
Fi02, co nonna rpanunia na FiO2 3a na ce nocrurue npuarmso Hueo Ha Pa0,, koe ke Oue 6e30e1H0 3a na-
IIUEHTOT Oe3 JokaieH (Oenute qpoOoBM) WK cucTeMcKd HH(IamaTopeH oaroop. [Ipotokonor om ARDS-Her
CTyAMjaTa ce KOPUCTH 3a IIOCTaBYBabE U IPHCIIOcO0yBame Ha BeHTHIATOpoT. Ce uenutyBaar nuTokuanTe (I1L-
1, IL-6, TNFo 1 MIP-2) mto ce BkiTy4eHr BO HH(IIaMaTOpPEH OATOBOP, CO IIeJT ]a TOMOTHAT BO TEPANIeBTCKHOT
npuctan Ha XAJIW. Haomute ox kommjyTepu3upanara Tomorpaduja T ofpa3yBaar MaToNOMKUTe (a3u Ha
nu(y3HOTO aIBEONApHO OmTETyBame. [orpedHo € na ce kopuctu Hajuucko HUBO Ha FiO, 32 na ce 06e36enu
eJT0CcHa 3alITHTa Ha OenuTe IpoOOBY OJ1 OIITETYBAKE IITO € TIPEAN3BUKaHo o MB.

Kityunu 300poBu: Xunepokcuja, BEHTUIIATOP-UHAYLIPaHa TOBpeaa Ha Oenute ApoOOBH, IUTOKUHH, BEH-
THJIalMja CTpaTeruy 3a 3alTUTa Ha OenuTe ApoOoBH
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ABSTRACT

Background and aims: Severe neonatal hypoglycemia (HG) leads to neurologic damage, mental retardation,
epilepsy, personality disorders, impaired cardiac performance and muscle weakness. We aimed to assess the
clinical characteristics of children with hypoglycemia in a random population of newborns.

Patients, methods and results: We investigated 84 patients (M:F=35:48) born at the University Clinic for
Gynecology and Obstetrics in Skopje (hospitalized in the NICU) who were found to have hypoglycemia. In
total 89.25% of the babies were premature. The mean birth weight was 1795.95 +/596.08 grams, the mean birth
length was 41.92+/- 4.62 cm, while the mean gestational age was 33.05+3.19 weeks. 32 children (38.08%) were
very low birth weight (<1500g), 38 (45.22%) were low birth weight (1500-2500g), while there were 8 children
(9.52%) appropriate for age BW and no high BW for age patients (>4000 g).

HG duration was 2.42+/-2.41 hours. In the group as a whole, hypoxic-ischemic encephalopathy (HIE) was found
in 3 children (3.57%), infections in 22 (26.18%), respiratory distress syndrome (RDS) in 9 patients (10.62%),
intracranial haemorrhage in 2 patients (2.38%). There were no inborn errors of metabolism. There were two
deaths (2.38%).

Conclusion: Neonatal HG is a significant factor in the overall neonatal mortality. HG can also cause severe
invalidity. We found that infections, LBW and low gestational age were most commonly associated with neonatal
HG. However the Spearman test showed weak direct correlation, without statistical significance. Neonatal HG
requires complex and team interaction of prenatal and postnatal approaches to reduce the incidence of seizures,
their consequences and the overall mortality. Special consideration is to be taken in measures that avoid neo-
natal infections, HIE, LBW and low gestational age. Further studies on a larger population are needed to fully
understand and prevent the phenomenon of HG in newborns.

Keywords: neonatal hypoglycemia, co-morbidities, low birth weight, HIE, mortality.

INTRODUCTION Hypoxic-ischemic encephalopathy (HIE) is

found in ~50% of the patients with neonatal HG

The neonatal period is marked by increased risk
of HG and seizures (1-3). Neonatal HG is the most
common form of a metabolic disturbance in new-
borns, while seizures are the most common symptom
of neurological dysfunction (2,3). The incidence of
neonatal seizure is high: 10-25% in neonatal inten-
sive care units (NICU). Strikingly in NICU 15% of
newborns with seizures will die and 35- 40% will
have significant neurological defects (2).

(1). HIE may potentiate the permanent brain dam-
age caused by HG (3). In neonates there are mul-
tiple other causative factors for HG: intracranial
hemorrhage, infections, metabolic disorders, CNS
malformations, birth trauma, and metabolic disor-
ders (2, 3).

Delay in therapy often results in poor neuro-
logical outcome (4, 5). It is of note that the worst
neurological outcome in large number of children is
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observed in neonates and infants with persistent and
recurrent severe hypoglycemia (3, 6).

We aimed to assess the incidence, etiology, and
outcome of HG in newborns hospitalized at the neo-
natal ward and NICU of the University Clinic for
Gynecology and Obstetrics.

PATIENTS AND METHODS

This study was carried out in the neonatal inten-
sive care unit of University Clinic for Gynecology
and Obstetrics in Skopje, Macedonia.

The following classification of neonatal HG was
applied: capillary blood glucose (CBG) values were
considered normal when > 2.5 mmol/l, or HG was
mild (2.2-2.4 mmol/l), moderate (1.6-2.1 mmol/l) or
severe HG (<1.6 mmol/1)(7).

The diagnosis of neonatal seizures was based on
clinical observation, multiple measurements of CBG
(from the first hour after birth, than consecutively
the 3", 6™ hour of life, and/or until the resolution of
the HG episode. The etiology of the seizures was
assessed using clinical examination, laboratory re-
sults, and/or imaging (ultrasound).

The Diagnosis of HIE was determined by an-
alyzing data from the medical history and physical
examination, taking into regard the Apgar score,
arterial blood gas results, and neuroimaging. The
American Academy of Pediatrics and the American
College of Obstetricians and Gynecologists defined
those features for the diagnosis of birth asphyxia: 1)
Profound metabolic or mixed acidemia (pH<7.00)
in umbilical arterial blood. 2) Apgar score of 0-3>5
minute after birth. 3) Signs of neonatal encephalopa-
thy (seizures, coma, or hypotonia), 4) Multiple organ
involvement (kidney, lungs, liver, heart, intestines).
Children were breastfed, rarely formulas were used..

Clinical examination, blood cell count, C reac-
tive protein, and positive blood culture lead to the
diagnosis of sepsis. Pulmonary infections were di-
agnosed clinically and confirmed by microbiological
analysis of the deep tracheal aspiration. The exis-
tence of intracranial hemorrhage was demonstrated
with US or CT scan.

The biochemical analysis was performed using
the ARCHITECT plus c4000, Integra 400.

The statistical analysis included parametric and
non-parametric statistics using SPSS software.

RESULTS

We investigated 84 patients (M:F=35:48) as a
random group born at the University Clinic for Gy-
necology and Obstetrics and admitted to the NICU in

Skopje. The delivery in 33 (39.27%) cases was vag-
inal, and in 51 (60.69%) caesarean section. Among
all the patients 89.25% were preterm.

The mean birth weight was 1795.95 +/596.08
grams, the mean birth length was 41.92+/- 4.62 cm.
32 children (38.08%) were very low birth weight
(<1500g), 38 (45.22%) were low birth weight (1500-
2500g), while there were 8 children (9.52%) appro-
priate for age BW and no high BW for age patients
(>4000 g) (Fig 1).

The Apgar score was 6.65 +/-1.11 at 0 minutes
and 7.17+/-1.19 at 5 minutes.

The blood glucose level at 0 hours was 2.17+/-
0.17, at one hour 4.08+/- 1.9. at 2 hours 4.37+/-1.74,
at 3 hours 4.17+/-2.002, at 4 hours 4.39+/-1.89 and
at 5 hours the glycaemia was 4.28+/-1.86 mmol/l.
HG duration was 2.42+/-2.41 hours. In the group as
a whole, hypoxic-ischemic encephalopathy (HIE)
was found in 3 children (3.57%), infections in 22
(26.18%)), respiratory distress syndrome (RDS) in
9 patients (10.62%), intracranial hemorrhage in 2
patients (2.38%) (Fig.2).

There were no inborn errors of metabolism.
There were two deaths (2.38%) in children with in-
fections, low birth weight and hypoglycemia.

<1500 g 1500-2500 g

Birth weight

>4000 g

Figure 1: Birth weight distribution

\| /

M hypoxic-ischemic
encephalopathy

M infections

M respiratory
distress syndrome

M intracranial
hemorrhage

Figure 2: Co-morbidities in children with neonatal
hypoglycaemia
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Although the Spearman test showed weak di-
rect correlation, there was not statistical significance
for the association among HG and infections (mul-
tiple R = 0,752101; p=0,526683), gender (multi-
ple R =0,782301; p=0,577641), LBW (0,114932
weak direct correlation, but no statistical signifi-
cance p=0,347025)(Fig.1) and low gestational age
(-0,112608 weak direct correlation, but no statistical
significance p=0,307799) (Fig. 3). HIE and HG were
not correlated, probably due to the low number of
patients with HIE (3 patients).
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(-0,112608 weak direct correlation, but no statistical significance p=0,307799)

Figure 3: Birth age and hypoglycaemia

DISCUSSION

In neonates long term sequelae can occur within
a wide range of low serum glucose values. Even
transient moderate HG can result in neurological
damage (8). The duration and severity of NH greatly
influences the creation of permanent neurological
damage, although the nadir glucose concentrations
and the duration of HG that can damage newborn
brain are not precisely determined (2, 3).

Serum glucose levels in neonates normally de-
cline until age 1-3 hours and spontaneously increase
afterwards. In fact, there is no rigorously determined
specific blood glucose concentration for a definition
of NH for infants (9-15).

The definition of neonatal HG that we used for
the study was that of the clinical settings. HG in
newborns was defined by a plasma glucose level
of less than 30 mg/dL (1.65 mmol/L) in the first 24
hours of life and less than 45 mg/dL (2.5 mmol/L)
thereafter. Many experts recommend that values of
blood glucose <50 mg/dL in neonates should be vig-
orously treated (3).

As previous studies have already reported esti-
mating the frequency of neonatal HG many factors

can be influenced by many factors: the definition
used, the type of glucose assay, the compartment
measured (serum, whole blood), the population in-
vestigated, the method and timing of feeding.

In the USA NHG is estimated to 1.3-3 per 1000
live births (2), while in Japan, among neonates born
at 35-36 weeks’ gestation >80% of admissions to
the NICU after birth were due to apnea or HG (16).
Other authors (17-22) report an incidence between
7-11%. Population-based studies (Harris County,
USA) reported an incidence of 1-3.5/1000 live birth
(I 3). There is an expected high incidence in NICU:
10-25% (23).

We also observed that all the neonates had HG
of early onset (before 72 hours). Mostly neonatal
HG was early: 59.6% and 81% of neonates had early
onset seizure in reports by different authors (23, 26).

In addition we also found that HIE was not the
most frequent factor in NHG seizures (3.57%). HIE
was the most frequent factor described by other au-
thors (17, 24, 25). HIE may potentiate the role of
HG in causing brain damage. Contrary to our results
many authors reported that the HIE is the leading
cause of neonatal HG and seizures (27-29).

Infections were the most common finding in
children our study: 26.18%. Reported prevalence of
seizures among children with infections is between
24.5 and 28.7% (17, 23). This difference might be
due to the high number of risk deliveries in our hos-
pital. Exact causes remain to be determined.

Intracranial bleeding in this series of patients
was found in 2.38% of newborns. Others have found
a higher percentage of intracranial bleeding: 6.9%
-9.0% (1, 17, 23). Differences in the observed fre-
quency stem from the different populations of pa-
tients: full-term versus pre-term, LBW versus ABW,
patients from neonatal wards versus NICU.

The overall mortality remains high, especially
in children with co-morbidities. HIE and infections
are the most common leading causes of death. The
mortality rates ranged between 9 and 14.7% (2, 17).
We had a mortality of 2.38%.

The most common risk factors for neonatal HG
were asphyxia, birth weight less than 1500 g, sep-
sis, convulsion, and meningitis (2, 3, 31). EEG is
a gold standard for neonatal epilepsy (32). Among
many other measures in lowering the neonatal HG,
there is no evidence that the universal screening of
glucose levels in the first hours should be applied to
all newborn infants (33).

In conclusion, neonatal HG is a major factor in
neonatal mortality (34). Neonatal HG is also a major
factor in permanent neurological consequences. It is
of note that major contributing factors for neonatal
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HG should be actively searched and preventive mea-
sures must be taken in a timely manner. In this study
LBW, low gestational age, HIE and high percentage
of neonatal infections were the most frequent condi-
tions associated with neonatal HG. It is of note that
a larger group of patients is needed for more reliable
data. Nevertheless it is obvious that preventive mea-
sures should address the LBW, HIE, infections and
the low gestational age.
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Opxuneja Cromuapocka'’, Enuzatera IlerkoBcka', CHe3ana JanuyeBcka', J[paran Jlanniosckn?
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ArmncTpakT

Temrkara HeonaranHa xunormukemuja (HX) Boxy 10 HEBPOJIOIIKH OIMITETYBamka, MEHTAIHA peTap/alyja,
HapyIlyBama Ha INYHOCTA, CNHJICTICHja, HAMaTyBamke Ha cpiieBaTa (DyHKIIMja U MycKyiHa cinadoct. Hamara men
Oerrie 1a ja TM aHANIM3UpaMe KIMHIYKUTE KApaKTEPUCTHKU Ha ITPyIa HOBOPOJICHU CO XUIIOTIMKEMH]ja, N30paHu
0 citydaeH u3oop.

Bo oBa perpocnexTuBHa ctyauja ucneauBMe 84 mauueHtu (M : k=35 : 48), kou Oea poJieHN BO YHHUBEP3H-
TEeTCKaTa KIMHHUKA 33 THHEKOJIIOTHja M aKyIepcTBO U JeKyBaHu Ha O/IenoT 3a HeoHaTanHa MHTCH3WBHA HeTa.
Cpennara poxuiHa Texuna oemre 1795,95+/-596,08 rpama, cpeanara poauiHa nomkuHa 41,92+/-4,62 1w,
cpennara recraiucka Bozpact 33,05£3,19 mwenmenu. 32 nena (38,08%) nmaa MHOTY HHCKa POAMIIHA TEKUHA
(>1500g), 38 (4,22%) Gea co mHOTY HUCKA poxunHa TexuHa (1500-2500g), pogeHn co cOOABETHA TeCTAIICKa
TexxnHa 6ea 8 (9,52%), a pofieHn co 3royieMeHa TeJleCHa TSKIHA HEMalIle.

Tpaemero na XI' Oeme 2,42+/-2,41 qaca. 94,4% on nenara 6ea mpeaBpeMeHo poaeHu. Bo menoct, xumo-
OKCHYHO McxeMuyHa eHredanonarija nmaa 3 nena (3,57%), nadexnnu — 22 nena (26,18%), pecrmparopex
auctpec-cunapoM — 9 nena (10,62%), MHTpakpaHujaiHa XeMoparyja umalie Kaj asajua naunentu (2,38%). He
Oea HajJIeHM JIela CO BPOJICHU TPEIIKU Bo MeTaboamu3MoT. J[Be mena (2,38%) 3aBpiiuja jeTaiHo.

Heonarannara XI" Moxe 1a Mpein3BUKa TEKOK HHBATMIUTET U € 3HAYUTENICH (haKTOp BO BKYITHATA HEOHA-
TamHa cMpTHOCT. CTyujara moKaKyBa jaeka HH(EKIMUTE, HUCKAaTa POANIIHA TeKUHA, MajlaTa TecTallicKa BO3pacT
ce yecto aconupanu co XI. Heonaranuara XI” 6apa koMIIeKCHa ¥ TAMCKa COpabOTKa M BO IPEHATATHUOT U BO
MOCTHATAHHUOT TIPUCTAIT 32 /Ia Ce peAylupa ppeKkBeHIMjaTa i nocaeannuTe Ha HeonartaiHara XI. Creujansa
rpmxka Tpeda a ce MOCBETH Ha HaMallyBambeTo Ha OPOjOT M CEpPHO3HOCTA Ha HEOHATAIHUTE HH(EKIINH, XUII00-
KCHYHO HCXEMUYHATA eHIle(haonarija, HICKaTa poAriIHa TSKUHA U MajiaTa recTaicka Bo3pact. [lonaramontan
CTYJIU CO TIOTOJIEMH TIPUMEPOIH ce IOTpeOHH 3a Ja ce pa3depe nenocHo PeHOMEHOT Ha HeoHarainHara X[ u
3a J1a ce Tpe3eMaT MEPKH 3a Hej3MHA TIPEBEHIH]a.

Kityunu 300poBu: HeoHaTa Ha XUIIOTTUKEMHUja, KOMOPOHIHOCTH, HUCKA POJMIIHA TEKHHA, MOPTAJIUTET
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ABSTRACT

As a common disorder, depression must be diagnosed not only in psychiatric but also in different medical settings,
especially in patients with chronic diseases. Beck Depression Inventory is valuable and sensitive self-report
inventory used worldwide for assessment depressive symptoms. In this research we present obtained scores
of BDI in different group of disorders and we showed that BDI scores are related to the clinical condition, as

well as with the age.

Key words: depression, self-report, BDI

INTRODUCTION

Depression is a common but very serious mood
disorder. It causes severe symptoms that affect prac-
tically all daily activities, such as sleeping, eating,
or working. To be diagnosed with depression, the
symptoms must be present for at least two weeks.

The World Health Organization (WHO) has
ranked depression the 4™ leading cause of disability
worldwide and projects that by 2020, it will be the
second leading cause [1].

Direct information on the prevalence of ma-
jor depression does not exist for most countries, so,
there is wide variability in prevalence estimates.
Moussavi et al. in Lancet (2007) published data for
lifetime prevalence estimates which ranged from
1.0% (Czech Republic) to 16.9% (US), with mid-
points at 8.3% (Canada) and 9.0% (Chile). The
12-month prevalence estimates ranged from 0.3%
(Czech Republic) to 10% (US), with midpoints at
4.5% (Mexico) and 5.2% (West Germany). However,
lifetime prevalence is two-three times higher that of
12-month prevalence suggesting that between one-
third and one-half of lifetime cases have recurrent
episodes in a given year. The ratio of 12-month to
lifetime prevalence estimates in some reports was
significantly lower on average in reports concerned

to high income (37.7%) than low-middle income
(53.3%) countries.

In the report about global World Health in 2008
it was pointed that depression has a greater effect
on overall health than angina, arthritis, asthma or
diabetes.

The wide variability in the prevalence estimates
is presumably due to a combination of substantive,
measurement, and study design factors. The WHO
World Mental Health (WMH) Survey Initiative in
order to study cross-national differences in preva-
lence, proposed a common protocol and instrument,
the WHO Composite International Diagnostic Inter-
view (CIDI) Version 3.0. The 12-month prevalence
estimate in 18 WMH countries ranged from 2.2%
(Japan) to 10.4% (Brazil) [2, 3].

Anumber of consistent socio-demographic cor-
relates, as well as the evidence for a wide range of
adverse effects of major depression have also been
found across countries. Cross-national data docu-
ment associations of depression with some factors
such as low education, high teen child-bearing, mar-
ital disruption, unstable employment, low marital
quality, low work performance, low earnings, a wide
range of secondary disorders etc. [4, 5].

The criteria for depressive disorders have been
explained in the Diagnostic and Statistical Manual of
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Mental Disorders. There are several DSM editions,
the newest one is DSM-V, edited by American Psy-
chiatric Association in 2013. In this manual, unlike
in DSM-IV, the chapter “Depressive Disorders” has
been separated from the previous chapter “Bipolar
and Related Disorders.” The common feature of all
of these disorders is the presence of sad, empty, or
irritable mood, accompanied by somatic and cogni-
tive changes that significantly affect the individual’s
capacity to function.

Since depression cannot be diagnosed with
any laboratory testing the diagnose is mainly based
upon symptomatology and medical history follow-
ing criteria noted in DSM-V. However, because of
possible comorbidity, some main laboratory must be
done, such as: complete blood count, thyroid func-
tion check, creatinine and blood urea nitrogen, liver
function check, fasting blood glucose, cholesterol,
calcium and magnesium level and folic acid and
vitamin B , levels.

Untreated depression increases the chance of
other risky behaviors such as drug or alcohol addic-
tion. It also can ruin relationships, cause problems
at work, and make it difficult to overcome serious
illnesses. Additionally, depression carries a high
risk of suicide. It is especially a possible outcome
in males, opposite to suicide tentamens in female
population.

In this context, depression must be diagnosed
at time, and treated corresponding current medical
knowledge.

Without proper treatment, including pharma-
cotherapy (antidepressants) and psychotherapy, un-
treated depression can last for weeks, months, or
years. The other possible modalities for treatment
are Transcranial Magnetic Resonance, Biofeedback
or Cranial Electrotherapy Stimulation (CES).

Together with clinical symptomatology, the di-
agnosis is based more frequently on psychological
testing but neuroimaging techniques and QEEG re-
cordings are also available.

There are several tests for diagnostic of depres-
sion: Hamilton scale (HAM-D), Zung Self-Rating
Depression Scale, Montgomery-Asberg Depression
Rating Scale, Geriatric Depression Scale, Beck De-
pression Inventory etc. Except the HAM-D (used by
professionals), which was developed as a measure
of treatment outcome rather than a screening or di-
agnostic tool for depression, all others are based on
self-reports.

The most frequently used self-report measures
are Beck Depression Inventory I and II, Center for
Epidemiologic Studies Depression Scale, Geriatric
Depression Scale, Hospital Anxiety and Depression

Scale, and Patient Health Questionnaire-9. Some of
these measures have become integrated into routine
clinical practice (as screening tools) in large man-
aged-care organizations

The aim of this article is to present the results
obtained with the original BDI for testing depres-
sive symptoms in different groups of patients in the
period over 10 years.

METHOD AND SAMPLES

In this research the original BDI was used for
testing depressive symptoms in different groups of
patients in the period over 10 years.

Beck Depression Inventory follows the crite-
ria for depression listed in the fourth edition of the
Diagnostic and Statistical Manual of Mental Dis-
orders. The test consists of twenty-one questions
that not only assess the presence of depression, but
also the severity of depression as well. There are
three versions of the BDI—the original BDI, created
by Aaron T. Beck, first published in 1961 and later
revised in 1978 as the BDI-1A, and finally the BDI-
I1, published in 1996. The BDI is widely used as an
assessment tool by health care professionals and
researchers in a variety of settings. Each question
has a set of at least four possible responses, ranging
in intensity. When the test is scored, a value of 0 to
3 is assigned for each answer and then the total score
is compared to a key to determine the depression’s
severity. The standard cut-off scores are as follows:
0-9: indicates minimal depression; 10—18: indicates
mild depression; 19-29: indicates moderate depres-
sion; 30—63: indicates severe depression [6].

For this research BDI is applied in 510 patients,
comprising followed groups:

(1) For checking possible postpartum depression
BDI was applied in 150 randomly selected women,
examined within the first week after delivery. Mean
age of women was 29.23 years (SD+ 5.11). In the
majority there was the first childbirth (mean 1.34).

(2) Patients treated with chronic maintenance
dialysis comprised a sample of 230 patients; 110
females (mean age 55.5 + 13.5 years), and 120 males
(mean age 54.5+ 14.3 years). The mean duration of
maintenance dialysis was 8.3 + 5.8 years (from 0.5
to 24 years). Patients were selected randomly from
three dialysis centers in R. Macedonia.

(3) Patients with different ophthalmological
problems (N=100); mean age 41.6 + 15.9 years,
both sexes included. Patients were divided in two
groups: serious ophthalmological diagnoses, where
we expected psychological problems (N=65) and
simplest ones (N=35) as control.
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(4) Group of adolescents (N=20) with obsessive
compulsive disorder (OCD); mean age 16, 33+1, 83
years, both genders.

(5) Adolescents with chronic diseases: a) cyst-
ic fibrosis (N = 25 mean age = 17.5+2.6 years); b)
malignancies (N=20, mean age=19.5+1.3 years) c)
juvenile rheumatoid arthritis (N=15, mean age 13.5
+ (.56 years) and d) diabetes mellitus (N =25, mean
age = 13.5 £ 1.5 years, 18 girls and 7 boys).

(6) Adults females with moderate hypertension
(N=25) mean age 65.2 = 7.5 years tested as volun-
taries for evaluation the effects of cranial electrostim-
ulation (CES) with Alpha Stim.

RESULTS

Table 1 presents some characteristics of all eval-
uated patients.

Table 1. Some characteristics of evaluated groups

The diagnosis of postpartum depression is based
not only on the length of time between delivery and
onset, but also on the severity of the depression.
Generally, the incidence worldwide is supposed to
be 10-20% [8]. In Hispanic women the prevalence of
significant symptoms of PPD was found to be much
higher (54.2%) [9].

A number of factors can increase the risk of
postpartum depression, including: a history of de-
pression during or before pregnancy, age at time of
pregnancy (the younger the women is, the higher
the risk), ambivalence about the pregnancy, num-
ber of children, having a history of premenstrual
dysphoric disorder, limited social support, living
alone, marital conflict, especially domestic violence
[10-12].

The level of depression in this group of women
obtained with BDI is presented on Figure 1. It is

Diagnosis Number Mean age (years)
Postpartum depression (PPD) 150 females 29.23+£5.11
Dialyzed patients 230 Bg females 555+13.5
males 545+14.3
OCD 20 both sexes 16.33 £ 1.83
Cystic fibrosis (CF) 25 both sexes 17.5+2.6
Malignancies 20 both sexes 195+13
Juvenile rheumatoid arthritis (JRA) 15 both sexes 13.5+£0.56
Diabetes mellitus T1 (TIDM) 25 ' %g;ss 135415
Adults with moderate hypertension 25 females 65275

Postpartum depression (PPD) is a complex
combination of physical, emotional, and behavioral
changes that happen in a woman after giving birth
[7]. According to DSM IV there are three types of
mood changes in this period: “baby blues”, PPD and
postpartum psychosis.

obvious that the most frequent is the state of minimal
postpartum depression.

Correlation between the age and depression
scores is presented on Figure 2. The calculated Pear-
son’s coefficient was r= - 0.15 which means mini-
mal negative correlation. This result confirms that
younger women are more susceptible for depressive

80%
68%

70%

60% -

50% -

40% -

30% - 25%

20% -

10% 5% 2%
0

0% - T T = T

minimal mild moderate severe

Figure 1: Level of postpartum depression obtained with BDI

Beck depression score

Figure 2: Correlation between age of women
and Beck depression scores
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Regarding the duration of dialysis (in years)
30 oam000000 0.00 0.0 and depression, minimal negative correlation was

Level of education

Beck depression score

Figure 3: Correlation between level of education
(1- primary school; 2- high school; 3- university degree)
and Beck depression scores

reaction. Concerning education (Figure 3) minimal
negative correlation between depression and edu-
cation is obtained. It means that higher education
influence as beneficial factor for PPD.

The hemodialysis as a treatment of choice for
the end-stage renal diseases disrupt a normal life-
style and require considerable psychological and
social adaptation. The mean duration of maintenance
dialysis in the evaluated sample was 8.3 + 5.8 years
(from 0.5 to 24 years). It was expected that chronic
stress related to the process of dialysis increases
the level of depression. Obtained scores for BDI in
dialyzed patients is shown on Figure 4.

Level of depression

severe

inimal
(14.28%) minima

(21.43%)

moderate
(17.85%)

mild
(35.71%)

Figure 4: Level of depression in dialyzed patients graduated
by scores obtained with BDI

Depression can be described as being composed
of two components: an affective (mood) one and a
physical (somatic) one (e.g., loss of appetite, fatigue).
In participants with concomitant physical illness like
chronic renal failure, the BDI’s reliance on physical
symptoms such as fatigue, may artificially inflate
scores due to symptoms of illness, rather than those
of depression. For this reason, there are several pre-
cautions that must be taken when interpreting the
results. However, the BDI has been shown to be valid
and reliable with results corresponding to a clinician
rating of depression in more than 90% of all cases.

obtained (r=-016) which is not statistically signif-
icant (Figure 5).

50

40

30 Fo~e

Depression

Duration of dialysis
[Correlation r =-0.16; p = 0.32 (p>0.05)]

Figure 5: Correlation between duration of dialysis
and depression score.

Eyes, being the organs of vision, detect light
and convert it into electro-chemical impulses in neu-
rons. Having this characteristics, vision is the most
important sensorial part of the information system.
Visual loss leads to reduced ability to perform rou-
tine activities of daily living. It is obvious that any
kind of visual problems can be the risk for stable
mental health. Patients with binocular disease have
severe difficulties performing fine visual tests such
as reading, and are often faced with serious lifestyle
issues such as impending loss of driver’s license,
work, and independence [13].

It was described in many studies that depressive
symptoms and anxiety are two common, practically
normal responses to a glaucoma diagnosis [14]. It is
similar with other ophthalmological diseases, but in
the everyday practice mental health stays not so im-
portant. In addition, medical school doesn’t usually
discuss the soft skill of how to talk to patients. On
the patient’s part, the Internet will often give inaccu-
rate disease information or take facts out of context.
Still, depressed, anxious, or cognitively impaired
patients are less likely to adhere to their medication
regimen, putting themselves at an even greater risk
for complications. On the other side, new researches
show that even minimal depression can affect visual
function in age-related macular degeneration (AMD)
patients [15]. Table 1 presents serious ophthalmolog-
ical patients (N=65) included in this study.

The rest of 35 patients are diagnosed as chronic
conjunctivitis, emmetropia, astigmatisms, and sim-
ple hypermetropia, and this group is comprised as
control.
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Table 2: Patients with serious ophthalmological problems

Diagnosis Num.ber
of patients

Diabetic Retinopathy 5
Glaucoma 10
Age-related Macular Degeneration (AMD) 10
Cataract 10
High Myopia (Myopia Alta) 5
Presbyopia 25

Ay — mild

‘ M moderate

M severe

Figure 6: Level of depression in ophthalmological patients

BDI scores obtained in all group are presented
on Figure 6.

Results obtained by BDI for all patients show
that 50% of evaluated patients manifested minimal,
25% mild, 12% moderate, but even 13% severe de-
pression (see Figure 6). This finding is very impor-
tant because the moderate and severe depressions
were unrecognized and untreated. It also raises the
importance for deeper communication and support
for all patients with vision’s problems.

The highest scores for depression indicating
moderate and severe depression are obtained from
patients with age-related macular degeneration,
proliferative diabetic retinopathy, as well as with
glaucoma and cataract. Obtained results for the 35
patients with minimal eyes problems showed prac-
tically normal BDI scores (scores 0-9).

The correlation between BDI scores and age
in this group of patients is presented on Figure 7. It

Scatterplot of 22.000000 against 5.000000
Sheet1 in workbook2 plus so 3D seq.stw 21v*97¢
22.000000 = 33.2277+0.7035"x

22.000000

0
-20 0 20 40 60 80 100 120
5.000000

Figure 7: Correlation between obtained scores for
depression and age

is very important to point out that all patients with
moderate and severe depression are over 50 years
old.

Obsessive—compulsive disorder (OCD) is
amental disorder where people feel the need to check
things repeatedly, have certain thoughts repeatedly,
or feel they need to perform certain routines repeat-
edly. People with this disorder are unable to control
either the thoughts or the activities. Common activ-
ities include hand washing, counting of things, and
checking to see if a door is locked. Often they take up
more than an hour a day. The condition could be as-
sociated with tics, anxiety disorder, and an increased
risk of suicide. In general, such behavior can disturb
the normal functioning of the person. It is estimated
that OCD affects 1-3% of the general population.
The National Comorbidity Survey Replication found
amedian age of onset in OCD of 19 years, with 21%
of cases having onset by age 10 [16].

The BDI results are showing that among this
group of adolescents N=20 mean age 16.33 + 1, 83
with OCD we did not find scores for clinical depres-
sion (mean BDI=7 £ 0.5).

The group of chronic patients comprised adoles-
cents with cystic fibrosis, JRA, T1DM and different
forms of malignancies.

The group with Cystic fibrosis comprised 25
adolescents with mean age 17.5 + 2.6 years. Ob-
tained BDI scores in majority of patients was 8.5 £
0.8 which correspond to the state of no depression.
Only in two patients BDI was 15 and 16 respectively,
which means moderate depression. These results cor-
responded with the clinical presentation of depres-
sive mood, fatigue and sleep problems, especially
manifested in a girl, 19 years old who had family
problems, but not related to the diagnosis. A few
weeks later, she overcame this depressive reaction.
The other patient was a boy aged 17.5 years and the
depressive reaction was related to the disruption of
the emotional relation with his girlfriend.

In patients with T1 diabetes mellitus BDI
showed normal scores related to no depressive signs
(mean scores 9.02 + 1.3). Practically the same results
are obtained in a group of JRA patients which was
unexpected because the frequency of pain sensations
in the last group.

The Beck depression inventory (BDI) was also
applied in adolescents with malignant diseases. The
group’s results showed total scores of 14.66, which
are under the cutoff for depression. However, in 8
patients the score on BDI was over 19 which corre-
sponds to manifest depression.

In all depressed adolescents the psychological
treatment was organized.
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For testing the effects of cranial electrostimula-
tion with Alpha Stim® (CES) we evaluated a group of
adult women recruited as voluntaries with moderate
hypertension (N= 25), mean age 65.2 + 7.5 years.
The obtained mean BDI scores before the treatment
were 25 + 2.45 (confirming moderate depression)
and were reduced to 14 = 1.33 (mild depression) after
the treatment. The obtained statistical significance is
on the level p<0.05 and confirmed the effectiveness
of this therapeutic modality for both, depression and
hypertension.

Concerning all obtained BDI results in this
study, it was obvious that the depressive mood is
higher in older patients with any medical condition.
In this context, BDI was higher in dialyzed patients,
people with ophthalmological problems as well as
women with moderate hypertension.

DISCUSSION

It is known that historically, depression was de-
scribed in psychodynamic terms as “inverted hos-
tility against the self”. By contrast, the BDI was
developed in a way by collating patients’ descriptions
of their symptoms and then using these to structure
a scale which could reflect the intensity or severi-
ty of a given symptom. In this context, Aron Beck
developed a triad of negative cognitions about the
world, the future, and the self, which play a major
role in depression.

Structured as self-report for 21 statement, scored
with answers 0-3, the obtained higher total scores
for BDI indicate more severe depressive symptoms.

In this article we showed that the use of BDI
in practice is very useful for confirmation of the
depression not only in psychiatric patients, but in
a larger population. As it can been illustrated, BDI
differentiated women in postpartum period in groups
with minimal (68%), mild (25%), moderate (5%) and
severe depression (2%). This finding is important
especially for selection of non-diagnosed patients
in obstetric practice [17].

In a group of dialyzed patients, it was expected
that depression will be frequent mental problem.
BDI showed the presence of minimal depression in
21.43%, mild in 35.71%, moderate in 17.85% and
severe in 14.28%. This finding is very important for
the medical staff included in the treatment of the
end-stage renal diseases for organizing prevention/
treatment of psychological comorbid problems in
these patients [18].

Unexpectedly, the population treated in ophthal-
mological setting tested with BDI showed scores for
severe depression in 13%, mild in 12%, moderate in

25%, and minimal in 50%. We concluded that de-
pression appeared as an important mental problem in
ophthalmological practice. It is usually unrecognized
and untreated. Depression could be the risk factor
for treatment and prognosis of the eyes diseases.
Generally, all more severe eyes problems have a high
impact on patients’ daily life and causes restrictions
of their psychological well-being, autonomy and
mobility. For this reason, the role of doctors and
nurses involved in the treatment of ophthalmological
disorders is very subtle. In this context we proposed
some measures for mitigation of psychological prob-
lems [19].

We also showed that adult women with mod-
erate hypertension manifested moderate depression
as well, which was underdiagnosed. Additionally,
we showed that cranial electrostimulation is good
non-pharmaceutical modality for treatment of mod-
erate depression [20].

The used BDI was nonsignificant in adolescent
patients with CF, TIDM, and JRA as well as in the
patients with different forms of malignancies [21,
22,23].

Our findings suggest that depression is highly
correlated with age. In the adolescent period coping
mechanisms are very strong and powerful and they
help to overcome depressive reactions in majority
of patients.

However, non-psychiatric clinicians have diffi-
culty recognizing depression in their patients. One
meta-analysis found that non-psychiatric clinicians
accurately diagnosed depression in only 36% of de-
pressed patients; another meta-analysis found a rate
of 47% [24, 25].

As a general comment regarding any assessment
of depression is that users of self-report instruments
without psychological background/experience in the
management of clinical issues related to depression
may need supervision.

Concerning the age related depressive signs,
Sharp and Lipsky (2002) reported that psychometric
data on the BDI are mixed, so the BDI may not be
the best screening measure for elderly patients [26].
Based on the research that used different depression
rating scales in the elderly population, it was shown
that the GDS is the best validated instrument in vari-
ous geriatric populations. For example, in cognitively
intact elders, the GDS appears to be a well-validated
instrument in various treatment settings.

The BDI was revised in 1996 and as result the
BDI-II appeared. It is developed in response to
the American Psychiatric Association’s publication
of the DSM-IV, which changed many of the diag-
nostic criteria for Major Depressive Disorder [27].



BDI IN THE ASSESSMENT OF DEPRESSION IN DIFFERENT MEDICAL CONDITIONS 109

Items involving changes in body image, hypo-
chondriasis, and difficulty working were replaced.
Also, sleep loss and appetite loss items were revised
to assess both increases and decreases in sleep and
appetite. All but three of the items were reworded;
only the items dealing with feelings of being pun-
ished, thoughts about suicide, and interest in sex
remained the same. Finally, participants were asked
to rate how they have been feeling for the past two
weeks, as opposed to the past week as in the original
BDI. Since the publication of the BDI-II, a sparse
literature exists regarding its reliability, validity, and
utility specifically among older adults.

Like the BDI, the BDI-II also contains 21 ques-
tions, each answer being scored on a scale value
of 0 to 3. Higher total scores indicate more severe
depressive symptoms. Steer, Rissmiller, and Beck
(2000) reported that the BDI-II had good internal
consistency (o =.90) and that the total score was not
significantly correlated with gender, age, or ethnicity
of the patients.

In our country, we mainly used the older BDI
for assessment depressive signs, and we are pretty
satisfied with obtained results [28].

The results of the study of Sangmee Ahn Jo et
al. 2016 showed that the Korean version of the BDI
is appropriate for screening for depression and 16 is
the optimal cut-off score for the Korean elderly [29].

The BDI has the same problems as other self-re-
port inventories, in manner that scores can be easily
exaggerated or minimized by the person completing
them. Additionally, the way the instrument is ad-
ministered can have an effect on the final score. If
a patient is asked to fill out the form in front of the
examiner in a clinical environment, social expecta-
tions have been shown to elicit a different response
compared to administration via a postal survey.

However, BDI was used widely in the selec-
tion of depressive symptoms in different groups of
patients such as: psoriatic patients [30], multiple
sclerosis [31, 32], adolescents from dysfunctional
families [33], high school adolescents [34], patients
with dry eyes disease [35], in medical students [36],
patients with coronary disease [37], patients with
rheumatoid arthritis [38] etc.

Application of BDI in participants with con-
comitant physical illness may artificially inflate
scores due to symptoms of the illness, rather than
of depression. In an effort to deal with this concern
Beck and his colleagues developed the “Beck De-
pression Inventory for Primary Care” (BDI-PC), a
short screening scale consisting of seven items from
the BDI-II considered to be independent of physical
function. Unlike the standard BDI, the BDI-PC pro-

duces only a binary outcome of “not depressed” or
“depressed” for patients above a cutoff score of 4.
Although designed as a screening device rather
than a diagnostic tool, the BDI is sometimes used
by health care providers to reach a quick diagnosis.

Some important remarks

* Depression as a commonly occurring disor-
der worldwide could be successfully assessed
with BDI as a self- report inventory

+ Lifetime prevalence estimates of major de-
pression vary across countries, with preva-
lence generally higher in high income versus
low-middle income countries

* Depression and it’s severity confirmed with
scores obtained with BDI is age-related

* Depression is comorbid with many other
diseases, especially with chronic ones.
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ABSTRACT

Root end resections play an important role in the success of periapical surgery. Beveling of the root end resections
can vary significantly depending on the surgical technique, the root and canal morphology.

The intention of this article was to clinically assess the root resections bevels and to estimate their relation to
applied periapical surgeries.

A prospective clinical study consisted of sixty periapical surgeries performed on teeth with chronic periapical
lesions. Thirty periapical surgeries were performed in a conventional manner, while thirty were contemporary
ultrasonic surgeries. Following the completion of strictly planned and performed intraoperative procedures, the
resection bevels were assessed. To obtain the real bevel angles a compass was used. Root resections were signif-
icantly less beveled in all teeth operated with contemporary ultrasonic surgery, with mean values between 2.1° to
7.8°. The number of roots and their dilacerations didn’t influence the root resection bevel. For comparison, root
resections were significantly beveled in all conventionally operated teeth, with mean values of 46°. Due to the
technical limitations of the conventional periapical surgery, mandibular premolars were exclusively operated with
ultrasonic periapical surgery, with mean values of resection bevel not exceeding 20.7°. Significantly lesser resection
bevel associated with ultrasonic periapical surgery contributes to root preservation and favorable surgical outcome.

Key words: periapical surgery, root end resection and bevel

INTRODUCTION

Root end resections are an important aspect of
the periapical surgery. The root end is resected in
order to identify the root canal and provide access
to the source of infection (1). A root resection of
2-3 mm eliminates an apical area with the highest
incidence of accessory canals (2) and exposes the
root surface within reach of visual inspection and
further instrumentation. The apex of most teeth con-
tains multiple foramina and by removing the apical
2-3 mm of the root most of these can be removed
(3) but care must be taken not to compromise the
crown-to-root length ratio.

Historically, resection and beveling was carried
out in order to improve access to the root canal for
preparation with a round bur (4). The conventional
(bur) type of periapical surgery is virtually unfeasible
if root resections are not beveled, resulting in steeper

root resections (approximately 45°) (5). Beveling ex-
poses dentinal tubules, which can allow the leakage
of bacterial byproducts and irritants from the root
canal past the root end filling (6,7). Gilheany P et al.
(8) in their research confirmed a positive correlation
between steeper root resections and increased apical
permeability due to the exposed dentinal tubules. The
least apical permeability was noted in cases with hori-
zontal root resections (marked at 0°). Increased apical
permeability was additionally emphasized in periapi-
cal surgeries performed on teeth with failed endodon-
tic treatment. The results of the spectrophotometric
analysis of a dye penetration in the resected root sur-
faces performed by Ichesco WR et al. (9) confirmed
an increased apical permeability in the endodontically
treated teeth in comparison with those that were not.

Apart from the steeper root resections, conven-
tional retropreparations fail to coincide with an axial
root inclination (10).
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The current biological evidence and the advanc-
es in the surgical techniques suggest reduction of the
root resection bevel. The root is therefore resected
perpendicular to the root canal to reduce the number
of exposed dentinal tubules (11).

Horizontal or near horizontal root resections can
be maintained exclusively when ultrasonic periapical
surgery is performed. This contemporary surgical
alternative was first introduced by Carr GB (12) in
1992. Ultrasonic armamentarium consists of min-
iature 90° angled surgical retrotips which eliminate
the need for steep resections and great osteotomies.
When used in conjunction with visual enhancements
this surgical technique necessitates an almost per-
pendicular root resection. Most of the studies with
concern to the subject of root resection bevel and
periapical surgery were performed in laboratory
environment on extracted teeth. Therefore our goal
was to clinically assess the root resections bevel and
to estimate their relation with different methods of
periapical surgery.

MATERIAL AND METHODS

Study design: the prospective clinical study con-
sisted of sixty maxillary and mandibular teeth with
periapical inflammatory lesions. Thirty teeth were
subjected to periapical surgery with conventional
retrograde approach, while the rest were treated with
contemporary ultrasonic periapical surgery. After the
preliminary examinations, the surgical field in every
case was anesthetized with submucosal infiltration
of 2% scandonest with adrenaline (mepivacaine hy-
drochloride, Septodont).

All surgeries were performed by the same sur-
geon. Various full-thickness mucoperiosteal flaps
were used depending on the teeth location and the
extension of the periapical pathology. After elevat-

Figure 1.
Root end resection

Figure 1.
Conventional periapical surgery

ing the flap, the bone was removed from the apical
area to gain access to the lesion and root end. The
surgical debridement of the cortical and cancellous
bone was performed with a bur and sharp spoon
excavator. To prevent the bone dehydration, the area
was intermittently rinsed with saline solution during
the entire surgical procedure. After the apical root
exposure, root end resections were executed with a
straight handpiece and a fissure bur (Figure 1).

Conventional periapical surgeries were car-
ried out with small reverse conical burs. (Figure
2). Ultrasonic periapical surgeries were executed
with diamond coated (dc) retrotips (source EMS -
Nyon Switzerland) (Figure 3). The root bevel was
determined by the need for access and visualization
to complete the root-end preparation and filling.
Following the completion of the strictly planned
and performed intraoperative procedures, the bevel
angles were assessed.

Descriptive statistics (with mean values and
percentages) and Mann Whitney U test were used
to present the study results.

RESULTS

Fifty four teeth (73.3%) underwent periapical
surgery due to unsuccessful endodontic treatment. A
preoperative radiographic evaluation of the endodon-
tic treatments was presented in Table 1. A satisfied
endodontic treatment was evident only in 6.8% of the
cases. The rest of the subjects demonstrated radiolog-
ical features of unsuccessful endodontic treatment,
such as: inconsistent root canal filling (11.4%); un-
filled 2mm of the root canal (40.9 %); unfilled 2mm
of the root canal with external root resorption (4.5%);
unfilled apical portion of the root canal (27.3%);
overfilled root canals (2.2%) and perforated root
canals in the middle section (via falsa) (6.8%).

Figure 3.
Ultrasonic periapical surgery
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Table 1. Distribution of operated teeth according to
preoperative radiographic evaluation of the endodontic
treatment (N=44)

Radiographic evaluation l(jfu tl:: 3::11“ %
satisfying root canal filling 3 6.8
root canal with inconsistent canal filling 5 11.4
root canal with unfilled apical 2mm 18 40.9
root canal with unfilled apical 2mm
and external resorption 2 4.5
root canal with unfilled apical portion 12 27.3
overfilled root canal 1 2.2
root canal perforated in middle section 3 6.8
Total 44 100

Table 2. Distribution of re-operated teeth according to
radiographic evaluation of the surgical treatment (N=16)

The mean values of root resection in relation to
the periapical surgeries assessed for every morpholog-
ical group of operated teeth are presented in Table 3.

The root resections in ultrasonically performed
periapical surgeries were significantly less beveled
with average values ranging from 2.1° to 7.8°. The
number of roots and their dilacerations didn’t in-
crease the root resection bevel.

Quite the opposite the conventional periapical
surgeries were performed with significantly high-
er root bevel, with mean value of 46°. Due to the
technical limitations of the conventional surgery
mandibular premolars were exclusively operated
with ultrasonic technique with mean value of root
resections of 20.7°.

The statistical Mann Whitney U Test analysis
revealed significant differences between the mean

. . . Number values of root resection bevel for two methods of

Radiographic evaluation % ..
of teeth periapical surgery for all groups of operated teeth

correct periapical surgery 2 12.5 (Tab]e 4)_
unsatisfying periapical surgery with
unsealed apical 2 mm 2 12.5 Table 4. Mann Whitney U Test between mean values
unsatisfying periapical surgery with of root bevel in regard to surgical methods
unsealed apical 4 mm 3 18.75
unsatisfying periapical surgery with Operated teeth Statistical significance
unsealed apical third 3 18.75 MCI p=0.0011
unsatisfying periapical surgery with _
inconsistent canal filling 3 18.75 MLI p=0.0014
unsatisfying periapical surgery with MK p=0.0339
uncompleted root resections 3 18.75 MP p=0.0022
Total 16 100 MdI p=0.0021

Table.3 Mean values of root resection bevel in operated teeth according to the morphological classification

and surgical technique

Conventional periapical surgery Ultrasonic periapical surgery
Morphological group root resection bevel o root resection bevel od
(mean value) (mean value)

MCI 31.0° 4.3° 2.1° 1.1°
MLI 35.0° 4.0° 3.8° 2.7°
MK 36.0° 5.5° 2.3° 1.2°
MP 41.0° 4.4° 7.8° 6.9°
MdI 36.0° 1.4° 19.0° 0.0°
MdP / / 20.7° 8.1°

MCI — maxillary central incisors MK- maxillary canines; MLI — maxillary lateral incisors MP — maxillary premolars

MdI- mandibular incisors; MdP- mandibular premolars

Sixteen teeth (26.7%) were re-operated. Preop-
erative radiographic evaluation of primary surgeries
are presented on table 2. Periapical surgeries were
correct in 12.5%. The rest were unsatisfying with:
unsealed apical 2 mm (12.5%); unsealed apical 4
mm (18.75%), unsealed apical third (18.75%); in-
consistent canal filling (18.75%) and uncompleted
root resection in 12.5% of the cases.

DISCUSSION

In cases of endodontic failure the periapical
surgery should be restricted to cases in which a
non-surgical approach is impossible or has failed
(13,14). When an improper or defective root canal
filling is the cause of endodontic failure, and the
root canal is coronary accessible and negotiable,
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surgical treatment is not considered the treatment of
choice (15). The majority of teeth included in this
study had periapical lesions associated with failed
endodontic treatment (Table 1). The periapical ra-
diographs revealed that periapical lesions correlated
with unfilled 2mm of the root canal-s in 40.9 %,
and unfilled apical portion of the canal in 27.3% of
the cases. Endodontic retreatment was considered
unfeasible because the teeth in question had either
intra canal posts or were covered with porcelain
prosthetic restorations. Subsequently periapical sur-
gery with retrograde approach was a treatment of
choice. For cases with overfilled root canals (2.2%)
and root perforations as a result of procedural errors
(6.8%) periapical and periradicular surgeries were
the treatment solution.

Periapical re-surgeries were performed in teeth
with periapical lesions associated with unsuccessful
surgical treatment (26.7%). The criteria for failure
include clinical signs or symptoms, and radiograph-
ic evidence of uncertain or unsatisfactory healing.
The radiological evidence of unsuccessful periapi-
cal surgery were continual periapical radiolucen-
cies correlated with unsealed apical 4 mm (18.75%),
unsealed apical third (18.75%), inconsistent canal
filling (18.75%) and uncompleted root resection in
12.5% of the cases (Table 2).

Periapical surgery can be performed using con-
ventional or modern techniques. Conventional peria-
pical surgery is executed with a small bur that hinders
the surgical access to the apical canal system, unless
the root resection is steeper.

The introduction of loupes, ultrasonics, and com-
patible root-end filling materials has made modern
periapical surgery more predictable, and the success
rates are now high (16,17,18). The current microsur-
gical techniques permit precise performance of the
surgical procedures, thus eliminating the disadvan-
tages of the traditional periapical surgery. Contempo-
rary ultrasonic surgery is performed with miniature
90° angled retrotips that enable perpendicular access
on the minimally resected root surface.

Periapical surgery consists of surgical debride-
ment of pathologic periapical tissue, root-end resec-
tion, root-end cavity preparation and root-end filling
to seal the root canal.

Root end resection is an important step. The
correct root resection enables visual and instrumental
approach to the entire resected root surface without
compromising the root length and the integrity of
the vestibular lamina. Kim and Kratchman suggest
that at least 3 mm of the root-end must be removed
to reduce 98% of apical ramifications and 93% of
lateral canals (19). Using a water-cooled fissure bur,

an apical resection about 3 mm from the apex is
performed, using a limited bevel.

Kratchman SI. (20), Rubinstein R. et al (21); Von
Arx T. et al. (22), Gilheany P. et al. (8), Kim S. et
al. (5) recommended root resections with a shallow
bevel, not more than 10° in order to reveal the entire
canal system with simultaneous preservation of the
vestibular lamina.

In their investigation performed on extracted
teeth, Melhaff et al. recorded significantly higher
values for the resection angle in periapical surgeries
performed with bur (35.1° mean value) versus ultra-
sonic surgeries, where the average resection bevel
had amounted value to 16.0° (23).

According to Petrovic V. et al. (24) in certain
cases root resection can be even steeper (45° and
more), but such circumstances increase the risk of
incomplete elimination of apical ramifications.

If the root resection is steeper, removal of the
apical ramifications will be partial, larger amount
of dentinal tubules will be exposed and the surgical
outcome will be challenged.

Vertucci RJ. et al. (25) consider exposed den-
tinal tubules to present a potential vector for apical
permeability.

The results from our clinical study displayed
significant correlation between the root resection
bevel and the applied surgical techniques.

The mean values of root resections in conven-
tional periapical surgeries ranged from 31° for max-
illary central incisors (MCI) to 41° for maxillary
premolars (MP).

As expected, the mean values of root resections
in ultrasonic periapical surgeries were lesser, ranging
from 2.1° for maxillary central incisors (MCI) to 7.8°
for maxillary premolars (MP). Due to the technical
limitations of the conventional periapical surgery,
mandibular premolars were exclusively operated
with ultrasound technique with mean root resection
value of 20°.

Our findings were in accordance with the rec-
ommendations of Kim S. (3), Gilheany P. et al. (11),
Mehlhaff D. et al. (23), Kratchman SI. (20).

There is no biological justification for a steep
bevel angle. It was strictly for the convenience of
the surgeons for apex identification and for the sub-
sequent apical preparation (13,14). In fact, beveling
causes significant damage to the very tissue struc-
tures that the surgery is designed to save, i.e. buccal
bone and root. By diagonal resection, the result of
steep beveling, the buccal bone is removed along
with a large area of the root causing, in effect, a large
osteotomy. Furthermore, beveling frequently misses
the lingually positioned apex, causes elongation of
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the canal and reduction of the root diameter, thereby
weakening it (26, 27, 28).

Root resection beveling also influences the depth
of the retropreparation. Ninety degree root resection
requires apical preparation with minimal depth of
Imm for quality retro-obturation. The increasing of the
root resection bevel requires deepening of the apical
cavity Gilheani et al. (8), which is difficult to achieve.

CONCLUSION

The results from our clinical study revealed that
root end resections bevel correlated with periapical
surgical techniques. The significantly lower values
for the root resections were associated with ultrasonic
periapical surgery. Lesser resection bevel preserves
the root length, lessens the apical permeability and
creates favorable circumstances for superior surgical
outcome.
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Pe3ume

KIIMHUYKA EBAJIYALIUJA HA 3AKOCYBABETO
HA KOPEHCKHUTE PECEKIIUUM BO TIEPUAIIMKAJIHATA XUPYPI'NJA

Mapuna Kauapcka

Cromaronomku dakynret, Karenpa 3a opanna xupypruja, Yausepsurer ,,CB. Kupun u Metoauj, Ckomje

Ancrpakr

KopeHckute pecekiiu urpaar BaXkHa yjora BO IepUanuKaiHaTa XUpypruja. 3akocyBambeTo CO KOe THE
Ce M3BeyBaaT MOXKE 3HAYMTEIIHO J]a BAPHPA BO 3aBUCHOCT OJ1 ONIEPATHBHUTE TEXHUKH, KOPSHCKATa U KaHAJHA
Mopdosoruja.

Llenra Ha 0BOj Ty Oelie a Ce HAMMPaBH KJIMHIYKA €BajIyal[yja Ha 3aKOCYBambeTO Ha KOPSHCKUTE PECEKIHN
W JIa Ce YTBPJM HUBHATA KOpEalyja CO MIPUMEHETUTE ONIEPATUBHU TEXHUKH.

[IpocriekTHBHATA KIMHIYKA CTYAWja HHTETpUpAIle IeeceT HHIUIUPAHHU TTePHATUKATHA XUPYPILIKH TPO-
HeAypHy Ha 3a0H CO XpOHHYHH TIEpHANTMKAIHY JIe3uH. TprueceT nepruanuKaiHi XUpypIIKH HHTEPBEHIINH Oea co
KOHBEHIIMOHAJIEH NIPHOJI, I0JIeKa pyruTe Oea N3BEICHU CO COBPEMEHa YATpacoHMYHa MeTosa. [1o menocHoTo
(UHATM3UPAbE HA CUTE UHTPAOTICPATUBHHU MPOILEYPH, 3aKOCYBAHETO HA KOPEHCKUTE PECEKIUH OeIIIe eBH/ICH-
THPaHO MOEIMHEYHO, 33 CEKOj CIydaj, CO IIPUMEHA Ha IecTap U arioMmep. KopeHcku pecekuu co 3HaYUTeTHO
MOMAaJIO 3aKOCYBambe, CO CpeiHa BpeqHOCT momery 2,1° u 7,8°, Oea eBUICHTUPAHHU Kaj CUTE 3201 ONEPUPaHU CO
COBpEMEHaTa yITPaCOHNYHA XUPYPILKa TeXHUKA. BpojoT Ha KopeHHTe 1 HUBHATA IUBEPIEHTHOCT HE BiHjaeja
Ha 3aKOCYBabETO Ha KOPEHCKUTE pecekini. CIPOTUBHO, 3HAYUTEITHO 3aKOCCHHU 0ea KOPEHCKUTE PECEKIIUM CBH-
JICHTUPAHH Kaj CUTE KOHBSHI[MOHAIHO ONepUpaHu 3a0u, co cpeaHa BpeaHoct o 46°. [lopaau nuMuTupaHuTe
nephopMaHCH Ha KOHBEHIIMOHAIHATA [IepHANTIKAIHA XUPYPryja, MaHIuOyIapHuUTe IIpeMoJiapy Oea onepupaHn
UCKIIYYHBO CO YITPACOHUYHA TEXHHUKA, CO CPEJIHU BPEIHOCTH HA KOPSHCKHUTE PECeKIIUK He rorosemu of 20,7°.
3HAYUTEITHO MOMAJIOTO 3aKOCYBamhe HA KOPEHCKUTE PECEKIIMK, EBUACHTUPAHO 32 YITPACOHUYHATA XUPYPTH]a,
MPHUJIOHECYBA KOH ITpe3epBallfja Ha KOPEHCKHUOT CYIICTPaT M KOH M000ap ONepaTHBEH UCXOI.

Kutyunu 300poBu: nepuanykanta Xupypruja, KOpeHCKa peceKiinja 1 3aK0CyBarbe
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ABSTRACT

The fifth SEE meeting on rare diseases (RDs) was held in Macedonian Academy of Sciences and Arts (MASA)
the November 11", 2016. Several lectures dealt with mucopolysaccharidosis, glycogen storage diseases and the
possibilities for their diagnosis and treatment. Enzyme replacement treatment (ERT), its availability, effects (or
the lack of it) on the brain, and further prospects of eventual gene treatment were comprehensively exposed and
discussed. Special accent was on Gaucher, Morquio IVA, Hunter and the audience was given new knowledge on
the complexities of diagnosis and treatment. A block of lectures on rare renal diseases was also impressive. From
renal stones, their molecular and genetic mechanisms to different forms of CAKUT the use of NGS and other
molecular methods in diagnosis of RDs. Mitochondrial diseases, the novelties and importance of early discovery
were comprehensively exposed. Special lecture was given on the complement system. Endocrine disruptors,
microprolactinomas were also the topic of the meeting. A rather reach session of posters was also presented.

Key Word: Rare Diseases, rare renal disease, growth disorders, Gaucher..

Momir Polenakovic (MASA, Macedonia)

has given an update on RDs, first defining RDs
as those that affects less than 1/2000 (Europe),
1/1250 in the USA, while in Japan RD is the one
that affects less than 1/50,000 patients. It is estimated
that 6-8% of European population (27-32 million)
suffers from 5-8.000 RD. Impressively, the majority
of RDs affect children (75%) and, unfortunately 30%
of children die before the fifth birthday.

In renal diseases, over 100 conditions meet the
epidemiological criteria to be defined rare: poly-
cystic kidney disorders, Fabry, Alport disease but
also less known and rarer conditions. Other organs
might involve with the kidney disorder. Early di-
agnosis of renal RD is important in order to take
appropriate therapeutic measures, either siple ones
(potassium citrate and large hydration in cystinuria)
or expensive as it is enzyme replacement therapy
in Fabry disease. Both treatment enables long term

renal survival and good quality of life. Progresses
in genetics, particularly new technologies of next
generation sequencing have opened unprecedented
opportunities for the identification of faulty gene(s),
novet treatments and personalized medicine

In Macedonia we lack comprehensive registries
at the national level. The published articles of Mace-
donian health professionals on renal RD in PubMed
journals present only the tip of the iceberg.

Milosevic Danko (Zagreb, Croatia)

presented the atypical hemolytic syndrome
(aHUS) in 5 Croatian Children. Two children af-
fected during infancy were treated with PEX/FFP,
CVVHD and Eculizumab. The first described patient
at the age of 10 months patient was found to be
heterozygous for a substitution in exon 27 of the
C3 gene (c.3478G>A); heterozygous for the CFH
H3 haplotype and homozygous for the MCPggaac
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haplotype of the CD46 gene. A heterozygous mu-
tation causing amino acid change (Q950H) in scr16
of complement factor H and heterozygous for CFH
¢.-331C>T polymorphism was also found, as other
siblings with MCP S274I mutation and is homozy-
gous for the MCPggaac haplotype. Interestingly, his
sister had a novel heterozygous mutation (p.S2741)
in CD46. Siblings were treated with methylpred-
nisolone and PEX/FFP. All affected children have
anormal life without physical/mental consequences,
but for one child who has mild mental retardation.

Adrijan Sarajlija (Belgrade, Serbia)

gave a talk on glycogen storage diseases (GSDs)
in one center. He stressed that the strict distinction
among various types is impossible since many of
these entities affect multiple organs. GSD type 1 with
its two subtypes is considered as the most common
GSD. Worldwite there is a much higher prevalence
of subtype la, while in Serbia approximately 80%
of patients affected with subtype 1b with . Most com-
mon mutation in in G6PC gene causing GSD la is
¢.247C>T. Other GSD in Sebia include types 2, 3,
6 and 9. Treatment of GSDs is nutritional treatment
with exception of GSD type 2 (Pompe disease) for
which enzyme replacement therapy is available.
Gene therapy is still in development.

Mitochondrial diseases
— Are they rare or common?

Johannes A. Mayr (Salzburg, Austria)

had a fascinating talk on mitochondral diseases.,
Mitochondria provide the vast majority of energy
(ATP) in oxidizing cells. Mutations in the 37 mito-
chondrial genes and 250 nuclear genes have been
associated with human disease.

Impressively, the clinical presentation of these
rare disorders is summarized by the slogan: “Any
symptom, in any organ or tissue, at any age and with
any mode of inheritance”.

The new sequencing techniques allowed for the
discovery of several new and unexpected genes.

Furthermore, defects in the mitochondrial en-
ergy metabolism were reported as early as more
than 90 years ago by Otto Warburg in solid tumors.
Furthermore, an increasing number of underlying
biochemical and genetic defects were identified in
the last decade, in neurodegenerative diseases and
in the aging process.

Velibor Tasic (Skopje, Macedonia)

described the super rare disease of Pitt Hopkins
through the personal travails and suffering of a child
and his family. Pitt Hopkins syndrome (PTHS) is a
neurodevelopmental disorder due to haploinsuffi-
ciency of the mutated TCF4 gene. Severe mental
retardation, wide mouth, and intermittent overbreath-
ing are the signs of the syndrome.

The prevalence of PTHS is estimated between
1 in 34,000 to 1 in 200,000-300,000.

PTHS is considered an Autism Spectrum Dis-
order. TCF protein is important for development of
the nervous system and the brain, and is also found
in patients with schizophrenia (overexpression of
the TCF4 protein). There may be overlap with clin-
ical syndromes and patients may be misdiagnosed
as Angelmann, Mowat Wilson and Rett syndrome.

The current research approach tries agents that
are able to enhance/augment the function of TCF4
activity without directly activating the protein.

Gaucher Disease (GD) was a theme of talks by
Zoran Gucev (Skopje, Macedonia) Milan Lakocevic
(Belgrade, Serbia) and Zlate Stojanovski (Skopje,
Macedonia). GD is an autosomal recessive lysoso-
mal storage disorder caused by deficiency in glu-
cocerebrosidase. Partial deficiencies cause Type
1 GD, largely a disorder of macrophages with the
pathologic hallmark the Gaucher cells (an enlarged,
often multinucleate macrophage with crumpled cy-
toplasm). Infiltration by Gaucher cells leads to hepat-
osplenomegaly, hypersplenism, and displacement
of haematopoietic bone marrow. Bony involvement
encompases recurrent osteonecrosis, osteoporosis
and fractures. More severe enzyme deficiency leads
to accumulation of endogenously derived substrate
in neuronal cells and a brain disorder: slowly pro-
gressive neurodegenerative disease with myoclonic
epilepsy (both forms of Type 3 disease), to a rapidly
fatal infantile form (Type 2 GD). Since 1991 en-
zyme replacement therapy (ERT) is available with
recombinant technology and most recently by gene
activation techniques. ERT has dramatic effects on
visceral and bone marrow disease, while the effects
on bone are slower and sometimes partial. Both Milan
Lakocevic and Zoran Gucev kept our attention on
ERT, while Zlate Stojkovski presentet a patient with
GD an polycythaemia vera rubra.

Zoran Gucev (Skopje, Macedonia)

took us to a journey of rare diseases with the
hallmark of a growth disorder as diagnosed in Mac-
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edonia. Growth disorders are a rather diverse and
frequent occurrence in childhood. A variety of rare
endocrine (LHX4, IGHDII, SHOX hormonal defi-
ciencies...), metabolic diseases (Hunter, Morquio
IV A and B, Lesch-Nyhan...), disproportionate short
stature (spondilocostal dysplasias, overgrowth syn-
dromes...), dysmorphias (Adams Oliver Syndrome,
Wiedeman Steiner, Rubinstein-Tayby...) were de-
scribee. The unforeseen usefulness of anomalies
in the prenatal diagnosis, in uncovering of novel
molecular mechanisms and in discovering novel
treatments is comprehensively exposed. Several
new genes (PIK3CA, TBX6 ...) discovered in the
course of investigation of growth disorders are also
presented.

Rossella Parini (Monza, Italy)

gave a talk on mucopolysaccharidoses (MPS).
Those genetic progressive diseases cause disabilities,
reduced quality of life and early death.

Central nervous system (CNS) damage is seen in
the most severe forms of MPS I and MPS 11, in the
totality of MPS III and in some MPS VII patients,
while it is almost absent in MPS IV and VI. Only
MPS I had a possible curative treatment which was
the bone marrow transplantation.

The enzymatic replacement therapies (ERT) at
present are available for MPS I, MPS II, MPS VI and
MPS IV. In general ERT improves of some clinical
signs and stabilisates others.The major disadvantage
is that ERT cannot cross the blood-brain-barrier. ERT
efficacy is more evident when patients are treated
early. Therefore the neonatal screening is strongly
supported.

Joachim Seit; (Hamburg, Germany)

presented all the perils of the endocrine disrup-
tion as cause of (rare) diseases. Plastics on land and
see reach food and drinking water. At the cellular and
molecular level some of those organic substances
act like hormones and severely interfere with the
physiological hormone cascade, which explains the
origins of the term “endocrine disrupting chemicals”
(EDCs).

Oliver Bartsch (Meinz, Germany)

Genetic causes of developmental delay (DD)
and intellectual disability (ID) have been increas-
ingly found with the application of next-generation
sequencing (NGS). In >100 patients with DD/ID

and normal findings by karyotyping and microarray
analysis NGS was performed. A definite diagnosis
was achieved in 25% of families.

NGS tremendously increased the diagnostic
yield, by 25%. His laboratory is now replacing the
MPIMG 1-test by whole exome sequencing (WES).

Jan Halbritter (Leipzig, Germany)

gave a lecture on nephrolithiasis (NL). NL is
contributing to development of chronic kidney dis-
ease (CKD). Ca-based (e.g. Ca-oxalate >> Ca-phos-
phate) calculi are the most frequent. NGS identified
more than 30 monogenic forms of over the last two
decades. Distinct pathomechanism are found de-
pending on the physiological function of the defec-
tive protein. Modern NL metaphylaxis may include
mutation. Zoltan Prohaska (Budapes, Hungary) shed
a sharp light on meny dark corners of the complex
complement system.

Ljiljana Saranac, Ivana Markovic
(Nish, Serbia)

turned the audience’s attention on micropro-
lactinoma in childhood and adolescence. The es-
timated incidence was 0.1 per million children.
Galactorrhoea/amenorrhoea syndrome in women
and gynecomastia/ hypogonadism in adult men, hy-
perprolactinaemia in children has different clinical
expression influencing growth, puberty and weight
gain. The diagnosis is made on the basis of consist-
ently elevated PRL levels (at least 3 measurements)
and dynamic tests of all pituitary axes.

A neuroradiological investigation (pituitary
MRI) is necessary for adenoma confirmation.

Wheather micro-or macroadenomas, prolactino-
mas are treated medicaly with dopamine agonists.
The medical treatment is able not only to normal-
ize PRL levels, but also to produce a rapid tumor
mass shrinkage. Due to senescense phenomenon
microprolactinomas never progress to macroprol-
actinomas.

Stefan Chichevaliev, Vesna Aleksovska
(Skopje, Macedonia)

informed about the policies, practice and their
impact on the quality of life of patients with RDs.

The investigation on relevant international rel-
evant documents, as well as documents from coun-
tries from the region: Bulgaria, Slovenia, Serbia
and Croatia following improvements are required:
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1) increasing the financial support for procurement
of medicines and medical devices (100%); 2) rais-
ing awareness among health professionals for RD
(81,2%); 3) establishing an international professional
collaboration for research, monitoring and promotion
of the doctrine and practice for RD (81,2%); and 4)
establishing a database and knowledge for RD (90%).

A voluminous sessions with poster presenta-

tion followed, given by specialists, residents and
students.

Daniela Chaparoska. NEUROLEPTIC MALIG-
NANT SYNDRONE: CASE REPORT

Gordana Kiteva-Trenchevska. REFRACTO-
RY EPILEPSY IN TOUBEROS SCLEROSIS
COMPLEX

S. Nikolovska, V. Grivcheva-Panovska, K.
Damevska, D. Chaparoska , N. Baneva. KLIP-
PEL-TRENAUNAY SYNDROME - CLINI-
CAL EXPERIENCE

Nada Petrova. TUBEROUS SCLEROSIS
COMPLEX - A CASE REPORT

Irena Rambabova Bushljetik, Gjulsen Selim,
Igor Kuzmanovski, Menka Lazarevska, Mi-
lan Risteski, Jelka Masin-Spasovska, Olivera
Stojceva Taneva, Ladislava Grecevska, Goce
Spasovski. USE OF mTOR INHIBITOR —
EVEROLIMUS IN PATIENT WITH BILAT-
ERAL ANGIOMYOLIPOMA AND SUBEP-
ENDIMAL ASTROCYTOMA ASSOCIATED
WITH TUBEROUS SCLEROSIS COMPLEX

Vesna Dichoska, Ana Stamatova, Emilija Sah-
pazova, Velibor Tasic, Dorottya Csuka, Zoltan
Prohaszka. ATYPICAL HEMOLYTIC URE-
MIC SYNDROME

Nikolina Zdraveska, Anet Papazovska Cherep-
nalkovski, Natasa Aluloska, Jana Jovanovska,
Katica Piperkova. SYSTEMIC MASTOCYTO-
SIS - REPORT OF A RARE CONDITION IN
NEWBORN

L. Milenkova, A. Papazovska,” N. Aluloska, N.
Zdraveska. FAMILIAL OCCURRENCE OF
MULTICYSTIC DYSPLASTIC KIDNEY
Kreshnik Pollozhani, Hana Starova, Kristijan
Bundovski, Emilija Sahpazova. ATYPICAL
HEMOLYTIC-UREMIC SYNDROME-A
CASE REPORT

Ana Stamatova, Meri Miholova, Velibor Tasic.
UROFACIAL OR OCHOA SYNDROME

A. Janchevska, K. Kuzevska - Maneva, L. Ta-
sevska Rmush, A. Sofijanova, O. Jordanova,

A. Ugrinska. UNUSUAL PRESENTATION
OF HASHIMOTO’S DISEASE WITH THY-
ROID-ASSOCIATED OPHTALMOPATHY IN
A12.5YEAR OLD GIRL

Marija Dimishkovska, Zoran Gucev, Svetlana
Kocheva, Vjosa Kotori, Momir Polenakovic, Di-
jana Plaseska-Karanfilska. NOVEL MUTATION
IN FANCA GENE (c.3446 3449dupCCCT) IN
TWO UNRELATED PATIENTS FROM MAC-
EDONIA AND KOSOVO

V. Jovanovska, R. Kacarska, K. Kuzevska Ma-
neva, B. Gjurkova Angelovska , M. Neskovs-
ka Shumenkovska, E.Shukarova Angelovska.
WILLIAMS-BEUREN SYNDROME WITH
SUPRAVALVULAR AORTIC STENOSIS.
CASE REPORT

Salihu S, Tosevska K, Cekovska S. SDS PAG
ELECTROPHORESIS IS A RELIABLE
SCREENING TOOL IN PATIENTS WITH
OCRL MUTATIONS

Milan Velkov, Aleksandar Petlickovski, Mo-
mir Polenakovic, Zoran Gucev. SYNDROME
NIJMEGEN BREAKAGE AND A DIFFUSE
LARGE B CELL LYMPHOMA

Katarina Abraseva, Marko Kostovski, Marina
Krstevska-Konstantinova. RUBINSTEIN-TAY-
BI SYNDROME WITHOUT CREBBR AND
EP300 GENE ALTERATIONS

Eva Markovska, Natasa Petrovska, Zoran Guceyv.
UNBALANCED TRANSLOCATION 8;13 IN
A 13 YEAR OLD BOY WITH FACIAL DYS-
MORPHIA AND MENTAL RETARDATION

Ana Stamatova, Zoran Bozinovski, Aleksan-
dar Solev, Sanja Ivanovska, Dijana Plasevska
Karanfilska, Momir Polenakovic, Zoran Gu-
cev. A VARIANT OF FIBRODYSPLASIA
OSSIFICANS PROGRESSIVA CAUSED BY
THE G328E (¢.9836>A) MUTATION OF THE
ACVRI GENE

Teodora Stojanovska, Kristijan Bundovski,
Gjorgji Bozhinovski, Velibor Tasic. ISOLATED
CONGENITALANOMALY OF THE KIDNEY
AND URINARY TRACT IN A CHILD WITH
22q11.2 MICRODELETION SYNDROME

V. Ambarkova, N. Stavreva. DENTAL AS-
PECTS OF YOUNG PATIENTS WITH EC-
TODERMAL DYSPLASIA SYNDROME

Kristijan Bundovski, Teodora Stojanovska,
Gjorgji Damjanovski, Velibor Tasic. NUT-
CRACKER PNENOMENON IN A PATIENT
WITH RECURRENT GROSS HEMATURIA
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S. Fustik, A.Stamatova, T. Jakovska, L. Spi- e Sanja Ivanovska, Snezana Jancevska, Ma-

revska. EARLY VERSUS LATE DIAG- rina Krstevska Konstantinova. WIEDE-
NOSIS OF CYSTIC FIBROSIS: A NEED MANN-STEINER SYNDROME IN A PA-
FOR IMPLEMENTATION OF NEONATAL TIENT WITH NORMAL HEIGHT AND NO
SCREENING ALTERATION IN KMT2 GENE

Pe3ume

IHETTU COCTAHOK 3A PETKHU BOJIECTH HA JYTOUCTOYHA EBPOIIA,
CKOIIJE, MAKEJJOHMJA, 15 HOEMBPH 2016 'OJJUHA

3opan I'yues', Benoop Tacuxk', Momup IosenakoBuk?

! VHuBep3uTeTCKA eTCKA KITHHIKA, MeauumHcKku pakyntet Ckorje
2 MakeioHCKa akaJieMuja Ha HAYKUTE U YMETHOCTHTE

Ancrpakr

[Mertn cocranok 3a perku Oonectn Ha jyroucrouna EBpoma ce onpxxa Bo MAHY Ha 11 nHoemspu 2016
roguHa. [loBeke nmpenaBama ce 3aHUMaBaa cO MYKOIMOJIHMCAXapHUa03H, OONECTH HA IIMKOTEHCKUTE Jeroa U
MOXXHOCTHTE 32 HUBHA JjarHo3a W TpeTMaH. EH3MMcKkara 3aMecTUTeNHA Tepanuja, Hej3MHaTa J0CTAIHOCT,
edexTuTe (MM HUBHUOT HEOCTATOK) HA MO30OKOT), M UTHUTE M3IVIEH 32 €BEHTyalHa T'eHeTCKa Tepanuja oea
ceondarHo mM3NoKeHU U AUcKyTupaHu. [loceOen akuent Oeme craBeH Ha [omre, Morquio IVA, Xanrep | u
nyOnrKara cTeKHa HOBH 3HaeHha 32 KOMIUIEKCHOCTA Ha IMjarHo3ara U TpeTMaH. [ pyrara npeaBama 3a peTKUTe
OyOpexHnu 3a00yBarma HCTO Taka Oemre ummpecusHa. Oy OyOpexkHH KaMerha, HHBHUTE MOJICKYJIAPHU U TeHETCKH
Mexanu3mu Jo pasznuanure Gopmu Ha CAKUT ynotpebara vHa NGS u apyru MonekynapHH METOIH BO JHja-
rHo3ara Ha RDS. Mutoxouapuckute 6071eCTH, HOBUHHUTE W 3HAYCHETO HA PAHOTO OTKpUBame Oea ceorndarHo
n3nokeHd. CrienujanHo npeaaBame Oellie 0ApKaHo 38 KOMIUIEMEHTHHOT CHCTeM. EHIIOKpHHNUTE HAapyITyBauu U
MHKpOIIPOJIAKTHHOMHUTE UCTO Taka Oea TeMa Ha COCTaHOKOT. MIcTo Taka, Oelie npe3eHTHpaHa NpHiIniHo Oorara
MOCTEep cecuja.

Kiyunu 300poBu: petku GonectH, peTku OyOpexxHn 601ecTH, HapylIyBame Ha pactor, [ome.






ERRATUM

In our article,
Stankov A, Belakaposka-Srpanova V, Bitoljanu N, Cakar L, Cakar Z, Rosoklija G:
“VISUALISATION OF MICROGLIA WITH THE USE OF IMMUNOHISTO-

CHEMICAL DOUBLE STAINING METHOD FOR CD-68 AND IBA-1 OF CEREBRAL
TISSUE SAMPLES IN CASES OF BRAIN CONTUSIONS”,

Prilozi (Makedon Akad Nauk Umet Odd Med Nauki) 2015, 36:141-145, an important
sentence was omitted from the opening of paragraph 2 of “Materials and Methods”. The
following sentence should be inserted as the first of that paragraph:

The method was an adaptation, from thin paraffin sections to thick, of the microglial
staining method published by Schnieder et a/ [23].

The authors apologize for the omission.

In our article,

Marija Cvetanovska, Zvonko Milenkovik, Valerija Kirova Uroshevik, Ilir Demiri,
Vlatko Cvetanovski:

“FACTORS ASSOCIATED WITH LETHAL OUTCOME IN PATIENTS WITH
SEVERE FORM OF INFLUENZA”,

Prilozi (Makedon Akad Nauk Umet Odd Med Nauki) 2016, 37 2-3: 63-72 the fol-
lowing sentence of the abstract: “The patients were divided in two groups: survived (n =
75) and deceased (n = 75)” is to be replaced with the following sentence: “The patients
were divided in two groups: survived (n = 75) and deceased (n = 12)”. The authors
apologize for the error.






YIIATCTBO 3A ABTOPUTE

Cnucanuero ,, I [puno3u* Ha OneneHnero 3a MEIUIIMHCKYA HayKu Ha MakejoHCKaTa
aKaJgeMHja Ha HayKUTE U YMETHOCTUTE M3JIETYBa TPHUIATH TOJUIIHO U € IUTUPAHO BO
Index Medicus u Bo Medline u e qocramHo Ha www.manu.edu.mk/prilozi. Bo Hero ce
o0jaByBaaT eqUTOPH]ai, U3BOPHU HAYYHHU TPYIOBH, HAYYHH COOMINTEHU]A U TIPETIICTHH
cTatid (KIMHUYKH, Ta00PaTOPUCKU M €IHISMHUOJIOIIKH NCKYCTBA, IIPUKA3H HA CITydYaw,
KyCH COOMINTEHH]ja, MHCMa JI0 YPETHUKOT, HCTOPUCKH 3alCH U Jp.) O obnacta Ha
MEIUIIMHCKUTE Hayku. TpynoBuTe He Tpeba Ja T COpIKaT Pe3yITaTUTe ITO aBTOPUTE
BeKe I'i 00jaBuiie BO APYTH MyOIMKAIIMU WK CITCAaHH]a.

Tpynosute npeanoxeHu 3a objaByBame BO ,,[Ipnino3u ru peneHsupaar aBajia
CTPYyUHballM O] COOJIBETHATA HAayyHa 00JIaCT, KOM 32 aBTOPUTE OCTAHyBaaT aHOHUMHH.

Tpynoure ce o0jaByBaaT Ha aHIIUCKU ja3WK CO PE3UME HA AHIIMCKM W Ha
MAaKeIOHCKH ja3uK.

Tpynotr Tpeba ma Ouae oTuykan co HoBHHapcku mpopen (28-30 pena), Ha Oena
xaptja on opmar A4, co MapruHM HajMaJKy 3 cm WM Ha KOMIjyTep — IporpaMa
Word for Windows, co npunoxxena aucketa uimu CD.

OGeMOT Ha OpUTHHAJIEH Hay4YeH TPYA, BKIy4yBajKU TH ¥ TIPUIIO3UTE (MITyCTpalnH,
rpadukoHH, Tabenn) He cMee 1a Ouje morojeM of efeH aBropcku Tabak (30.000 3Harm,
omHOCHO 16 ctpanutm ox 28 pena). O6eMOT Ha KpaTKUTE COOIIITEHU]a HEe Tpeba a
Ouzie moroyeM o/ CeyM CTPaHHIIH.

Ha tpynot, nokpaj uMeTo u mpe3uMeTo Ha aBTOpOT/aBTOpHTE, Tpebda na Ouje HaBe-
JIeHa yCTaHOBaTa WM OpraHU3alljaTa Bo Koja € n3paboTeH TPy/IOT.

Tpynor Tpeba na coapxxu anctpakt oa HajMHOry 250 300pa Ha aHTIHCKHU jas3uK,
KaKo M ariCTPaKT Ha MaKeIOHCKH ja3uK. ATICTPAKTOT Tpeda J1a COAPKU KPaTOK MPHKA3 Ha
eNITa Ha TPYAOT, METOUTE Ha paboTa, OUTHUTE Pe3yNTaTu (CO HyMEPUYKH TOATOIIH )
¥ OCHOBHH 3aKJIY4OITH. 3a€HO CO arcTpakToT Tpeba aa Ouaar J0CTaBeHW HAjOUTHUTE
K1yuyHu 300opoBu. Kiyunurte 300poBH 3a MEIMIIMHCKUTE HAyKH CE HaBEIyBaaT BO
cornmacHoct co M.E.S.H.

Tpynor mo mpaBuio Tpeba 1a COApKH: BOBEI, MaTepujal U METOAH, PE3yNTaTH,
JIMCKYCHja M 3aKTydoK. BoBemoT Mopa ma Oujme Kparok, co jacHO jaehUHUpaHA e U
CO JIOCETAIHO MO3HABakhE Ha MPOOIeMOoT. MarepujanoT u MeToauTe Tpebda 1a coapkar
JIOBOJTHO MOJIATOIIM O] KOW YMTATEIIOT Ke OMie BO cOCTOj0a 11a TH OBTOPU HCIUTYBabaTa
0e3 mononmHuTenHa uHpopMmaimja. Pesynrarure Tpeba na Oupar HaMMIIAHU KPAaTKO U
JacHo, a IMCKycHjaTa Jia T 00jacHH pe3ylITaTHTe.

MepHute eAMHULM U APYTUTE TEXHUYKH TOJATOIM MOpaaT Aa Oujar ycoriaceHu
co Sl-cucremor.

Unycrpanuure ce npuiaoxysaar nocedHo. I'papukonute u uprexure Tpeda na
Ouat Ha mayc UM Ha 6eia XxapTuja, KOHTPACTHH, @ 03HAKUTE U OPOjKHUTE BO rpahUKOHHUTE
Cpa3MepHHU Ha roJeMHHATa Ha IIPTEXKOT, 32 JIa OCTAHAT YUTIMBU MO PEIyIHPAmBETO Ha
rojeMuHara Ha 1ptexor. [1o mpaBuio He Tpeda 1a OGunar noseke o yetupu. HuBHOTO
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MECTO BO TEKCTOT Aa Ouje o3HaueHo. Cute wiycTpanuu Tpeda Ja uMaar JereHau Ha
QHIJIUCKH ja3WK.

Tabenute Moxar 1a OuaaT NPUIIOKEHU NOCEOHO, HO HUBHOTO MECTO BO TEKCTOT J1a
Oune o3HaueHo. Hacrmosure Ha Tabenute Tpeba 1a OMaaT HaNMIIaH! Ha AaHTITUCKH ja3HK.

3a TpymoBUTe 0/ 001aCTa Ha MEIUIIMHCKHUTE HAYKH, BO IPUHIIUIL, BaJKaT yIaTcTBara
objaBenu Bo ,,Brit. Med. Journal®, Vol. 296, 1988, p. 101-105 (,,BankyBepckure
npasuia®), onHocHo N. Engl. J. Med., Vol. 324, 1991, p. 424-428.

Jluteparypara ce IUTHPA BO OPUTHUHAN, U TOA MO CICAHUOB PEAOCIE: TIPe3UME U
noyetHa OyKBa O] UMETO Ha aBTOPOT, HACJIOB Ha TPY/OT, HA3MB HA CIIMCAHUETO, TOANHA
Ha 00jaByBame Ha LUTUPAHUOT TPYJ, rofumTe u O6poj, crpanuuy (oaino). Jokoiky
ce IMTHpa KHUTa WK 300pHUK HA TPYIOBH, CE HaBEIyBa M M31aBadoT M MECTOTO Ha
u3aBame (Tpe CTpaHUIUTE). AKO Ce IUTHpa TPYA O MOBEKe Of TPHW/IIECT aBTOpH,
MO0 TPETHOT/IECTHOT CE JI0AaBa ,,d COp.”, OMHOCHO ,ef al. “. Bo TEKCTOT Ha TPYIOT
ce HaBe/IyBa MPBHOT aBTOP M TOIWHATA CTaBEHHW BO 3arpaiad | |, OMHOCHO Opojka BO
3arpajiu, ToKoJKy oubnuorpadujara e Hymepupana. [Ipu npBa ynorpeba Ha KpaTeHKa,
BO 3arpajia /ia ce JaJie HEj3MHUOT MOJH HA3UB.

Kparkure coomnmrenuja kou ce o0jaByBaar Bo cI. ,,Ilpunosu™ (1o 7 uykaHu
CTpaHHMIIM) HE MOpA J]a T COAPIKAT MOTIaBjaTa BOBE, MaTepHjasl M METOH, TUCKYCHja
U 3aKJIy40K, HO THE MOpPaar Ja Oujar CoAp:KaHU BO TEKCTOT.

Tpynor Tpeba J1a € mpUAPYKEH CO IMUCMO OJ aBTOPOT 3a KOHTAKT, CO M3jaBa JcKa
TpyAOT He Oun objaBeH WM MOAHEeceH/MpudareH 3a meyareme BO JIPYro CHHCaHHe
WM Hay4Ha MyOJMKaluja, 1 co MOTBpAa JeKa TPYAOT € pasmieaaH U 0do0peH of] cute
KOaBTOPH, T.€. CO TPHIPYXNKHA JEKIapanuja 3a MOKEH KOH(JIMKT HAa MHTEPECH O
aBropute. Tpebda 1a ce 00jacHU MPUIOHECOT HA CEKOj aBTOP BO TPY/IOT.

Pakonmcute ce nocraByBaar g0 YpemyBaukuoT oxbop Ha cm. ,[Ipwmo3u”™ Ha
Opnnenenuero 3a MeAMIMHCKM Hayku Ha MAHY Bo nBa mpumepoka (opuruHan u
KOTHja) U €IEKTPOHCKA Bep3uja Ha TPYIOT.

ABTOpHMTE Ha TPyI10BHTe Tpeda Aa M NMOKPHjaT TPOLIOLHUTE 32 MeYareme U
3a HHTepPHeT-00jaByBame Ha cBOUTE TPY10BH BO H3HOC 01 250 EYP Bo nenapcka
NPOTHBBPEIHOCT.

ABTOpHMTEe HA TPyIOBHUTe Tpeda Ja I'M MOTHHMIIAT JABATA JOKYMEHTA IITO I'0
NpUApPY:KyBaar TpyaoT: @opMyaapor 3a KOHPJIMKT HA HHTepecH U PopmyJiapot
3a eTHYKa OJATOBOPHOCT.

®opmyaapure ce gocTanHu Ha: manu.edu.mk/prilozi
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