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Betimi i Hipokratit

Né castin kur po hy né radhét e anétaréve té profesionit mjekésor
premtoj solemnisht se jetén time do ta vé né shérbim té humanitetit.
: Ndaj mésuesve do ta ruaj mirénjohjen dhe respektin e duhur.

. Profesionin tim do ta ushtroj me ndérgjegje e me dinjitet. Shéndeti i
" pacientit tim do té jeté brenga ime mé e madhe. Do t'i respektoj e do
o t'i ruaj fshehtésité e atij qé do té mé rréfehet. Do ta ruaj me té gjitha
forcat e mia nderin e tradités fisnike té profesionit té mjekésisé.

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

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

X The Oath of Hippocrates

Upon having conferred on me the high calling of physician and

ﬁ; entering medical practice, I do solemnly pledge myself to consecrate
.3 my life to the service of humanity. I will give my teachers the respect
s and gratitude which is their due. I will practice my profession with

i conscience and dignity. The health of my patient will be my first
consideration. I will respect the secrets which are confided in me, even
" after the patient has died. [ will maintain by all the means in my
power, the honor and the noble traditions of the medical profession.

My colleagues will be my brothers.

[ will not permit considerations of religion, nationality,
race, party politics or social standing to intervene
between my duty and my patient. I will maintain the
utmost respect for human life from its beginning even
under threat and I will not use my medical knowledge
contrcy"y to the laws of humanity. I make these :
prormses Solemnly, freely and upon my honor
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TOWARD IMPROVING THE QUALITY AND INTEGRITY OF IMJ MEDICUS

Pollozhani A.", Donev D.?

! Prof. Dr. Aziz Pollozhani, Editor-in-Chief of International Medical Journal MEDICUS; Institute of Public
Health, Skopje, “Mother Theresa University”, R. Macedonia; e-mail: a.pollozhani@unt.edu.mk

2 Prof.Dr. Doncho Donev ,Institute of Social Medicine, Faculty of Medicine, University ,,Ss Cyril and Methodius”,
Skopje, Republic of Macedonia; e-mail: dmdonev@gmail.com

Correspondence: Prof. Dr. Aziz Pollozhani, Editor-in-Chief of International Medical Journal MEDICUS;
e-mail: a.pollozhani@unt.edu.mk

INTRODUCTION

International Medical Journal MEDICUS (IMJ Medicus)is an international peer-review journal in the field of biomedicine
established by the Albanian Association of Medical Doctors in Macedonia in 2004. The journal started with publishing
two issues per vear and from 2013 increased to three editions per year, namely in January, May and September. The
Advisory Board and the international Editorial Board members are highly enthusiastic and dedicated team of medical
doctors and scientists, coming from 8 countries beside R. Macedonia, including the Nobel Prize Winner in Medicine
and Physiology, Mr Ferid Murad, who is a Honorary Member of the Editorial Board of IMJ Medicus. The official web-
site of the journal is www.imjm.mk, providing electronic submission of manuscripts and open access to the electronic
version of each issue downloadable in pdf. format. In addition, the Journal is also printed and distributed in hard copy
version. Papers are predominantly published in English, as well as some in Albanian and Macedonian language but
with translated title and abstract in English of all papers either written in Macedonian or Albanian language (1).

IMJ MEDICUS DURING THE YEAR 2016

During the 2016 there were published fifty (50) articles in the IMJ Medicus. The most of them (68%) were prepared by
authors from R. Macedonia, then from Albania, Kosovo, Italy, Bulgaria etc.

The acceptance rate of IMJ Medicus in 2016 was 62%. According to the type of articles most of them were original
articles (60%), review articles (17%), case reports (13%), professional papers (5%) and short communications (5%).

The total number of reviewers who participated in the review process of manuscripts submitted for publishing in
2016 was 37.

FURTHER STEPS FOR IMPROVING THE JOURNAL QUALITY

IMJ Medicus will continue further development and improving the quality of the journal in 2017 toward indexation in
PubMed and Scopus Databases and, later on, to submit application to Thomson Reuters for evaluation and Journal’s
Impact Factor (IF). The integrity of the journal articles is going to be improved through education of young scientists
and potential authors, reviewers and Editorial Board members, strengthening the review process and supportive
editing of manuscripts, and updating the instructions for authors and ethical standards of the journal in accordance
with the international criteria and conclusions and recommendations from the First Mediterranean Seminar on
Science Writing, Editing and Publishing (SWEP 2016), held in Sarajevo on December 2-3, 2016 (2), and adopted Sarajevo
Declaration on Integrity and Visibility of Scholarly Publications (3).

Main directions of activities in 2017 and beyond for increasing the awareness about the importance of scientific and
publishing ethics and for improving the quality and integrity of manuscripts and visibility of the IM] Medicus are as
follows:

1. Broadening the list of members of the Editorial Board and, beside Editor-in-Chief and Co-Editor-in-Chief, appointing
additional section and other editors;

7 | Medical Journal - MEDICUS
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Updating the Instructions for authors according to the principles set by Sarajevo Declaration on Integrity and Visibility
of Scholarly Publications communication (http://www.cmj.hr/2016/57/6/28051276.htm), (3);

Education of young scientists and potential authors in proper writing and tracing the standard template for structure
of an article, and to follow the principles of publication ethics and integrity, authorship criteria in accordance with
the ICMJE recommendations (4), through the educational activities of Macedonian Association of Medical Editors and
newly created Mediterranean Association of Science Editors and Publishers in order to create ethical environment and
to prevent scientific and publishing dishonesty, fraud and plagiarism (5);

Improving the electronic open access format of the journal in order to meet some additional international criteria for
electronic publishing (beside easy identification of the title of the journal, year of publication, volume and number, title
of articles, number of pages, the names of authors and their addresses, complete content of each edition and sides of
each paper, an individual link to be provided for approaching each separate article);

Improving the peer review process by selection of competent reviewers from different fields of biomedicine and to rec-
ognize their contribution to the journal quality by presenting a list of reviewers, who contributed in the review process
of manuscripts during the year, in the last journal issue of the year;

Strengthening the quality and visibility of the journal by establishing the English language as the sole official lan-
guage of the IM] Medicus;

CONCLUSION

Publishing and editing a scientific paper is not easy. In our specific conditions and environment and with some modest
experience it becomes even harder. With dedication and team work we believe that IM] Medicus Editors and Editorial
Board members will be able to achieve the aims for continuous improvement of quality and visibility of the journal.
IMJ Medicus will be a solid platform of biomedical sciences research information and it will serve towards promoting
scientific research and the affirmation of professional achievements in medicine.
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THE PERFORMANCE OF CLINICAL AND ECG DURING THE
PROGRESSION OF AMIIN THE REGION OF ELBASAN

ECURIAE KLINIKES DHE EKG GJATE DEKURSIT TE IAM
NE RAJONIN E ELBASANIT

Elezi B.!, Xinxo S.2, Ceka Xh.}, Elezi T .#, Xibraku A.>

1“Aleksander Xhuvani” University, Faculty of Technical Medical Sciences, Elbasan
2Public Health Institute, Tirane

3 University of Medicine, Tirane. QSU

“Medical Center Elbasan

>Health State Inspectorate (ISHSH) Elbasan i i
Medicus 2017, Vol. 22 (1): 9 -14

ABSTRACT

Introduction. The performance of patients with AMI during the progression of disease is defined based on the
clinical and other instrumental examinations as ECG. The recognition of the factors that influence the clinical
and ECG changes in patients with AMI is important to determine as soon as possible so individuals will not have a
poor prognosis during the progression of the AMI.

Aim. Evaluation of the performance of clinical signs (pain) and ECG during progression of AMI by demographic
profiles, clinical signs and treatments in the region of Elbasan.

Methodology. Transversal study time series for the changing clinical signs (pain) and ECG by demographic profile,
clinical or treatment and medication status or PCI / CABG at the time of the patient’s arrival at the hospital. The
study is performed in the Regional Hospital of Elbasan near the Department of Cardiology and were included
patients with a new episode of acute myocardial infarction. Data collection was conducted during the period of
hospitalization of patients (respectively at the time of hospitalization and after 24 hours). The data are processed
in SPPS using chi square test. The value of p<0:05 was considered statistically significant.

Results. The study involved 65 patients with AMI (new episode of AMI). Male patients and in the age group 65-74
years old with a duration of up to six hours of pain at the moment of arriving at the hospital, with wide lesion and
treated for 24 hours with medicament therapy have significantly higher percentage of presences of the wave T and
Q after 24 hours in ECG (the chi square p <0.05 level). The clinical performance (pain) is closely related to the size
of the lesion, duration of pain until arriving at the hospital and the therapy used in 24 hours. Pain after 24 hours
is significantly higher in patients of the male sex and age group of 65-74 years, with wide lesions and coming late
at the hospital.

Conclusions. Clinical and ECG improvement in patients is affected by the demographic profile of the patient, the
time of arriving at the hospital from the moment of occurrence of myocardial infarction and therapy use.

Keywords: performance, clinics, ECG, age, gender, therapy.

INTRODUCTION

AMI Acute Myocardial Infarction (AMI) is one of the main In a typical population of patients who present with acute
causes of morbidity and mortality in the world (1). The chest pain in the emergency department, about 20% are
clinical occurrences of AMI have social, psychological, diagnosed with acute MI or unstable angina (4).
epidemiological and research implications etc (2, 3).
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The outset phase of the Ml ischemia is the first step in the
development of AMI and stems from the lack of balance
in the supply and the metabolic demand for oxygen in the
body (5), which is clinically identified by the anamnesis
and by the ECG. The latter (ECG) is part of the diagnostic
work with the patients who are suspected of MI and is to
be applied, and interpreted abruptly (within a maximum
of 10 minutes) after the clinical presentation of the
patient (6).

The dynamics/changes of ECG waves, during the acute
ischemic occurrences of MI, require repeated ECG,
especially if the ECG is made in the initial and/or non-
diagnosed phase.

The acute alterations or the ones that evolve in the ST-
segment, the shapes of the T-wave and Q-wave, when
present, potentially allow the clinician to control the
incident, to identify the infarct associated with the
damaged artery, and assesses the extent of the MI, the
prognosis and to establish a therapy treatment.

Approximately one fourth of the patients with MI infarct
do not present themselves with the classical chest pain
and the incident may pass undiagnosed by the ECG
amplitude alterations, are not registered in the Q-waves
which are pathological. Undiagnosed ECG, are registered
approximately in half of the patients that present
themselves with chest pain suspected for a MI infarct
patients who are ultimately diagnosed with MI infarct.

Aim: Assessment of the clinical symptoms (pain) and ECG
during the onset of AMI according to the demography,
time of hospital arrival from the outset of the clinical
symptoms, size of the lesion and therapy in patients of
Elbasan region.

METHODOLOGY

The study is transversal time series, designed on the
clinical symptoms (pain) and ECG alterations observed
on a timeline basis, as the demographical profile, time of
analysis and the medicine administration treatment or
PCI/CABG of the patient presented in hospital.

In this study are included patients who were hospitalized
in the hospital of Elbasan and treated for a new AMI. This
study has been carried out in the regional hospital of
Elbasan in the cardiology department.

The data collection during the hospitalization of the
patients (respectively from the moment of hospitalization
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and after 24 and/or 72 hours) and consists of the ECG
characteristics (The ST segment and Q wave) from the
first moment and 24 to 72 hours of hospitalization, the
hospitalization pain, and the pain after 24 to 72 hours
of hospitalization, the lesion size and the moment of
hospitalization (as documented) and the time from the
outset of the clinical symptoms up to the hospitalization,
the used medicine treatment or therapy or surgery
methods used.

Data have also been collection on the age and gender of
the patients.

In order to analyze the demographic impact in the study,
the time of hospitalization and the type of therapy applied
with regards to the clinical performance and the ECG is
used SPSS 16 and the chi square. A p<0.05 is considered
statistically significant.

THE RESULTS

The study were involved 65 patients with AMI who
underwent treatment in the Regional Hospital of Elbasan.

Among which 51 males and 14 females. The age of the
patients were 65-74 years old.

Table 1. Distribution of samples according to age.

Patient Age
45-54 55-64 65-74 >75
N 4 24 27 10
Table 2. The characteristics of patients according to

the duration of pain until the admission to

hospital, the lesion size and the therapy used.
Clinical characteristics | N
Pain duration
<6 hours 45
> 6 hours 20
Lesion size
Small 43
Large 22
Therapy
PCI/CAGB 16
Medical 49

In the majority of cases the time of admission to hospital
from the outset of the clinical symptoms is less than 6
hours, the lesion size is estimated to be small and the
therapy used is medical treatment (table 2).
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ECG (ST) performance according to the time of study

120

100
100
80
80 6
N 60
40 3
20
20
0
0
entry 24h 72h
B With ST 66 20 0
B Without ST 33 80 100

Graphic 1. The ongoing of the ST presence according to
the time of study.

In graphic 1. is provided the ST segment performance for
the first and the third day. In the first day the ST presence
is 20% incidence, but in the third day, it is observed a
completely weaning ST wave.
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Table 4. Ongoing of ECG after 24 hours according to

gender.

ST Male Female | P value*
V‘giggm%rr‘ftsgﬂcﬁoflfr? NG | 10069) | 3230 | 004
g’,"ri;}ggr‘;fe%rte;f‘ﬁ%ﬁlgg NG | 41788 | 11212) | 0045

*chi square

p<0.05 is considered significant

The age and gender seem to affect in the presence or
without presence (elevation or non-elevation of ST wave
after 24 (see chi square, p<0.05 table 3 and 4). The males
have a higher presence/elevation of ST segment and the
>75 year old patients have also a more elevated ST in the
ECG.

) Table 5. Ongoing of ECG after 24 hours according
In table 2, there is observed a ST segment present after to the duration of pain, the lesion size and
24 hours, according to the demographic and clinical therapy.
components. ST ST non
elevation | elevation24 | p-value*
Presence of Q wave (in%) 24 hours hours
i Duration of pain
¢« ¥ - - = <6 hours 5(11) 40 (89) 0.003
10 > 6 hours 8 (40) 12 (60) 0.034
0 entry 24h 72h Lesion size
’—Presence of Q wave 30,7 30,7 30,7 Small 7(16.2) 36(83.8) 0.005
Large 6(26) 17 (74) 0.035
Graphic 2. Ongoing of Q wave presence (elevation/non- Therapy
elevation) according to the time of study. PCI/CAGB 1(25) 12(75) 0.029
) ) Medical 9(18.3) 40 (81.7) 0.05
Presence of Q wave in the ECG is observed 24 hours schi square

after hospitalization continuing up to 72 hours after the
hospitalization of AMI patients.

Table 3. Ongoing of ECG after 24 hours according to
patient age.
Patient x
STEMI age P-value
45-54 | 55-64 | 65-74 >75
With
presenceof | N(%) | 1(77) | 3(23) | 4(30.7) [5(384)| 0.023
ST segment
Without
presence of | N(%) | 3(5.7) |[21(40.3)(23(44.2)| 5(9.6) | 0.019
ST segment

*chi square
p<0.05 is considered significant

P<0.05 is considered significant

Patients with a pain lasting longer than six hours and with
larger lesion size, who underwent medical treatment
during the 24 hours, had a significantly higher elevation
of the T wave after 24 hours (see chi square p<0.05, table
5).

Table 6. Presence of Q wave according to age.

Patient Age 45-54 | 55-64 | 65-74 >75 | P value*
Without Q wave | 3(6.6) [19(42.2)| 18(40) | 5(11.2) | 0.036
With Q wave 1(5) | 5(25) | 9(45) | 5(25 | 0.046
*chi square

P <0.05 is considered significant
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Table7. Presence of Q wave according to gender.
Male Female P value *
Without Q wave 35(777) 10(22.6) 0.034
With Q wave 16(75) 4(25) 0.021

*chi square
P <0.05 is considered significant

The level of Q wave elevation in the ECG at hospitalization
is high, and it is higher in the 65-74 year old male patients
with significant alterations with first AMI (in chi square p
<0.05; table 6 and 7).

Table 8. Presence of Q wave according to the duration
of pain, lesion size.

Without Q

With Q

0000000000000

Table 9. Presence of pain after 24 hours according to
patients age.

Patient P
age value*
45-54 | 55-64 65-74 >75 0.04
Without pain | 3(6.6) |19 (41.3)| 19 (41.3) |5(10.8)
With pain 1(6) | 5(26) 8(42) | 5(26)
*chi square

p<0.05 is considered significant

The pain present after 24 hours has been significantly
higher in the 65-74 years old male patients (p<0.05, chart
10 and 11).

Table 10. Presence of pain according to gender.

wave wave p Value* Male Female P Value*
Duration of pain Without pain 37(80) 9(20) 0.03
<6 hours 40 (89) 5(11) 0.039 With pain 14 (73) 5(27) 0.017
> 6 hours 5(25) 15 (75) 0.03 *chi square
Lesion size p<0.05 is considered significant
Small 39(93) 3(7) 0.001 . .
Large 6(26) 17(74) 0.003 Table 11. Presence _of paln'aftel'" 24 hours according to
_ the duration, lesion size and therapy.
*chi square
p<0.05 is considered significant | Without pain | With pain | p value*
Duration of pain
The level of Q wave elevation/presence is significantly | <0hours 40(87) 5(26.3) 0.001
higher in patients with a duration of pain for more than 6 | 6 hours 6(13) 14 (73.7) 0.029
hours, with e larger lesion size of AMI (p<0.05 in table 8). |Lesionsize
The ongoing of the clinical symptoms in admission to Small 423 00 0001
hospit ? 9 ymp Large 4(9) 19(100) 0.001
ospita Therapy
Duration of pain in time PCI/CAGB 13(282) 3(157) 0.003
Medical 33 (71.8) 16 (84.3) 0.02

120

100

80

%

60

40

20

0

entry after 24 h after 72 h
= With pain 100 29 0
= Without pain 0 71 100

Graphic 3. The presence of pain according to the time of
study.

On hospitalization pain has been present in all the
patients, but after 24 hours it persisted only in 29% of the
cases and it has been completely weaned after 72 hours.
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*chi square
p <0.05 is considered significant

The pain after 24 hours has been frequently present in
patients with a duration of pain of >6 oré, with a large
lesion size and who underwent medical therapy during
the first 24 hours (in chi square p<0.05).

DISCUSSION

The clinical (pain) situation, is strictly associated with
the lesion size, duration of pain until the admission to
hospital and the therapy used during the first 24 hours.
The larger the lesion and the later the patient is admitted
to hospital, the higher is the probability to feel pain during
after 24 hours. The findings of this study emphasize the
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correlation that exists between the duration of the pain
and the results after AMI (7, 8).

The Q wave is present/elevated during the hospitalization
period for AMI patients and this can be explained with the
fact that the presence of Q wave elevation, is a transmural
lesion, in the meantime the elevation of the ST segment
is present until the third day and afterwards is weaned in
all patients.

This phenomenon is explained with the physiopathology
of AMI incidence and the ECG presentation of an AMI (9,
10). The Q wave presence/elevation has a non-positive
prognosis in patients with AMI, as a conclusion derived
from the findings in the literature of the field (11, 12).

In the majority of cases the patients that have had a
repeated AMI, have had a more frequent Q wave presence
during a 3 years period, a result which is supported in the
work findings of Berger (13). The therapy used affects in
the long-term results of AMI. The patients who have had
a CABG or PCI have had a better prognosis in comparison
with those who have not had this type of treatment.
This confirms the study carried out by Erme at al, where
emphasis that patients who have had such interventions
have had lower mortality rates during the post AMI
period (14, 15).

However other studies have to be carried on this topic,
during which other implicating factors may be taken into
account.

CONCLUSION

A good knowledge of the AMI patients is helpful in
defining a prognosis of the patients and in the same time
in defining the group of patients with a disadvantaged
prognosis after they leave hospital. Patients who are old,
overweight, and who show up late in the hospital with an
affected/damaged cardiac muscle and with atypical pain,
are at a disadvantaged prognosis. Therefore, taking note
of the anamnesis in the right time, is helpful in identifying
the patients at risk. Familiarization with this group of
patients is helpful in designing a more personalized
treatment of patients, as well as in reducing the chances
of AMI recurrence or preventing a re-occurrence of
AML. In conclusion the ongoing of patients with AMI is a
process defined by a variety of demographic, clinical and
biochemical factors. The assessment of such factors in
time, the cross-reference interpretation of which helps
in providing the right prognosis in the right time.
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ECURIA E KLINIKES DHE EKG GJATE DEKURSIT TE IAM NE RAJONIN E ELBASANIT

Elezi B.!, Xinxo S.2, Ceka Xh.5, Elezi T .4, Xibraku A.>

'Universiteti “Aleksandér Xhuvani”, Fakulteti i Shkencave Mjekésore Teknike, Elbasan
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3 Universiteti i Mjekésise, Tirané. QSU
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ABSTRAKT

Hyrje. Ecuria e pacientéve me IAM pérgjaté dekursit té sémundjes pércaktohet né bazé té klinikés dhe té
ekzaminimeve té tjera instrumentale si EKG. Njohja e faktoréve gé ndikojné né ndryshimet klinike dhe EKG né
pacienté me IAM ka réndési pér té pércaktuar sa mé herét individé gé mund té kené njé prognoze jo té miré gjaté
dekursit té IAM.

Qéllimi: Vlerésimi i ecurisé sé shenjave klinike (dhimbja) dhe EKG gjaté dekursit té IAM sipas profilit demografik,
shenjave klinike dhe terapisé né rajonin e Elbasanit.

Metodologjia. Studimi transversal time seri pér ndryshimit té shenjave klinike (dhimbja) dhe EKG sipas profilit
demografik, klinikés né momentin e paragitjes né spital dhe statusit té trajtimit medikamentoz apo PCI/CABG té
pacientit né momentin e paragitjes né spital. Studimi éshté kryer né spitalin rajonal té Elbasanit prané pavionit
té kardiologjisé dhe jané pérfshiré pacienté me njé episode té ri té infarktit akut. Mbledhja e té dhénave éshté
kryer gjaté periudhés sé géndrimit né spital té pacientéve (respektivisht né momentin e shtrimit dhe pas 24 oré).
Té dhénat jané pérpunuar né SPPS duke pérdorur chi square test.Vlera e p<0.05 éshté konsideruar sinjifikante
nga ana statistikore.

Rezultatet. Né studim u pérfshiné 65 pacienté me IAM (epidod i ri i IAM). Pacienté té seksit mashkull dhe té
grupmoshés 65-74 viec me kohézgjatje mé shumé se gjashté oré té dhimbjes né momentin e ardhjes né spital, me
pérmasa té gjera té lezionit dhe gé jané trajtuar gjaté 24 oréve té para me terapi medikamentoze kané né ményré
sinjifikative njé pérqindje mé té larté té presencés sé dhémbit T dhe Q pas 24 oréve né EKG (ne chi square p<0.05).
Ecuria e klinikés (dhimbjes) éshté e lidhur ngushtésisht me pérmasat e lezionit, kohézgjatjes sé dhimbjes deri né
paragitjen né spital si dhe me terapiné e pérdorur gjaté 24 oréve té para. Dhimbja pas 24 oréve éshté né ményré
sinjifikante mé e larté né pacienté té seksit mashkull dhe té grupmoshés 65-74 vjec, me lezion té gjeré dhe me
ardhje me vonesé (> 6 oré ) né spital

Konkluzione. Pérmirésimi nga ana klinike dhe né EKG i pacientéve ndikohet nga profile demografik té pacientit,
té kohés sé ardhjes né spital nga momenti i ndodhjes sé infarktit té miokardit , permasat e lezionit si dhe terapisé
sé pérdorur.

Fjalé kyce: ecuria, klinika, EKG, mosha, terapia.
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THE ROLE OF PRESERVING THE INNER SPHINCTER MECHANISM AND
THE BLADDER NECK IN THE EARLY ACHIEVING URINE CONTINENCE
WHEN PERFORMING RADICAL RETROPUBIC PROSTATECTOMY

Y/IOTATA HA 3A9YBYBAILETO HA BHATPEITHNOT COUHKTEPEH
MEXAHH3AM 1 BPATOT HA MOYHHOT MEYP BO PAHOTO BPAKAIGE
HA YPTHAPHATA KOHTHHEHTHOCT ITPH M3BEJTYBAIBE HA
PAJTUKAJTHA PETPOITYBIYHA ITPOCTATEKTOMUJA

Ivchev .1, Chipurovski 1.}, Stojanoski I.!
"Department of Urology, City General Hospital “8™ September” Skopje, R. of Macedonia

Medicus 2017, Vol. 22 (1): 15 -20

ABSTRACT

Objective: To assess the effect of preserving the internal sphincter on urine continence in patients who have gone
through radical prostatectomy due to prostate cancer.

Materials and methods: Open retropubic prostatectomy has been performed on 69 patients in our Urology
department, of whom 44 patients were treated with careful preservation of the internal sphincter mechanism on
the bladder neck, and a control group of 25 patients who didn’t have preserved internal sphincter. Retrospectively,
we used the standardized international questionnaires, ICIQ-UI-SF and IIEF-5, which were translated and adapted.
All of the patients were operated in the period 2014-2015.

Results: Patients who had preserved inner sphincter mechanism and bladder neck during their radical
prostatectomy, achieved continence much sooner, but the rate of continence in both groups after 12 months
remained unchanged. The grade of incontinence till the 9-th month postoperatively was evidently lower in the
examined group. The rate of anastomotic stricture and erectile dysfunction remained unchanged.

Conclusion: The remains of the internal sphincter makes passive closing mechanism that helps the continence in
the patients till the distal sphincter takes over the control which happens much later in the postoperative period.

Key words: Incontinence, radical prostatectomy, inner sphincter.

INTRODUCTION

The prostate cancer is one of the most common cancerin laparoscopic and robotic radical prostatectomy.

men. As a cause of death prostate cancer is second only Retropubic radical prostatectomy is a method of choice

to lung cancer. It is estimated that in Western countries
lifetime risk of developing microscopic prostate cancer is
3% (1). In biopsy results, the prevalence of microscopically
discovered prostate cancer is approximately 80% of men
over 80 years. However, although this is a slow-growing
cancer, the risk of developing clinically detectable disease
is 8% (2).

Nowadays, most commonly applied method for the
treatment of prostate cancer is radical prostatectomy
(RP). There are various different procedures that
are at our disposal: classic retropubic (open) access,

for many decades. It is still considered as a gold standard
in the surgical treatment of localized prostate cancer
(3). Among the major clinical problems associated with
surgical treatment of the prostate carcinoma are the
complications that arise immediately after the surgery.
Despite improvements in surgical techniques, which allow
precise dissection and termino-terminal vesico-urethral
anastomosis, urinary incontinence (UI) and erectile
dysfunction remains a serious problem for many men and
they affect the quality of the lives of more than 50% of
the patients (4,5,6). The incidence of post-prostatectomy
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urinary incontinence depends a lot on the scaling and
grading of the incontinence and length of the post-
operative care. Urinary incontinence has a spontaneous
recovery in most men, but it can take up to one year after
RP. In more than 10% it lasts more than one year after
the surgery. The quality of life is quite impaired in these
patients, particularly those who had “constantly leakage”
and therefore had to use pads or diapers. This is one of the
measures for scaling the severity of incontinence. In 6-9%
of the patients with incontinence, surgery is necessary to
solve this problem (7).

Shortcomings in the radical prostatectomy in terms
of urinary incontinence has been subject of intensive
research, mainly with urgent task of improving
operational technique in order to maintain continence in
majority of the patients. A group of technical methods,
which can potentially improve continence, are associated
with preservation of the neck of the bladder and the nerve
pedicle lateral and posterior to the prostate.

Different preoperative risk factors and postoperative
factors could affect the restoration of continence after
RP. Preoperative evaluation of the individual risk will
provide counseling to patients in order to achieve
realistic expectations based on the status of the patient.
Several predictions are under investigation, such as:
age, prostate volume, stage of disease, body weight,
comorbidities, history of previous dysfunctions of the
lower urinary tract, but in most published studies,
conservation of postoperative urinary continence is
most credited to the surgical method which was applied.
Hence, in this study, we focused on surgical technique as
the main cause that can lead to loss or preservation of UI
after RP.

In terms of anatomical and physiological division of
sphincter mechanism, it is important to distinguish the
role of the urethra in the retention of the urine. The
urethra has two main roles:

1. To provide adequate continence mechanism (storage

phase) and

2. To provide adequate bladder emptying with minimal

resistance (voiding phase).

Male urethra has two main sphincter mechanisms:

a) Proximal sphincter, which is composed of the bladder
neck, prostate, prostatic urethra to the verumontanum
(this part is removed when a radical prostatectomy is
performed),

b) Distal urethral mechanism, covering the apex of the
prostate, distal urethra and the periurethral muscle
structures comprised by the cylindrical rabdosphincter
and smooth muscle fibers of the proximal urethra. This
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mechanism is very strong and provides continence
after radical prostatectomy (8, 9).

According to the EUA Guidelines, Gleason score higher
than 7 is not eligible for surgery and if there are distant
metastases associated with local invasion, the patient is
not suitable for radical prostatectomy and such patients
are dismissed from this study (10).

In cases where the patient has undergone a radical
prostatectomy (no matter of the surgical technique)
the key role in maintaining continence switches
from proximal to distal mechanism. The cause of
postoperative incontinence is very different. It is even
possible occurrence of “de novo” pathological process
resulting with dysfunction of the bladder, but the most
common reason is the loss of sphincter role of distal and
proximal mechanism because of the surgical technique.
In an attempt to find the most useful technique studies
have showed the role of the passive continence which is
especially reinforced with conservation of the neck of the
bladder. Therefore numerous newly designed techniques
had been used to preserve the proximal sphincter, to
provide faster recuperation of the patients’ continence
(11, 12, 13, 14).

The aim of this study is to assess the effect of the
preservation of the internal sphincter and the bladder
neck on the urine continence in patients who had gone
through radical prostatectomy due to prostate cancer.

MATERIALS AND METHODS

This is a non-randomized study with retrospectively
collected data from 69 patients. All patients underwent
open (retropubic) radical prostatectomy because of the
presence of histologically confirmed, localized prostate
cancer in any of the listed clinical Stage (cT1-cT3NOMO).
Determining factor, in which patients we will make
preservation of the internal sphincter of the bladder
neck and in which not, is the intra-operative finding,
i.e. the presence of fibrous tissue periprostaticaly that
changes the quality of the bladder wall. Of a total 69
patients, in 44 we did precise resection of the bladder
neck with preservation of the internal sphincter, with the
ultimate aim of improving the functional results (urinary
continence) after radical prostatectomy. In 25 patients,
the resection of the bladder neck was done without
extensive conservation of the sphincter; this group of
patients is used as a control group. All patients were
operated in the period of 2014-2016 in the Department
of Urology of the City General Hospital “September 8-th”
Skopje by the surgical team with more than 10 years
of experience in this field of surgery. Both groups of
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patients included in this study are operated in the same
time frame, only the control group patients were the
prior operations and the examined ones were mostly in
the later years of this time period. In all these patients
there has been made an attempt to do nerve spearing, i.e.
preservation of the is neuro-vascular bundle.

Preoperative staging and evaluation were performed
according to the guidelines of the European Association of
Urology. All patients included in the study were continent
before surgery. Variables that are being examined are
urinary continence after removing the catheter and
erectile function in patients after the surgery.

The rates of complications after reconstruction of
the bladder neck (strictures on the vesico-urethral
anastomosis) were also analyzed. Because all the cases,
the examined and the control group, have about the same
incidence of the stricture and it usually occurs more than
1year after the operation, we do not expect its impact on
the final outcome of this study. There were no cases of
acute and chronic urinary retention.

In the postoperative period the patients were examined,
every 3 months: the 3™ 6™, 9t and 12t month. For the
purposes of this study, patients were asked to answer to
questionnaire ICIQ-UI-SF (15), which is standardized and
translated in Macedonian language and is a shortened
version of the long form for incontinence and disturbance
of quality of life. We chose the shortened version because
often patients complain and do not want to participate
in studyes if it requires too much engagement from their
side.

This questionnaire has a scoring system that ranges from
0-21 marks and is quite easy to use in everyday practice
at the secondary and tertiary level, because it provides a
quick and accurate assessment of how patients experience
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urinary incontinence and to what extent it is happening.
Apart the ICIQ-UI questionnaire, patients answer to the
IIEF-5 questionnaire for erectile dysfunction as well.
Moreover, in each patient the standard postoperative care
has been done. In the statistical analysis of these data is
used Chi square test and the results showed significant
difference (for p <0.05) regarding the continence in the
patients. As for the erectile function, the test showed no
significance between the examined group and the control
group (p> 0.05).

Description of the surgical method used in the study:

After liberating the prostate in a retrograde manner
(apex release, dissection of the urethra, and retrograde
dissection of the vascular loops) we continue to the
prostate dissection near the bladder. This is the most
important part of the procedure for the postoperative
continence. The dissection has to be performed in such
manner that the rabdosphincter will not be detached of
the bladder wall. This will allow the muscle fiber to heal
in a more natural manner and the electrophysiology of
the muscle will not be damaged. After this, eversion of the
lining of the bladder is performed. Additional individual
sutures, using Vicryl 2/0, can be set if there is need for
reinforcement of the serosa of the bladder. This is the
procedure which was performed in the experimental
group. In the control group, however, because of the local
finding, the neck of the bladder was very stratified and had
to be reconstructed in a so-called “tennis racket” manner.
This is done to ensure the realignment of the muscle
fibers and the bladder neck. In all patients dull and sharp
dissection was done to the neuro-vascular budles without
using electrocautery devices in order to leave the nerve
endings intact. Vesico-urethral anastomosis is created
with 6 individual sutures Vycril 2/0 (picture 1).

Picture 1. Ivchev et al. Dissection of the bladder neck with preservation of the inner sphincter. A) top left- removal
of the prostate, B) top right- preserved bladder neck with urethra C)bottom left- resection of the urethra

and D) bottom right - preparing for the anastomotic stitches.
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RESULTS:

Patients that had preserved inner sphincter mechanismand

Figure 2. The rate of continence in the control group

blad(.ier neck during their radical prostatectomy,' achievgd CORBFt(gl%FSRUP ICIQ points inl\élgrlllttilrli gﬁe ED points
continence much sooner, but the rate of continence in 1 0 0-3 Z
the examined and the control group both after 12 months % 1(5) ig 2‘
remained unchanged (showen in figure 1and 2). 4 14 S12 4
. . . . 5 6 3-6 4
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% g (3)‘35 3 79.5% of the patients with preserved inner sphincter were
2 0 0.3 4 continent before month 9, and only 20.4% of those without
%(53 8 (3) - 2 3 preservation of the bladder neck (shown in figure 3).
2] 13 >12 4 Figure 3. Continency before and after 9 months.
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The rate of anastomotic stricture and erectile dysfunction
remained unchanged. The careful preserving of internal
sphincter and bladder neck shows that the remains of
the internal sphincter makes passive closing mechanism
that helps the continence in the patients till the distal
sphincter takes over the control. This happens much
later in the postoperative time due to the complexity of
the distal sphincter.

DISCUSSION

Investigated in our study was the technique of
preservation of the bladder neck during a prostatectomy.
Many other techniques for the bladder neck exist, like
tunelisation of the bladder neck using a circular stitching,
intussusception of the bladder neck and plication of the
bladder neck. The effectiveness of these techniques has
not been confirmed in large prospective studies, although
their use is rational from an anatomical point of view.
Published long-term results are limited. Several studies
mention the increased risk of complications associated
with more aggressive techniques of reconstruction of
the bladder neck. Possible explanation for the rapid
restoration of continence is the presence of so-called

proximal passive mechanism for closing the opening in
the neck of the bladder.

In these limited follow-up period in some patients
occurred strictures on the vesico-urethral anastomosis,
but the rate is low. In addition, it can be said that the
greatest risk of anastomotic stricture is present in the
first postoperative year. In the opinion of some urologists,
the area of the bladder neck after prostatectomy did not
play a significant role in urinary continence. Proponents
of this theory suggest that achieving continence is only
a matter of time necessary for the distal sphincters
that are quite complex to take the leading role. We
believe that early after the surgery (up to 6 months)
the mechanism of the passive proximal closure may be
beneficial to the urinary control and can compensate
at least partly from changes in abdominal pressure.
Later, structural and functional correction of the distal
sphincter is important in all patients because it can
cause a significant difference in the rate of continence
among the subjects examined after the 12th month
of operation. The obvious limitation of our study may
come only by the fact that although we are trying to do
preservation of the neuro-vascular pedicle, objective way
to prove how much of it is damaged or not, does not exist.
Since we know that nerves play a big role in the quick

Original scientific paper I

functional reconstruction of the sphincter mechanism,
the preservation of the nerv bundle can be a reason for
bias in the study.

CONCLUSION

Continence recuperates much faster in patients with
preserved inner sphincter mechanism and bladder
neck after radical prostatectomy. There is also evident
reduction in the grade of remaining incontinence .The
effect is insignificant after the 12-th postoperative month.
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Y/IOTATA HA 3AYYBYBAETO HA BHATPEIIHHOT COMHKTEPEH MEXAHM3AM i BPATOT
HA MOUHHOT MEYP BO PAHOTO BPARAILE HA YPTHAPHATA KOHTHHEHTHOCT I1PH
I3BEJYBAILE HA PAJIUKAJTHA PETPOITYBHYHA ITPOCTATEKTOMUJA

WBues J., Yunyposcku ., CtojaHocku .

I'papicka ommrra 6omauiia “8" CenrremBpu” CKomje, YPOJIOLIKO Ofiie/IeHue

ABCTPAKT

Ilen: /la ce mporenn yrorata Ha 3adyByBarbeTO Ha BHATPEIIHUOT CPUHKTED Ha YpUHApPHATA KOHTUHEHTHOCT Kaj
MalVeHTy Kaj Ko e HarpaBeHa paJiuKajiHa ITPoCTaTeKTOMU]a MOpaJu KapIlMHOM Ha TTpoCTaTUYHATa >KJe3/a.

Marepujan 1 metomu: OTBOpeHa peTporyOMUHa ITPOCTAaTeKTOMKja HallpaBeHa e Kaj 69 malueHTH Ha YPOJIOIIKOTO
onesieHne, ol KoM Kaj 44 raleHT HallpaBeHo € BHUMATETHO 3aUyBYBake Ha BHATPEIIHUOT CC(OMHKTEPEH MeXaM13aM
Ha BpaTOT Ha MOYHMOT MEYp, a Kaj KOHTPOJIHaTa rpyra of 25 MalyeHTH HallpaBeHa e orepauuja 6e3 3auyByBambe Ha
BHATPELIHNUOT C(OUHKTED. PETPOCIIEKTUBHO, TO YIIOTPeOUBME CTaHAAPAHUOT MeryHapozeH mpatuanduk 1CIQ-UI-SF u
IIEF-5, kou Gea mpeBeieH U afarTUpaHy Ha Haum ycoBu. CuTe nalyeHTy bea onepupatu Bo nepuogor o 2014 no
2015 roguna.

Pesynraru: [laienTyuTe Kou MMaa 3adyBaH BHATpellleH c(pMHKTepeH MexaHu3aM U BpaT Ha MOUHMOT MeYp 3a Bpeme
Ha HUBHATa pajuKasHa IIpocTaTeKTOMMja, AoOMja KOHTHUHEHTHOCT MHOTY TTOpaHo, HO CTarKaTa Ha KOHTMHEHTHOCT
Kaj ABeTe rpynu rocie 12 meceu octaHa HerpoMeHeta. CTerneHOT HAa MHKOHTHMHeHIIMja ce [0 9-TUOT Mecel]
rocToriepaTuBHO, Oellle eBUIIEHTHO TOHM30K Kaj McruTyBaHara rpyrna. CrarmkaTa Ha CTPUKTYPU HA MECTOTO Ha
aHacToMO3aTa M Ha epeKTWIHaTa NucyHKIMja OCTaHaa HeITPOMEHETH.

3aKJIyUoK: 3auyBaHMOT BHaTpellleH CHUHKTED OBO3MOJKYBa IMacHMBEH MeXaHW3aM Ha 3aTBOpame Koj ja romara
KOHTHMHETHOCTA Kaj MalMeHTUTe ce HoJleKa AUCTaJIHUOT CPUHKTED ja MpeB3emMe KOHTPOIaTa, IITO Cce CIydyBa MHOTY
MTOKACHO BO ITOCTOIEePATUBHUOT ITEPUO].

Knyunu 360poBu: VIHKOHTUHEHTHOCT, pajiiKaHa [IPOCTaTeKTOMUja, BHATPELIeH CUHKTEP.
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ABSTRACT

Patients and their relatives are the only source of data for information on the dignity and respect with which they
treated and the best source of information on patients’ needs. A health service that does not listen to complaints
is unlikely to reflect its patients’ needs.

The purpose of this study was to assess the patient complaints and patient satisfaction with healthcare services
as a measure of the quality of hospital care.

Material and methods: This is a cross sectional study. Data collection was conducted through a standardized
questionnaire. The study included 2605 patients aged 15+, who were randomly selected and who have been
hospitalized in clinics of the University Clinical Center of Kosovo and other public and private hospitals in Kosovo.
Analysis of data is made using statistical programs (Statistica for Windows 7,0 and SPSS 17.0). Chi square test and
Fisher exact test, were used to determine the difference between attributive variables in two groups. To determine
the statistical significance we used a significance level for p <0.05 and p<0.01.

Results and discussion: A total of 1054 (51.3%) of patients in public hospitals and 357 (71%) of private hospitals
reported they have information about right for formal complaint. For p <0,0001, we found a significant difference
between level of awarenes of patients in public and private hospitals for the opportunity to a formal complaint
in the hospital (Chi-square: 80,935, df = 2, p = 0,0001). The reason for the complaint of the patients hospitalized in
the public hospital is about 2,619 times greater than patients in private hospitals [OR = 2,619 (1.955-3508) 99% CI].

Conclusion: Rigorous analysis of the patient complaints will help to identify and solve problems in patient safety
and better quality of care.

Keywords: Assessment, complaints of patients, public and private hospitals, Kosovo

INTRODUCTION

Quantitative measurement of patient complaints is a authorities believe that quality-assurance measures
comparative measure of service quality, (1-3) and several should include patient satisfaction and an analysis of
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patient complaints.(3-5). “A health service that does not
listen to complaints is unlikely to reflect its patients’
needs. One that does will be more likely to detect the
early warning signs that something requires correction,
to address such issues and to protect others from harmful
treatment.” “A complaints system that does not respond
flexibly, promptlyand effectively to thejustifiable concerns
of complainants not only allows unacceptable practice to
persist, it aggravates the grievance and suffering of the
patient and those associated with the complaint, and
undermines the public’s trust in the service” (8). The
need for continuous improvement of quality and safety
in the provision of patient care has become axiomatic.
Patients and their relatives are the only source of data for
information on the dignity and respect with which they
are treated and the best source of information on patient
education and pain-management (9).

Assessment, monitoring and exploration of patient
complaints and patient satisfaction data provide one
indicator of quality of care (10), that can contribute to
clinical care improvement strategies (11) and provide
health care consumers input into improvement of
health care services and delivery (12). Patient complaint
and satisfaction data is used for two purposes. Firstly
to evaluate patient care and secondly to predict patient
‘consumer’ behaviour (ie will they recommend a health
care service or return for care in the future) (13). Ware et
al proposed characteristics of the health care providers
and services that influence patient satisfaction. The
dimensions of patient satisfaction include: art of care
(caring attitude); technical quality of care; accessibility
and convenience; finances (ability to pay for services);
physical environment; availability; continuity of care;
efficacy and outcome of care (13). The first study published
by Ooi identifed standard of care and communication
issues as the major sources of complaints (14). Although
there was no standard categorisation system across
different studies, the main reasons for complaints
revolved around standard of care, communication and
waiting time issues (15, 16, 17). It has been reported that
female patients generate more complaints than male
patients (18, 19) but the reason is not known. Likewise,
the higher complaint rate in public patients has not been
explained.

The purpose of this study was to assess the patient
complaints and patient satisfaction with healthcare
services as a measure of the quality of hospital care in
public and private hospitals in the territory of Kosovo.
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MATERIAL AND METHODS

This is a quantitative analytical study - cross sectional
study. Data collection was achieved through a survey
using a standardized questionnaire. Quality is measured
based on selected and defined key performance indicators
(KPIs) for the process and results of the process. Survey
questions related to perceptions of hospital care by
measuring service conditions, organization of hospital
care, and patient communication - health personnel. The
questions were grouped and measured seven aspects of
patient care: 1. Admission to the hospital; 2. Condition
of the patient before hospital admission; 3. Stay in the
hospital; 4. Treatment and opinion on the conditions in
the hospital; 5. The way how the hospital meets the needs
of the patient; 6. Discharge from the hospital; 7. The overall
experiences and impressions of their stay in hospital. To
ensure a fully representative of the population in this
study were surveyed a total of 2605 respondents with 95%
level of significance (CI) and confidence interval 2. Target
group were respondents who were admitted to hospital
in 2015 and early 2016, within 12 months before the time
of the survey. The survey included 2605 respondents
15+, who were selected randomly and who have been
in hospital or clinics of University Clinical Center of
Kosovo and other public and private hospitals in Kosovo.
Processing of data obtained from the survey is made using
appropriate statistical programs (Statistica for Windows
7,0 and SPSS 17.0). Pearson Chi square test and Fisher
exact test, are used to determine the difference between
certain attribute dichotomous variables in two groups of
subjects. The risk factors were quantified using terms of
probabilities (Odd ratio - OR). Spearman rank correlation
coefficient was used to determine the association
between non-homogenite numerical statistical series. To
test the significance of the differences between certain
independent parameters with an irregular distribution
of frequencies used are non-parametric tests for
independent samples and consequently Mann Whitney U
test and Kruskal Wallis test. Multiple linear regression
analysis was used for identifying and quantifying the
significant independent predictors. To determine the
statistical significance we used a significance level for p
<0.05 and p <0.001.

RESULTS

To evaluate the possibilities of complaint that patients in
public and private hospitals, within the survey asked three
questions with possible answers: a) Yes b) No c) Not sure.
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To the question “Are you informed that you are eligible
for a formal complaint to the hospital” a total of 1054
(51.3%) patients in public hospitals and 357 (71%) in private
hospitals reported that they have information. Statement
“not sure” gave 149 (7.2%) patients from the public and 50
(9.9%) patients in private hospitals. For p <0.05, found a
significant difference between patients in public and
private hospitals in the awareness of the opportunity for
a formal complaint to the hospital (Pearson Chi-square:
80,935, df = 2, p = 0,0001). Further analysis to answer yes
/ no, indicated no significant difference between patients
in two groups (Pearson Chi-square: 84,353; df = 1; p =
0,0001). The probability of patients hospitalized in public
hospitals, to be informed of the appeal is 66.8% lower
compared with patients in private hospitals with real
population effect between 73,9% and 57,6% [OR = 0,332
(0,261 - 0,424) 99 % CI] (table 1, chart 1).

Table. 1. Descriptive analysis of the sample in a
hospital and reporting to a formal complaint

Notice of the right to Hospitals
formal complaint to - Total
the hospital Public | Private
N 1054 357 1411
Yes
% 51,26% 70,97%
N 853 96 949
No
% 41,49% 19,09%
I’m not N 149 50 199
sure % 7,25% 9,94%
N 2056 503 2559
Total
% 80,34% 19,66% 100%
Pearson Chi-square: 80,935, df=2, p=0,0001*  *significant for p<0,05
Pearson Chi-square: 84,353, df=1, p=0,0001* yes/no
80 70,97
60 51,26
41,49
40
19,09
20 7,25 9,94

Public hospitals Private hospitals

mYes mNo mI'mnotsure

Chart1. Descriptive analysis of the sample in a

hospital and reporting to a formal complaint

An analysis of the interrelation between the notification
of the right to formal complaints and the overall
satisfaction of patients from public or private hospitals.
In public hospitals, consequently determined the
existence of linear positive weak correlation (Spearman
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Rank Order Corellation: R = 0,213) ie with increasing
awareness of complaint grows and patient satisfaction. In
private hospitals, consequently determined the existence
of a strong positive linear correlation (Spearman Rank
Order Corellation: R = 0,435) ie with increasing awareness
of complaint grows and patient satisfaction.

The question “Did you have any reason to complain
during your stay?” A total of 521 (25.5%) of patients
in public hospitals and 58 (11.5%) patients in private
hospitals said they had cause for complaint. Statement
“not sure” gave 94 (4.6%) patients from public and 29
(5.8%) patients from private hospitals. For p <0,05,
found a significant difference between patients in public
and private hospitals in terms of having a reason for
complaint (Pearson Chi-square: 44,976; df = 2; p = 0,0001).
Further analysis to answer yes / no indicated significant
difference between patients in the two groups (Pearson
Chi-square: 44,118; df = 1; p = 0,0001). The probability
of patients hospitalized in public hospitals have cause
for complaint is about 2,619 times greater than patients
in private hospitals [OR = 2,619 (1,955 - 3,508) 99% CI].
Analysis by type of hospital and having the reason for
appeal is given in Table 2.

Table 2. Descriptive analysis of the sample in a
hospital and having a reason for complaint

Having a reason for Hospitals Total
complaint Public Private
N 521 58 579
Yes
% 25,51% 11,53%
No N 1427 416 1843
% 69,88% 82,70%
N 94 29 123
I'm not sure
% 4,60% 5,77%
N 2042 503 2545
Total
% 80,24% 19,76% 100%
Pearson Chi-square: 44,976, df=2, p=0,0001** significant for p<0,05
Pearson Chi-square: 44,118, df=1, p=0,0001* yes/no

The question “Have you submitted a complaint?” 94 (4.7%)
of patients in public hospitals and 10 (2.1%) patients in
private hospitals said that they submitted a complaint.
For p <0,05, we found a significant difference between
patients in public and private hospitals in terms of having
a reason for complaint (Pearson Chi-square: 6,269; df =
2; p = 0,012). The probability of patients hospitalized in
public hospitals to appeal is 2,272 times greater than
patients in private hospitals [OR = 2,272 (1,174 - 4,394) 99%
CI]. Despite the fact that patients in public hospitals have
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reason for complaint, they do not present complaint,
this can be explained by the fact that may be fear of
punishment during treatment (Table 3).

Table 3. Descriptive analysis of the sample in a
hospital and complaint
. Hospitals
Complaint , Total
Private
N 94 10 104
Yes
% 4,66% 2,11%
N 1924 465 2389
No
% 95,34% 97,89%
N 2018 475 2493
Total
% 80,95% 19,05% 100%
Pearson Chi-square: 6,269, df=2, p=0,012* * significant for p<0,05

The respondents were asked two questions of which the
first relates to their personal assessment of the impact
of hospitalization on improving the health condition
and the second relates to the assessment of length of
stay in hospital. Regarding the question “How much you
have been helped during hospitalization?”, Patients were
able to choose one of five possible answers: a) much; b)
partially; c) slightly; d) not at all; e) I'm not sure / on.

Table 4.  Descriptive analysis of the sample by
type of hospital and post how much help

hospitalization
“How much did you Hospital
been helped during B Total
hospitalization? Pri
Public rivate
N 410 224 634
Much
% 19,71% 44,27%
N 1502 281 1783
Partially
% 72,21% 55,53%
N 126 1 127
Slightly
% 6,06% 0,20%
N 25 0 25
Not at all
% 1,20% 0%
N 17 0 17
I'm not sure / a
% 0,82% 0%
N 2080 506 2586
Total
% 80,43% 19,57% 100%
Pearson Chi-square: 91,85, df=4, p=0,00001*  * significant for p<0,05
Pearson Chi-square: 108,39, df=1, p=0,00001* a lot / partially
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410 (19.7%) of patients in public hospitals and 224 (44.3%)
in private hospitals have been helped by the staff
«much», «<moderate» from 1502 (72.2%) patients from a
public hospital and 281 (55.5%) in the private sector. Only
1 (0.2%) patients in private and 126 (6.1%) than those in
public hospitals declared the assistance of personnel
during hospitalization as «minor». For p <0.05, we found
a significant difference between patients in public and
private hospitals in the comments what was assistance
during hospitalization (Pearson Chi-square: 91.85; df = 4,
p = 0.00001) in addition to opinion positive patients from
private hospitals. Further analysis of the respondents /
part noted that for p <0.05, there is a significant difference
between patients in public and private hospitals (Pearson
Chi-square: 108.39, df = 4, p = 0.00001 ) in addition to
patients from private hospitals ( Table 4).

The survey was analyzed in relation to the question “How
would you rate the length of time you have spent in the
hospital?”. They were given four possible answers: a) it
should; b) very short; c) very long and d) I'm not sure / on.
Total 1273 (61.8%) of patients in public and 401(79.2%) than
those in private hospitals consider the length of stay was
“Adequate time”. Patients in public or private hospitals
assessed the length of hospitalization as “very short” of
consequently 368 (17,9%) v.s. 67 (13.2%); “Very long” for the
consequent 240 (11,7%) v.s. 2 (0.4%) and “not sure / ‘for the
consequent 178 (8,6%) v.s. 36 (7.1%).

Table 5:. Descriptive analysis of the sample in a
hospital and opinion on the length of

hospitalization
Opinion on the length of Hospitals
n on th ! Total
ospitalization Public Private
N 1273 401 1674
Adequate time
% 61,83% | 79,25%
N 368 67 435
Alot short
% 17,87% 13,24%
N 240 2 242
Very long
% 11,66% 0,40%
N 178 36 214
I'm not sure
% 8,64% 711%
N 2059 506 2565
Total
% 80,27% | 19,73% 100%
Pearson Chi-square: 76,764, df=3, p=0,00001* * significant for p<0,05

Pearson Chi-square: 14,626, df=1, p=0,0001*
Pearson Chi-square: 68,093, df=1, p=0,0001*
Pearson Chi-square: 36,092, df=1, p=0,0001*

Adequate time/ A lot short
Adequate time/ very long
very long / A lot short
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For p <0,05, found a significant difference between
patients in public and private hospitals on the comments
for the length of hospitalization (Pearson Chi-square:
76,764; df=3; p=0,00001). Further analysis indicated that,
for p<0,05, there is a significant difference between
the two patient groups with regard to each of the
combinations of possible answers (Table 5, chart 2).

79,25

70 61,83

60
50
40
30
20
10

0

Adequate time

17,87
13,24

Alot short

11,66

m

Very long

8,64 7,11

I'm not sure

W Public hospitals  m Private hospitals

Chart2. Descriptive analysis of the sample in a
hospital and opinion on the length of
hospitalization

DISCUSSION

A range of clinical, management and relationship issues
underlie patient complaints. The systematic collation
of data on patient complaints potentially provides a
mechanism through which the standard of healthcare can
be monitored and system-level interventions developed
(20). In the final report (6) the impression that this sense
of confusion caused by lack of information made people
fear that they or their relative had not received the right
care. As a result, they were more likely to question the
treatment or make a formal complaint.

Complaints analyses, though not without limitations,
help to highlight service gaps that need to be bridged,
and procedures and policies that need to be changed.
Findings could also be translated into staff training
goals. Although it is unlikely that patients’ complaints
can ever be totally eliminated because it is impossible to
“please all of the people all the time”, particularly where
it hinges on standard of medical care, communication
and systems that could be improved. On the other hand,
there must also be appropriate checks and balances,
to ensure that doctors can continue to practise good
medicine in the wider interests of all patients with the
confidence that the hospital will stand up for them if
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the complaints are not valid. Only with such actions
doctors can feel safe to practise cost-effective medicine.
Staff-patient communication and organisation/logistics
must be continually improved to reduce complaints,
while upholding a good standard of care. (21) Patient
complaints provide a valuable source of insight into
safety-related problems within healthcare organisations
(22) thus, patient complaints can provide important and
additional information to healthcare organisations on
how to improve patient safety (23). Studies of patient
complaints do not have comparison data on complaint
rates. Some studies found that female patients generate
more complaints than male patients (18,19) but the
reason is not known. Overall complaint rate in Australian
hospital is 1.12 complaints/1000 patients, but a higher
rate was reported in a US hospital (5 complaints/ 1000).
Complaints relating to communication were common,
as also reported in other studies (4). Studies evaluated in
this systematic review do not support the claim that the
private sector is usually more efficient, accountable, or
medically effective than the public sector (7).

This indicates a fundamental failure of staff to
interact appropriately with patients (24). Lack of clear
communication and not updating the patient or family
members if the patient’s condition changes is one item
from most 10 items compiled (25) which they note should
be used as a conversation starter in healthcare.

CONCLUSION

Information on the possibility of complaints, had a
slightly higher percentage in private hospitals. Reasons
for complaints were higher in public hospitals, but not
declared enough, perhaps for fear of punishment receiving
health services. Rigorous analyses of patient complaints
will help to identify and solve problems in patient safety.
To achieve this, it is necessary to standardise how patient
complaints are analysed and interpreted. Furthermore
explanation, information provision, and resolution of
misunderstandings contributed to a successful outcome
for many patients, suggesting that communication
problems may underpin most complaints lodged.
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ABSTRAKTI

Pacientét dhe té aférmit e tyre jané burimi i vetém i té dhénave pér informacion mbi dinjitetin dhe respektin me
té cilin ata trajtohen dhe burimi mé i miré i informacionit mbi nevojat e pacientéve. Njé shérbim shéndetésor gé
nuk e dégjon ankesat nuk ka gjasa pér té reflektuar nevojat e pacientéve té saj.

Qéllimi i kétij studimi ishte pér té vlerésuar ankesat e pacientit dhe kénagésiné e pacientit me shérbimet e
kujdesit shéndetésor, si njé masé e cilésisé sé kujdesit spitalor.

Materiali dhe metoda: Ky studim éshté njé studim transversal - cross sectional. Mbledhja e té dhénave éshté
realizuar pérmes pyetésorit té standardizuar. Studimi pérfshiu 2605 pacienté té moshés 15+, té cilét jané zgjedhur
né ményré té rastésishme dhe té cilét kané gené té hospitalizuar né klinikat e Qendrés Klinike Universitare
té Kosovés dhe spitalet e tjera publike dhe private né Kosové. Analiza e té dhénave éshté béré duke pérdorur
programet statistikore (Statistica for Windows 7,0 dhe SPSS 17.0). Chi square dhe testi Fisher jané pérdorur pér té
pércaktuar dallimin né mes té variablave atributive né dy grupe. Pér té pércaktuar réndésiné statistikore kemi
pérdorur nevelet e besueshmerisé pér p <0.05 dhe p <0.01.

Rezultatet dhe diskutimi: Njé total prej 1054 (51.3%) té pacientéve né spitalet publike dhe 357 (71%) té spitaleve
private kané raportuar gé kané informacion. Pér p<0,0001, gjetém njé ndryshim té réndésishém midis pacientéve
né spitale publike dhe private né vetédijen e mundésive pér njé ankesé formale né spital (Chi-testi: 80,935, df = 2,
p = 0,0001. Arsyea pér ankesa e pacientéve té hospitalizuar né spitalet publike éshté rreth 2,619 heré mé e madhe
se sa pacientét né spitalet private [OR = 2,619 (1,955-3.508) 99% CI].

Pérfundimi: Analiza rigoroze e ankesave té pacientéve do té ndihmojé pér té identifikuar problemet dhe zgjidhjet
né siguriné e pacientit dhe kujdesin cilésor.

Fjalét bosht: Vlerésimi, ankesat e pacientéve né spitalet publike dhe private, Kosova
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ABSTRACT

Purpose: Conservative renal surgery has become the gold standard treatment for small and peripheral malignant
kidney lesions or in cases of reduced renal function or bilateral lesions.(1)

The first nephron-sparing surgery (NSS) for a renal tumor was done by Czerny in 1887.(2)

Aim: Our objectice is to analyze the importance of renal tumor size and his localization in kidney in success rate
of NSS in our operated patients.

Material and methods: We retrospectively analyzed our database relating to the use of NSS in 33 ptts from 216
ptts. operated for renal tumor in the cohort study January 2000 through December 2015. All patients included
in analysis were with a single renal mean tumor size 3,6 cm ( range 3,2 - 4,3cm) and with a normal contralateral
kidney.

Results: We have performed 33 nephron sparing surgeries in a total of 216 patients, 16 were female and 17 were
male. The patients mean age was 49 = 9.5 years and in all patients the indication was elective. In 19 patients lesions
were located in the upper pole, 13 in the lower pole. One case was with meso-renal location. In our study, NSS
corresponds to 26 % of the operated tumors, but in other series reaches from 20 - 32% of the performed partial
nephrectomies.(5)

Conclusiones: In patients with solitary, small localized, unilateral renal tumors with normal contralateral kidney,
elective open NSS is safe and provides excellent long-term local control.

Keywords: NSS, open surgery.

INTRODUCTION

Conservative renal surgery has become the gold standard In 1950, Vermooten first suggested that localized RCC
treatment for small and peripheral malignant kidney could successfully be excised while leaving a surrounding
lesions or in cases of reduced renal function or bilateral area of normal renal parenchyma.(4) Nephron sparing
lesions.(1) surgery provides effective therapy in patients with a
solitary sporadic renal tumor 4 cm or less and in presence
of normal contralateral kidney or in presence of an
anatomic or functional solitary kidney.(4)

The first nephron-sparing surgery (NSS) for a renal tumor
was done by Czerny in 1887. (2)

Nephron sparing surgery provides effective therapy in
patients with a solitary sporadic renal tumor 4 cm. or
less and in presence of normal contralateral kidney or in
presence of an anatomic or functional solitary kidney. (3) Recent studies have suggested that nephron sparing

However, the optimal selection criteria for NSS have not
yet been defined.

Revisté mjekésore - MEDICUS | 28

IS ISP



ANy

surgery and radical nephrectomy provide equally
effective therapy for patients with small (less than 4 cm),
solitary, unilateral renal cell carcinoma and a normal
contralateral kidney . (5,6)

The indications for nephron-sparing surgery in patients
with unilateral renal tumor and a completely normal
opposite kidney are not established, and radical
nephrectomy should still be considered the treatment of
choice in this setting. (7)

Partial nephrectomy in patients with a normal
contralateral kidney is still under discussion. However,

the optimal selection criteria for NSS have not yet been
defined.

Partial nephrectomy in solitary kidneys carries the risk
of tumor progression as well as loss of renal function
but more and more surgeons perform nephron sparing
surgery in these patients with good results . (8,9)

The risk of local recurrence depends primarily on the
initial local pathological tumor stage.

By some studies the risk of multifocal disease is low at
less than 5% when the maximal diameter of the primary
tumoris 4 cm or less. The reported incidence of multifocal
renal cell carcinoma (RCC) is approximately 15% and it
also depends on tumor size, histology and stage. (10)

For renal cell carcinoma long-term cancer-free survival
is comparable to that after radical nephrectomy,
particularly for low stage disease.

The various series have proved that NSS technical success
rate is safe, cost-effective and results in low morbidity.
(11,12)

AIM

Our aim is to analyze the importance of renal tumor size
and his localization in kidney in success rate of NSS in our
operated patients.

MATERIAL & METHODS:

We retrospectively analyzed our database relating to the
use of NSS in 33 ptts from 126 ptts operated for renal
tumoral mass in the cohort study January 2000 through
December 2015.

The majority of tumors lesions were incidental findings by
ultrasound abdomen (US), contrast enhanced computed
tomography (CECT) or magnetic resonant imaging (MRI)

Original scientific paper I

abdomen scan in 26 cases for various medical indications
and symptomatic ( with flank pain) only in 7 cases.

Radiographic data was used to exclude locally advanced
or metastatic disease.

The relevant data of 33 patients were analyzed, with
special focus in the size of the renal tumor obtained
from radiological investigations, the operative details
(the need for clamping the renal pedicle, the marking
out the limits of the visible lesion about 5 mm), pathology
results (sending tumor and perirenal fat), intra- and
postoperative complications and follow up by radiological
investigations.

RESULTS

We have performed 33 nephron sparing surgeries in a
total of 216 patients, 16 were female and 17 were male.
All patients included in analysis were with a single renal
mean tumor size 3,6 cm (range 3,2 - 4,3) and with a normal
contralateral kidney.

The patients mean age was 49 + 9.5 years and in all
patients the indication was elective. In 19 patients lesions
were located in the upper pole, 13 in the lower pole.

One case was with meso-renal location. There were no
patients with bilateral tumors and no patients with
tumors in a solitary kidney. The open approach was used
in all cases.

Body 10 Venous Phese C2 | | Age 48

05 bar 20
135885

Fig. 1 Preoperative CECT scan

The general approach involves an extraperitoneal flank
incision through the 11" and 12" ribs.

The kidney is mobilized within Gerota’s fascia while
leaving the perirenal fat around the tumor intact.
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Intraoperatively afterwards we delimiting perfectly the
tumor mass in the kidney, we clamp the pedicle (vascular
tape) in selected cases before performing the tumor
excision in their border. Arterial occlusion was less than
20 min to minimize ischemic injury to the kidney.

Tumors confined to the upper or lower poles of the
kidney are generally excised by means of a partial polar
nephrectomy only in one case performed segmental
resection. The mean tumor size was 3,6 cm ( range 3,2-
43).

In routine we sent for pathologic examination the
surgical margins in the rim of normal parenchyma in
the visible lesion about 5 mm from the tumor border for
pathogy examination based on intraoperative palpation.
They were divided especially. Tumor and kidney tissue
samples obtained from the surgical specimen, fixed in
buffered neutral formalin and embedded in paraffin were
investigated. Tissue sections were cut and stained with
haematoxylin and eosin (H&E).

3 ;! > Ad Veies
=2 3 N v ’ RN e

Fig. 2 Tissue sections stained with (H&E).

In all cases we perform a technique of serial encircling
(running) haemostatic sutures through the renal
parenchyma around the tumoral bed. In some cases
where the tumor was in close proximity to the pelvi-
calyceal system, based on preoperative imaging study the
suspicious area was closed by absorbable sutures. The
renal defect was closed using approximating vicryl.

After surgical reconstruction, in the next minutes we
observe the renal reperfusion and possible bleeding
in operative area. There were no major intraoperative
complications.

In all cases we leave a drainage tube for two to three days.

The pathologic findings demonstrate a RCC in 30 cases
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and benign lesions in 3 patients ( 9 %).

The histological reports showed in majority of patients
RCC(clear cell carcinoma, papillarycarcinoma) pT, N M0/,
Grade 2 with no positive surgical margins. In three
cases it was benign laesions (angiofibrolipoma-1,
angiomyolipoma-1, pyelonephtitis xanthogranulomatosa
-1). Only one case was with positive surgical margins.

The patient who shows delayed bleeding for two days
subsequent nephrectomy was performed. In that case
the tumor size was 4,3 cm with meso-renal location. The
subsequent nephrectomy was positive for residual tumor
(RCC).

Fig. 3 Postoperative CECT scan

In our study, NSS corresponds to 26 % of the operated
tumors, but in other series reaches from 20 - 32% of the
performed partial nephrectomies.(5)

The ultrasound was performed at one to three months
postoperatively.

CECT / MRI was used subsequently six-monthly for two
years and then yearly.

radiological investigations shows no local recurrence, no
metastasis.

Also no one of these patients developed a tumor in the
contralateral kidney after NSS.

The mean follow-up by laboratory tests and US / CECT /
MRI was 42 months ( 3,5 years).

Patients experienced postoperatively no deterioration in
renal function.
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DICUSSION

Our data shows that in selected cases where the tumor
size was < 4 cm, the implementation of NSS offers long-
term benefits in terms of functional results and a good
cancer control. Nephron-sparing surgery has been
increasingly used in patients with small localized renal
tumors as with safety and maximum preservation of
renal function. (13) The improved surgical techniques
including better methods of hemostasis, preventing
ischemic renal damage and meticulous dissection have
significantly decreased intraoperative and postoperative
complications. For us one of the major concerns during
NSS was focused in careful preparation of the tumor
area and in adequate hemostasis of the resected surface
and this have translated into better long-term outcomes.
Earlier various reports have shown intraoperative and
delayed bleeding with secondary nephrectomy as its
complications. (14)

One other concern with this approach has been the risk
of local recurrence due to inadequate tumor excision or
tumor multifocality.

Based in our study, after a mean follow-up of 42 months
(3,5 vears), there was no one local recurrence.

By some authors the local recurrence and five-year
cancer-specific survival has been reported to be 0 % - 7.3
% and urinary fistula in 6,5% of cases. (15,16)

Our data shows that in selected cases where the tumor
size was < 4 cm, the implementation of NSS offers long-
term benefits in terms of postoperative results.

CONCLUSIONS:

Our results suggest that appropriate patient selection
criteria and technical surgical improvements are
important factors for satisfactory functional long-term
outcome.

Open nephron sparing surgery and laparoscopic radical
nephrectomy are relatively recent and significant
developments for treating patients with renal tumor and
they represent accepted standards of care in those with
a small renal mass and normal contralateral kidney. (5)

The NSS has become a method of choice in our
department in for patients with renal tumor size < 4 cm.
These data suggest that nephron sparing surgery (NSS)
can be performed with safety and maximum preservation
of renal function.
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ABSTRAKTI

Qéllimi i punimit: Té analizohet réndésia e madhésisé sé tumorit dhe té lokalizimit té tij né veshké né nivelin e
suksesit te kirurgjisé sé ruajtjés sé veshkés te pacientet tané té operuar.

Materiali dhe Metodat: Kemi analizuar né ményré retrospektive né bazén toné té té dhénave aplikimin e kirurgjisé
sé ruajtjés sé veshkés te 33 pacienté té operuar pér tumor né veshké né periodén kohore té studimit Janar 2000
deri né Dhjetor 2015.

Té gjithé pacientét e pérfshiré né analizé ishin me njé tumor té vetém né veshké me madhési mesatare 3,6 cm
(vargu 3,2 - 4,3 cm) dhe me veshké normale kontralaterale.

Rezultatet: Jané realizuar 33 raste me kirurgji té ruajtjes sé veshkés nga totali prej 216 pacientéve té operuar
pér tumor né veshké, 16 ishin femra dhe 17 ishin meshkuj. Mosha mesatare e pacientéve ishte 49 + 9.5 vite dhe te té
gjitha rastet indikacionet ishin elektive.Te 19 pacienté lezionet tumorale ishin té lokalizuar né polin e sipérm, né
13 raste né polin e poshtém,Te njé rast lokalizimi i tumorit ishte né mes té veshkés. Né studimin toné, kirurgjia e
ruajtjés sé veshkés korrespondon me 26% té tumoréve renal té operuar derisa né disa seri ajo hasét 20-32%.

Pérfundimi: Té dhénat tona tregojné se aplikimi i kirurgjisé sé ruajtjes té veshkés ofron dobi afatgjate né kuptim
té rezultateve funksionale dhe kontrollés té miré té tumorit.

Te pacientet tané gé iu kané nénshtruar kirurgjisé sé ruajtjes té veshkés nuk kemi hasur né paraqitjen e
metastazave dhe as né insuficiencé kronike té veshkave.

Fjale kyce: Kirurgjia e ruajtjes té veshkés, kirurgjia e hapur.
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ABSTRACT

Objective: The aim of the study was to correlate the results of cervical cytology and cervical biopsy in women with
squamous cell abnormalities of the uterine cervix.

Materials and Methods: This comparative retrospective study was conducted in a series of 184 sexually active
women, aged 20 to 60, who came to their annual gynecological exam at the University Clinic for Gynecology and
Obstetrics in Skopje between September 2015 and March 2016. In all 184 patients with cytologically diagnosed
squamous cell abnormalities of the uterine cervix, a colposcopic cervical biopsy with endocervical curettage for
histopathological analysis was taken, with was analyzed at the University Clinic for Radiotherapy and Oncology
in Skopje. The results of the liquid-based cytology smears and cervical biopsies were compared to evaluate the
diagnostic agreement between the cytology findings and the biopsies.

Results: Cytopathologically, there were 118 (64.13%) ASC-US, 22 (11.96%) LSIL, 38 (20.65%) HSIL and 6 (3.26%) invasive
carcinoma cases. Histopathologically, there were 108 (58.70%) non-neoplastic lesions, 24 (13.04%) LGSIL cases, 42
(22.83%) HGSIL cases and 10 (5.43%) invasive squamous cell carcinomas. Including all squamous cell abnormalities,
the sensitivity of the smear test in low-grade and higher grade lesions was 58.70% (108/184) and the false positivity
was 41.30% (76/184). Excluding ASC-US lesions, the sensitivity of the smear test was 78.80% (52/66) and the false
positivity was 21.21% (14/66). After evaluating cervical cytopathological correlation the positive predictive value
was found to be 100% (6/6) in invasive carcinoma, 68.42% (26/38) in HGSIL and 31.82% (7/22) in LGSIL.

Conclusions: The high sensitivity of the cervical smear test for high-grade squamous lesions shows that it is an
effective screening test for cervical cancer and precursor lesions.

Key words: cytopathology, histopathology, squamous cell abnormalities, liquid-based cytology, cervical biopsies

INTRODUCTION

Cervical cancer is the third most common malignancy 10% are adenocarcinomas and a small number are other
in women worldwide, annually with 500.000 newly types [2]. Various forms of squamous cell abnormalities
diagnosed cases and almost 250.000 deaths [1]. About 90% precede the appearance of the cervical cancer, which
of cervical cancer cases are squamous cell carcinomas, include a lot of progressive morphological changes, from
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productive human papillomavirus (HPV) infection-mild
dysplasia to carcinoma in situ [3].

A significant decrease in the incidence and mortality
of cervical cancer can be realized with effective
cervical cytology screening programs [4].The aim of the
Papanicolaou (PAP) smear test is to detect precancerous
cervix lesions before they become invasive cancer.
The accuracy of the PAP smear test is evaluated using:
sensitivity, specificity and predictive value. Evaluating
the correlation between cervical cytology and biopsy is
the best method of the determining the PAP smear test
accuracy. However, it is not a perfect methods due to the
potential sampling and interpretation errors [5].

The aim of the study was to correlate the results of
cervical cytology and cervical biopsy in women with
squamous cell abnormalities of the uterine cervix.

MATERIAL AND METHODS

This comparative retrospective study was conducted in
a series of 184 sexually active women, aged 20 to 60, who
came to their annual gynecological exam at the University
Clinic for Gynecology and Obstetrics in Skopje between
September 2015 and March 2016. In all 184 patients with
cytologically diagnosed squamous cell abnormalities of
the uterine cervix, a colposcopic cervical biopsy with
endocervical curettage for histopathological analysis
was taken, with was analyzed at the University Clinic for
Radiotherapy and Oncology in Skopje. The results of the
liquid-based cytology smears and cervical biopsies were
compared to evaluate the diagnostic agreement between
the cytology findings and the biopsies.

Criteria of inclusion

This study included 184 sexually active women with
squamous cell abnormalities of the uterine cervix of the
PAP smear.

Criteria of exclusion

This study did not include: pregnant women, women
with previous surgery on the uterine cervix (cervical
conization, carbon dioxide laser vaporization and total
hysterectomy) and also previous abnormal cytological
and histopathological findings of the uterine cervix.

Methods of examination

All samples for cytology were taken using Thin Prep
PAP smear cytology and were analized in the Cytology
laboratory of the University Clinic for Gynecology
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and Obstetrics in Skopje by a doctor-cytopathologist.
Cytological results were classified according to the revised
Bethesda classification [6,7], such as: Atypical Squamous
Cells of Undetermined Significance-ASC-US; Low-grade
Squamous Intraepithelial Lesion-LSIL (productive HPV
infection, Cervical Intraepithelial Neoplasia grade 1-CIN1);
High-grade Squamous Intraepithelial Lesion-HSIL (CIN2,
CIN3, CIS) and invasive squamous cell carcinoma.

Samples for histopathological analysis were taken at
the University Clinic for Gynecology and Obstetrics in
Skopje and were analyzed at the University Clinic for
Radiotherapy and Oncology in Skopje, at the Department
of Histopathology and Clinical Cytology by an experienced
expert in histopathology. According to the morphology
determined in biopticsamples , cervical findings were
characterized as: normal finding (non-specific cervicitis);
Low-Grade Squamous Intraepithelial Lesion-LGSIL (Flat
condyloma, cervicitis chronicavirosa, mild dysplasia);
High-Grade Squamous Intraepithelial Lesion-HGSIL
(moderate dysplasia, severe dysplasia, carcinoma in situ)
and invasive squamous cell carcinoma.

Statistical analysis

Data were analyzed by a specific software for databases
(Excel). Statistical analysis of the established statistical
series was made with the statistical program SPSS
(Statistical Package for the Social Sciences), version 22.0.

The structure of numerical signs was analyzed
by determining the measures of central tendency
(arithmetical mean) and measures of dispersion (standard
deviation).

The Spearman correlation test, ANOVA test, one-way
variance analysis and the Tamhane test were used for
statistical evaluations. Two-way comparisons were used
to create 2x2 tables and calculate the positive predictive
values.

A p value <0.05 was considered significant for statistical
evaluation.

RESULTS

The study included 184 women, aged 20 to 60 years
(39.81£9.26). The cases aged of the cytopathological
diagnostic groups were compared and the difference was
found to be significant (p=0.001). A significant difference
was found between the age of ASC-US and invasive cancer
cases (p<0.03). There was also a significant difference
between the age of LSIL and HSIL women (p<0.03) (Table 1).
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Table 1.  Distribution of mean age of cytopathological ~ Table 2. Distribution of mean age of histopathological
diagnostic groups diagnostic group
Cytopathological 0 Histopathological 9
£agnosis n % mean sd diagnosis n % mean sd
ASC-US 118 64.13 37.30 8.00 Nonneoplastic 108 58.70 38.73 21
LSIL 22 11.96 34.63 8.53 LGSIL 24 13.04 33.11 8.51
HSIL 38 20.65 41.75 9.68 HGSIL 42 22.83 43.22 11.00
Invasive . .
carcinoma 6 3.26 45.56 10.26 Invasive carcinoma 10 543 44.16 10.30
Total 184 100 39.81 9.26 Total 184 100 39.81 9.26
Legend: ASC-US-atypical squamous cells of undetermined Legend: LGSIL-low grade squamous intraepithelial lesion; HGSIL-

significance; LSIL-low grade squamous intraepithelial
lesion; HSIL-high grade squamous intraepithelial lesion;
n-number; sd-standard deviation
Cytopathologicaly, there were: 118 (64.13%) ASC-US, 22
(11.96%) LSIL, 38 (20.65%) HGSIL and 6 (3.26%) invasive
carcinoma cases.

We found a significant difference between the age of the
nonneoplastic group and LGSIL women (p=0.001). There
was also a significant difference between the age of LGSIL
and squamous cell carcinoma women (p=0.002) (Table 2).

high grade squamous intraepithelial lesion, n-number;
sd-standard deviation

Histopathologicaly, there were108 (58.70%) nonneoplastic
lesions, 24 (13.04%) LGSIL

cases, 42 (22.83%) HGSIL cases and 10 (5.43%) invasive
squamous cell carcinomas (Table 3).

Table 3. Correlation between results of cervical cytology and cervical biopsy
Histopathological diagnosis

Cytopathological diagnosis Nonneoplastic LGSIL HGSIL Invasive carcinoma Total

n % n % n % n % n %
ASC-US 94 51.08 12 6.52 12 6.53 0 0 118 64.13
LSIL 1 599 7 3.80 4 217 0 0 22 11.96
HSIL 3 1.63 5 272 26 14.13 4 217 38 20.65
Invasive carcinoma 0 0 0 0 0 0 6 3.26 6 3.26
Total 108 58.70 24 13.04 42 22.83 10 543 184 100

Legend: ASC-US-atypical squamous cell of undetermined significance; LGSIL-low grade squamous intraepithelial lesion; HGSIL-high
grade squamous intraepithelial lesion; n-number; %-percent

The relationship between
histopathologicalresukts was
p<0.00001, p<0.05).

cytopathological —and
significant  (r=0.9992,

When all the squamous cell abnormalities in the cervical
cytology was included, the sensitivity of the PAP test for
LSIL and higher grade lesions was 58.70% (108/184) while
false positivity was 41.30% (76/184). When ASC-US were
excluded, the sensitivity was 78.80% (52/66) and false
positivity 21.21% (14/66).

We were unable to calculate sensitivity, specificity and
negative predictive value for the women groups as there
were no real negative or false negative groups. The
correlation was calculated using the positive predictive
value (PPV) according to our study data.

The cyto-histopathological correlation increased in
parallel to the grade of PPV and was 100% for invasive
squamous cell carcinoma, 68% for HSIL and 32% for LSIL
(Table 4).
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Table 4. Positive predictive value of cyto-
histopathological diagnosis

i A I PPY

LSIL LGSIL 0.32

HSIL HGSIL 0.68
Invasive carcinoma | Invasive carcinoma 1

Legend: PPV-positive predictive value; LGSIL-low grade squamous
intraepithelial lesion; HGSIL-high grade squamous
intraepithelial lesion

The cyto-histopathological comparison for cervical
intraepithelial lesions and invasive carcinoma revealed
that the PAP test predictive value increased as the
epithelial abnormality of the lesion increased and was
20% for ASC-US, 50% for LSIL, 92% for HSIL and 76% for
LSIL+HSIL (Table 5).

Table 5. Positive predictive value of cytology groups

Cytopathological diagnosis PPV
ASC-US 0.20
LSIL 0.50
HSIL 0.92
LSIL+HSIL 0.76
Legend: PPV-positive  predictive  value;  ASC-US-atypical

squamous cell of undetermined significant; LSIL-low
squamous intraepithelial lesion; HSIL-high squamous
intraepithelial lesion

DISCUSSION

The aim of using the cervical smear test is screening
sexually active women to enable early detection and
treatment of precancerous lesions and prevent mortality
due to cervical cancer. There is a relationship between the
widespread use of the cervical smear test and decreased
mortality due to invasive squamous cancer. Screening
programs have therefore been developed all over the
world. Cases where a cytological abnormality has been
detected undergo biopsy from the suspect lesions under
colposcopy for a definite diagnosis [8].

It is difficult to definitely establish PPV of the PAP smear
test preinvasive lesions. The literature figures are 50-90%
for sensitivity and 31-90% for specificity [9]. The PPV is 17-
89% for preinvasive or microinvasive lesions and almost
100% for squamous cell carcinoma [10,11].
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A study where the cyto-histopathological correlation of
374 cases was analyzed showed full match between the
cytology and biopsy in 43.10% of the cases while this rate
was48.38% and 62.50% for low-grade and high-grade
lesions, respectively. Cervical cytology sensitivity was
71.31% [12].

We found increased cyto-histopathological correlation
with the cervical intraepithelial lesion as the degree
of epithelial cell abnormality increased. The PPV was
20% for ASC-US, 50% for LSIL, 92% for HSIL and 76%
for LSIL+HSIL. We evaluated the cervical cytology and
cervical biopsy correlation again after matching the
Bethesda terminology counterpart of the smear results
with the SIL terminology results of the biopsy results.
The PPV again showed an increase with the lesion degree
and was 32%, 68% and 100% for LSIL, HSIL and invasive
carcinoma cases, respectively.

Cervical precancerous lesions can be detected
approximately 10 vears before they become cancerous
with the PAP smear screening. Comparison of the age
of our patients revealed a significant difference between
LGSIL and invasive carcinoma. The mean age for LGSIL
group was 33.11 while the squamous cell carcinoma group
had a mean age of 44.16 with a difference of over 10 years.
This indicates that a period where lesions can be detected
and treated before they become cancerous exists.

The clinical results of patients diagnosed as ASC-US
by cervical smear can show great variety, from clearly
bening lesions to potentially serious lesions and it is
therefore not possible to provide a definite classification.
In our study the total rate of cervical intraepithelial
lesions among cases with an ASC-US smear result was
20.34%. According to a study by Massad et al., on the basis
of histological results of cytological finding, 22.3% of ASC-
US finding really are histologically positive [13]. Various
laboratories report a SIL rate of 15-30% among ASC-US
cases [14,15].

In our study , women with LSIL cytology results had
a dominant histological LGSIL results (50%), whereas
the HGSIL results was confirmed in 18.18%. Our results
corresponding with results in study byMilenkovicet al.
[16].

Studies show that, with a cytological HSIL result, more
than 50% of the women will have HGSIL and 2% will have
invasive carcinomas [17].In our study 68.42% of cytological
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HSIL results had a histological HGSIL results and 10.55%
had a invasive cervical carcinomas. Data also show that
between 20% and 30% of HSIL results are not diagnosed
by cervical cytology [18].

In our study the sensitivity of the PAP smear test in
LGSIL and higher grade lesions was 58.70% and the
false positivity was 41.30%. Excluding ASC-US lesions,
the sensitivity of the PAP smear test was 78.80% and
the false positivity was 21.21%. Another study on cyto-
histopathological correlation found a false positivity
rate of 3.5% and a false negativity rate of 5.3%. The most
common cause of false negativity was sampling error [19].

CONCLUSION

Increased degree of neoplasia in cervical lesions increases
the correlation between PAP smear and biopsy. The high
sensitivity of the PAP smear test for high-grade lesions
shows that it is an effective screening test for cervical
cancer and precursor lesions.

REFERENCES

1. Jemal A, Bray F, Center MM, Ferlay J, Ward E, Forman D.
Global cancer statistics. CA Cancer J Clin 2011; 61:69-90.

2. American Cancer Society: Cancer Facts and Figures
2016. Atlanta, GA: American Cancer Society, 2016.

3. American College of Obstetricians and Gynecologists.
ACOG Practice Bulletin No.99: Management of abnor-
mal cervical cytology and histology. ObstetGynecol
2008; 112(6): 1419-1444.

4, Sankaranarayanan R, Gaffikin L, Jacob M, Sellors J, Ro-
bles S: A critical assessment of screening methods for
cervical neoplasia. Int ] GynaecolObstet 2005; 89:4-12.

5. Rohr LR. Quality assurance in gynecologic cytology.
What is practical? Am J ClinPathol 1990; 94:754-758.

6. Zerat L. La nouvelle terminologie de Bethesda: quells-
chan-gements? Rev PratGynecolObstetNumero Special.
2002; 3-10.

7. Solomon D, Davey D, Kurman R. The 2001 Bethesda Sys-
tem. Terminology for reporting results of cervical cytol-
ogy. JAMA 2002; 287:2114-2119.

8. Wright TC, Cox JT, Massad LS, Twiggs LB, Wilkinson EJ.
ASCCP-Sponsored Consensus 2001 Consensus Guide-

10.

11.

12.

13.

14.

15.

16.

17

18.

19.

Original scientific paper I

line for the management of women with cervical cyto-
logical abnormalities. JAMA 2002; 287:2120-2129.

Uyar DS, Eltabbakh GH, Mount SL. Positive predictive
value of liquid-based and conventional cervical Papani-

colaou smears reported as malignant. GynecolOncol
2003; 89:227-232.

Johnson SJ, Wadehra V. How predictive is a cervical
smear suggesting invasive squamous cell carcinoma?
Cytopathology 2001; 12:144-150.

Clark SB, Dawson AE. Invasive squamous-cell carci-
noma in Thin Prep speciments: diagnostic clues in the
cellular pattern. DiagnCytopathol 2002; 26:1-4.

Abali R, Bacanskgil BH, Celik S, Aras O, Koca P, Boran
B, Dursun N. Histopathological correlation of squamous
cell abnormalities detected on cervical cytology. Turk
PatolojiDerg 2011; 27(2):144-8.

Massad LS, Collins YC, Mayer PM. Biopsy correlates of

abnormal cervical cytology classified using the Bethes-
da system. GynecolOncol 2001; 82(3):516-22.

Eltabbakh GH, Lipman JN, Mount SL, Morgan A. Signifi-
cance of atypical squamous cells of undetermined sig-
nificance on Thin Prep Papanicolaou smears. Gyneco-
10ncol 2000; 79:44-49.

Barcelos ACM, Antoniazi MM, Adad SJ, Candido EF.
Atypical squamous cells of undetermined significance:
Bethesda classification and association with human
papillomavirus. Infect Dis GynecolObstet 2011; 904674:9.

Milenkovic V, Sparic R, Dotlic J, Tulic L, Mirkovic L,
Milenkovic S, Atanackovic J. Reliability and relation-
ship of colposcopical, cytological and histopathological
findings in the diagnostic process. VojnosanitetskiP-
regled 2012; 69(10):869-873.

Koss LG, Melamed MR. Koss diagnostic cytology and its
histopathologic bases, 5™ ed. USA: Lippincott Williams
& Wilkins. 2006.

Cibas ES, Ducatman BS. Cytology: Diagnostic principles
and clinical correlates, 3rd ed. Philadelphia: Saunders.
2009.

Mete O, Yavuz E, Tuzlali S, IThan R, Ozluk Y, Topuz S, Iyi-
bozkurt C, Iplikci A. Retrospective study of 112 patients
who had colposcopy-guided biopsy: Comparison of the

cytology results with histology. Turk PatolojiDerg 2007;
23:33-

37 | Medical Journal - MEDICUS

AN



0000000000000

I Original scientific paper

KOPEJTALTUJA TIOMEI'Y LIUTONATONOLIKMTE H XCTONATONOLIKITE HAOH KAJ
JKEHN CO CKBAMO3HU KJIETOUHI ABHOPMATHOCTH HA TPTIOTO HA MATKATA

Jabecku J1.!, lanunoscku [1.2 Bamecka H.5, Ctojoscku M.!, AnToBcka B.!, Tpajanosa M.!, [Toroscka 3., Cuma A,
Asemu M.!
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Makenonuja

ABrop 3a Kopecnofiennja: Acc.i-p [Ipare Jlabecku, Tem.: 0038970577566; e-mail: drdabeski@yahoo.com

ABCTAPKT

BoBen: llenta Ha cryaujata Gellle 7@ HampaBUMe Kopesalldja TIOMery IepBUKAJHUTe IIUTONOIIKYA Haoau u
LIepBUKaJIHUTE OMOITTUUHN HAOMIN Kaj »KeH! CO CKBAMO3HU KJIeTOUHM aOHOPMAaTHOCTH Ha I'PJIOTO HAa MaTKaTa.

MaTepujan u metonu: OBaa KOMITapaTMBHA PETPOCTIEKTHBHA CTyAuja Oellle HalpaBeHa Ha cepuja of 184 cekcyanHo
aKTUBHU >KeHHW, Ha Bo3pacT on 20 mgo 60 ropguHu, KoW [0jloa Ha PefoBeH ToJMIIeH TWHEeKOJIOIIKU IMpersief Ha
YauBep3urercka KimnHuka 3a I'mHekosoruja 1 AKyuieperBo Bo Ckorje, Bo nepuofioT of, CenremBpu 2015 rojiMna 110
Mapr 2016 roguna. Kaj curte 184 sKeHM CO LIUTOJIOLIKKM HAOJ] HA CKBAMO3HM KJIETOUHM aOHOPMAaIHOCT Ha I'pJIOTO Ha
Markara, bellle HarrpaBeHa liepBUKaHa OUOTICHja CO eHIIOLePBUKaIHA KUPeTaska 3a XUCTOIAToIoIKa aHaIu3a, Koja
Oerle HarpaBeHa Ha YHUBep3uTeTcKa KiuHuKa 3a Paguorepanuja u Oukonoruja Bo Ckorje. Pesynrarute of liquid-
based ITAIT pasmackuTe W of LiepBUMKaJIHUTe OMorcur Oea criopefieHn WM eBaJlyMpaHy 3a AWjarHOCTUUYKa TOUHOCT
TOMeIy UTOIATOJIONIKUTE 1 XUCTOIATOJIOIIKUTE HAO U,

Pesynraru: I{uronaronomku 6ea: 118 (64.13%) ciayuan Ha ASC-US, 22 (11.96%) cnyuan Ha LSIL, 38 (20.65%) ciyuan
Ha HSIL u 6 (3.26%) ciiyyan Ha MHBA3MBEH CKBAMO3€H KapLMHOM Ha I'DJIOTO Ha MaTKara. XucrornaTonomky bea 108
(58.70%) cnyuan Ha HopMasieH Haoj, 24 (13.04%) cnygam Ha LGSIL, 42 (22.83%) ciyuyan Ha HGSIL 1 10 (5.43%) ciyuan Ha
MHBA3MBEH CKBAMO3€eH KapLMHOM Ha I'PJIOTO Ha MaTKaTa. BKIyuyBajKu 'l cuTe CKBAMO3HU KJII€TOUHM aOHOPMAJTHOCTH,
ceH3uTUBHOCTA Ha [TATT Tecor 3a j1e3umnTe off HU30K CTEIIeH U 3a IIOBUCOKUTe crereHu bele 58.70% (108/184) u naskHo
nosutuBHocTa Oerre 41.30% (76/184). VcknyuyBajku ru ASC-US nesuunre, ceHsutuBHocTa Ha ITAIT Tector 6emre 78.80%
(52/66) u naxkHo nosutuBHOCTA Oewte 21.21% (14/66). IToce HarpaBeHaTa LiepBUKaIHA LIUTOIATOJIONIKA KOpeaLuja,
MO3UTKMBHATA MIpeauKTUBHA BpenHocT bere 100% (6/6) 3a cyganTe co MHBa3MBeH KapLyHOM, 68.42% (26/38) 3a HGSIL
ciyuante u 31.82% (7/22) 3a LGSIL ciygante.

BBKHY‘IOKZ Bucokara censutuHocT Ha [TAIT TecToT 38 cCKBaMO3HUTE MHTPaEInTeJIHN JIE3WK O BUCOK CTEIIeH, KayKyBa
JaKa [TAIT Tector e e(ﬁbeKTI/IBeH CKPUHMHI" TECT 3a LIePBUKa/IHMOT KaplMHOM 1 HErOBUTE IMPpEeKaHIIePO3HN JIE3NN.

Knyuyuu 360poBu: LIMTOIATOJIOTH]a, XMCTOIIATO/IOIMja, CKBAMO3HU K/leTouHn abHopMmasiHocTy, liquid-based pasmacka,
LIePBUKAIHU OMOTICHUN
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KAPAKTEPUCTHKHU HA TOHOPUTE 1 AOEPE3HATA [TOCTAITKAKOU
B/IMJAAT HA EOKACHOCTA HA KOJIERITHOHMPAILETO HA
XEMATOITOETCKUTE MATUYHU KJIETKU O[] IEPUDEPHA KPB

DONORS AND APHERESIS CHARACTERISTICS THAT INFLUENCE COLLECTION
EFFICIENCY OF PERIPHERAL BLOOD HEMATOPOIETIC STEM CELLS

I'pyooBuk PactBopueBa M. P.'?, Teopruescku b.2%, UeBpecka J1.25, Ycennu C.!, l'enagueBa CtaBpuk C.23,
Crojanocku 3.2%, [luBkoBa A.>*, YagueBcku J1.2, I'pyooBuK M."?
! MuctuTyT 3a TpaHcy3uoHa MeuiiiHa Ha PM
2 MepunuHckrY akynret - CKorje
3 YHUBep3UTeTCKa KJIMHKMKA 32 XeMaTo/IoTHja
ABtop 3a Kopecnogenuuja: Mp meq ciu g-p Paga M. I'pyboBuKk PacTBopiieBa;
crieLjaucT TpaHcy3moIor- CYIICIIelUjaIicT XxeMaTosor; e-mail: rgrubovic@yahoo.com
Medicus 2017, Vol. 22 (1): 39 -49

ABCTPAKT

BoBep: 3a ycremHo KoneKLUUOHMpame Ha MOHOHYKIeapHU KieTku (MHK) u L1134+ kietku op repudepHa KpB
noTpebHa e neHTUUKAIM]a Ha TPeAUKTUBHNTE (hakTopH. L|enTa Ha HatiaTa CTyfivja e a ' UICTPasku IIOTeHIjaTHUTe
MIPeIUKTUBHU (haKTOpX KoM OM MOsKeJie [a BJMjaaT Ha OpojoT Ha KOJIEKIIMOHMPAHN XeMaTOIMOETCKU MaTUUHU KJIETKU
(XMK).

MaTepujan u MmeTtop: VicriuryBaHara rpyra ja uMHaT 120 aBTOIOrHM U ajioreHu adepesHu noHopu Ha XMK
on TepudepHa KpB. BaujaHMeTo Ha TOTEeHLMjaJIHUTE TIPeOUKTUBHM (akTopu (memorpadcku, 1abopaTopucKy,
KapaKTepUCTUKUTe Ha adepe3HOTO KOJIeKLIMOHUparke BO [ABETe TPy, W MOOWIM3aLMMOHAaTa CTpaTerujan
KapaKTepPUCTUKKUTE [TOBP3aHU co OoJiecTa Kaj aBTOJIOrHMTE IOHOPY) Ha e(pMKACHOCTA Ha KOJIEKLIMOHUPAbeTo, OHOCHO
BKYITHUOT Opoj Ha Konekuuonupanute MHK u [1]134+ kineTku,0ea onpeenyBaHu CO MY/ITUIIIA perpecruoHa aHalIn3a.

Pesynraru: HampaBeHu ce 226 adepesnu npouenypy, 182 kaj 90 aBronorau u 44 kaj 30 ajoreHu JOHOPU, CPELHO
2 adepesu (omcer 1-3) Kaj aBrosioruure u 1.5 adepesu (orcer 1-2) Kaj ajoreHuTe OOHOpHW. HalaTta cTyauja roKaxka
JleKa Ha BKYITHUOT Opoj Ha KojeKiuoHupanute MHK Kietky curHudukanTHO Bidjaesie ripef-adgepe3Huor 6poj Ha
tpomborntuTe(p=0.045576), mobunusnpaukara crpareruja(p=0.044071), BumoT Ha ceT 3a xapBectparuja(p=0.042254),
Opojor Ha adep3HU LUKIYCH Bo enHa mnpoueaypa(p=0.037069) u 6pojoT Ha LMKIYCH Ha MPUMEHa XeMoTepariuja
(p=0.033519), momeKa Ha BKYITHUOT OPoj Ha KojleKUMoHMpaHu 11/134+ KieTKU Kaj aBTOJIOTHUTE [IOHOPU CUTHU(UKaHTHO
B/IMjaes 6pojoT Ha adepesHu LUKIIYCH BO efHa rpoueaypa (p=0.014608). Mynruryia perpecoHa aHaau3a He TToKayKa
cUrHuUKAHTHA [I0BP3aHOCT Mery BKYITHMOT KOJIeKLuMoHMpaH 6poj Ha MHK u I][034+ KJeTKM U UCIIUTYBAaHUTE
MpeAUKTUBHU (haKTOPU Off UHTEPEeC Kaj ajloreHuTe JOHOPU.

3aknydok: [loTpebHO e fma ce HanpaBaT YHMBEP3aJHU BOAMUM 3a yriorpebara Ha 1abopaTOPUCKU MapaMeTpu BO
MHULIMjalMjaTa Ha adepe3Hara [poLeaypa 3a oNTUMU3aLMjaTa Ha KoJIeKLIMoHupameTo Ha XMK.

Kinyuau 360poBM: XeMaToNoOeTCKHM MATHUHW KJIETKM, TPaHCTUIAHTAl[Mja Ha XEeMATOTIOETCKM MATUYHU KJIETKH,
MOHOHYKJIeapHU KieTky, LIJ134+ KieTku, adepesHo KOIeKLMOHUPAahe

BOBE]]

TpaHCITAHTUPAkeTO Ha  XeMaTONMOeTCKM MAaTHYHA HeMalurHu 00/ecTd Ha KPBTA, KAKO M HEKOU TeHeTCKU
KJIETKM e TIOTBpfleH TpeTMaH 3a MHOIY MajurHu u 3abomyBama (1-3). AdepesHute mocramnku 3a JoOuBame
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Ha XeMaToIOeTCKM MAaTUUHK KIeTKH off mepudepHa KpB
(XMK) ro umaaT mpuMaToT BO M300pOT Ha IOCTAIKa 3a
mobuBambe Ha MAaTHUHU KJIETKM [JOOMEHHM Off KOCKeHa
cpueBrHa M ymOmmMKanHa KpB. HemHBasuBHOCTa Ha
camara ITporiefiypa 3a IpUOUpame Ha MaTHUYHU KIIETKH,
HUCKaTa KOHTaMUHALIMja CO ePUTPOLIUTH M TPOMOOIIUTH,
noOp3uoT  eHrpapTMeHT, TOMajaTa VIOTpeOa Ha
TpaHC(Y3UU U AHTHOMOTHUIM U MOKPATKUOT OONHUUKM
TIPECTOoj ce caMo JieN off paboTuTe Kou ja haBopu3upaar
0Baa IoCTaIKa Bo 0fIHOC Ha fipyrurte (4,5).

Bo cBeToT 99% of1 aBTONMOrHMTE TpaHcIaHTaluyu Ha XMK
1 75% of ajioreHuTe TpaHCIUIAHTALMU ce M3Be[yBaaT Cco
XeMaToMoeTCKM MaTHUHM KIETKU off mepudepHa KpB U
HUBHaTa VIIOTpeba ce MoBeKe ce 3rojieMyBa U off JIeH Ha
JleH ce IIUpaT HUBHUTe MHIMKALMOHH TIofipadyja (6,7).

KomneKkiMoHNpameTo Ha XeMaTOMOeTCKUTe MAaTUYHU
KJIeTKH off TieprcepHa KpB ce BPIIM CO XapBeCTpHpambe
Ha 7e1oT of KpBTa 6orar co buffy coat, co crerujanHo
eKCTpaxMpame Ha JeJIoT OoraT cO MOHOHYK/IeapHH
knetku (MNK), koj compsu CD34+maTiunu Kinetku(8,9).
[IporeHUTOPCKUTE MATUYHU KJIETKU C€ PeTKU U
ce HaoraaT TPUMApPHO BO KOCKeHaTa CpI[eBUHA, CO
ekcrpemHo Mamu Komumuuuu (0.01-0.5% of KieTkuTe o
jampo) Bo mepucepnara kps (10,11). Ho, Mobunu3upameTo
Ha OBMe KJIeTKHM Bo mepudepHara KpB co (haKTopu Ha
pacT U/WIM XeMoTepariija pe3yITHpa co 3roieMeH 0poj
Ha IMPKYIMPAukd XeMaTOMOeTCKM MAaTHYHU KJIeTKH,
OJIeCHYBajK! IO HUBHOTO XapBecTpupame off nepudepHa
KpB (11,12). Ceyiite HeMa KOHCEH3YC 3a KOJTMUECTBOTO Ha
XMK Ko Tpeba [la ce TpaHCIUTAaHTHpaaT M TOCTUTHAT
aJleKBaTHO  XeMaTOIOeTCKO OIopaByBamwe. YcielleH
eHrpayTMeHT e 3abefie)kaH MPM  TpPaAHCIUIAHTUPAHE
Ha MmuHEUMYM 2x10°/kgCD34+ knetku, omnocHo 2x10%/
kgMNK(13,14). TajMuHroT Ha KOJNEKIMOHMPAWETO Ha
XMK mo mobunM3aiijaTa e KIyueH 3a MaKCHMHU3alyja
Ha xapBecToT Ha XMK. Hekonky pasnuuyHu mapameTpu
ce WCIUTYBAaHM KaKO MOKHHU TIPeJUKTHBHU (haKTOpH
3a adepe3sHUOT XapBeCT, KAaKO IHITO C€ AarCOJyTHHOT
opoj Ha numdonutu (15), bpojoT Ha TpombomUTH (16)
U TIPOLIEHTH Ha IUPKYIUPAuYKU He3peu TPaHyIoLUTH
(17). Bo MepuiuHCKaTa mpakca, opojor Ha CD34+ KieTku
Bo mepucepHaTa KpB e mpucdareH Kako Hajmobap
MHJIMKATOP 3a 3all0YHYBake Ha XapBecTpupameTo (3,5,18-
23).Ho u mokpaj Toa IITOCE BHCOKO CIEIHjaTM3ipaHu
M ¥MaaaT BMCOKA 1[eHa Ha UMHeHe, TeXHUKUTe KOU ce
KOPUCTAT 3a MpecMeTyBambe Ha OpojoT Ha CD34+ KieTku
He ce YHMBEP3aJHO JIOCTAllHU 3a CUTe U TOTPeOHO e
TH0JIO/IT0 BpeMe 3a fla Oupar u3Bemenu (24). 3apagu Toa,
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TTapaMeTpuTe KOM Ce TOJIOCTAIHK Ce eBaJlyupaHd Kako
TIOTEHIUjaJTH PeIUKTUBHU (DakTopu. CeyliTe e HejacHO
KOj MIPOTOKO/ € ONTHMajieH BO OJJHOC Ha MAKCUMAJTHOTO
XapBecTpuMpame Ha MaTWuHM KieTku. llenta Ha oBa
HCTpakKyBarbe e Jla ce uieHTH(UKYBaaT 1a00paTOPHCKUTE
TapaMeTpy off KpBHATa CJIMKY Ha JIOHOPUTe, adepesHaTa
TeXHUKA U TapaMeTpHTe Kaj aBTOJIOTHUTE U ajioreHuTe
TIOHOPH, KAako W MoOWIM3paykaTa CTpaTerwja u
KapaKTePUCTUKUTe Ha OojiecTa Kaj aBTONOTHUTE JIOHOPH
Kou OM MOjKesie Jla OWJAT MOTeHIWjaHU TIPeJUKTHBHU
(hakTOpH 3a YCIeImHo U e(PUKACHO KONEKI[MOHUpame Ha
XMK, Ha Toj HAUMH OBO3MOKYBAjKU fla ce pefylMpaar
TPONIOIUTE U HETOTPeOHOTO M3/I0KYBate Ha JIOHOPUTE
Ha (paKTOpHUTe Ha PacT ¥ MOroieMUoT Opoj Ha adepesHH

TIpOLeTyPH.

MATEPHJAJI 1 METO[Y

OBa WCTpa)KyBawe € PpeTPOCHeKTUBHO-TIPOCTIEKTHBHA
cryiuja usBefeHa Bo J3Y MHcrutuT 3a TpaHcdy3MOHA
MmenuiyHa Ha PM u J3Y VHuBepsuTeTcKa KIMHUKa 3a
xemarosnioruja Bo Ckomje Bo mepuop o 2008 o 2016
roguHa. McnurtyBanaTta rpyna ja umHat 120 moHOpH -
90 aBronmoruu u 30 amoreHu, Ha Bo3pacT of 18 mo 65
romuan. Off cuTe Y4ecHMIIM BO CTyaujaTa e Jo0ueHa
nicMeHa WHGOPMATHBHA COIJIACHOCT 3a peaju3aliyja
Ha MoOwnM3aljaTa M XapBecTpanujata (adepe3HoTo
Konekuuonupame) Ha XMK, Kako ¥ 3a mpuMmeHaTa Ha
KPBHU KOMITOHEHTH (CIIOpe]T TperopakuTe Ha PeBusujata
Ha J/KeHeBcKaTa [eKiapaluja 3a OUOMEUIMHCKH
ncTpakyBamwa). Moowmm3arujata Ha XMK e BpieHo co
TPaHy/IOLUTO-KOJIOHO cTuMyupauku akrop (G-CSF) 10
ncg/kg/nen (kaj sppasu moHopu) u G-CSF 10 ucg/kg/men
(kako camMocTOjHA MOOMIM3MpAuKa CTpaTeruja) WM BO
KombOuHaija Ha G-CSF + xeMoTepanuja Bo 3aBUCHOCT Off
IWjarHo3aTa ¥ MOMEHTa/lHaTa COCTO0j0a HAa aBTOMOTHUTE
noHopu. XapBectpanujaTa Ha XMK e peanmsupana
co adepe3Ha mpolefypa KOPUCTEjKM  KieTodeH
cemapatop COBE SpectraVersion 6.1 (CaridianBCT) Bo
HcTuTyTOT 3a TpaHCy3MOHA MeIUIMHA TI0 OffHATpe[
VTBpieH! TIPOTOKOMM. MuHMMajieH MocakyBaH Opoj Ha
Konekionnpain MNK u/umu CD34+ KieTKM BO HAIIETO
ucrpaxyBamwe e > 2.0 x108/kg MNK u/umm > 2.0 x10°/kg
(CD34+ kneTtku. bpoeweTo Ha MOHOHYK/IeApPHUTE KIIETKU
(MNK) u CD34+ KeTkute e BpiieHO Ha YHUBEP3UTETCKaTa
KIMHMKA 3a XeMaTo/orHja MO OffHampes] VTBIEHU
nporokonu (24,25). BpuieHa e aHamM3a Ha CleJJHUBE
TapaMeTpy: KapaKTepUCTHKU Ha JIOHOPH (IOJ, BO3pacCT,
TelleCHa TeXWHA, TejleCHa BUCHHA, KpPBHAa Tpya,
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71ab0paTOPMCKM TapaMeTpd - Ha TIpUeMeH JieH -
neyroruty (WBC), xemornooun (Hgh), Tpom6orutu (Plt),
npenacdepe3nn Ha mpB fieH xapBectparuja - WBC, Hgb,
Plt, epurpouuru (RBC), xemartokput (Htc), MoHoIMTH
(Mono), mumdonuru  (Lympho),  nmumdomoHOIMTH
(LymMon); adepe3nr KapaKTepecTHKH - 0Opoj Ha
adepesHu mporuenypu, 0poj Ha adepesHH IMKIYCH
BO €[Ha Mpoleaypa, ToTajeH BomymeH Ha KpB (TBV),
mpoliecupaHa KpB, BpeMeTpaele Ha XapBecTpalluja,
HCKOPMCTEH aJieHO3MH LuTpar maekcTpos3a-A (ALIL-A),
KOJIMYMHA Ha rpadT, BHJ HAa CET 3a XapBecTpalyja U
HecaKaHM peakiuu off ucrata. Kaj aBTolorHUTe JIOHOPU
ce aHAIM3UpaHM W OCHOBHOTO 3a00NyBame, CTaJUyM
Ha OosmecT, MOOWIM3MpauKa CTpaTerdja, BUJIOBU
TpUMeHeTa Tepanuja, 6poj Ha UKIIYCH Ha XeMOTeparuja,
npuMeHa Ha 3payHa Tepanuja ¥W/WIM TIPeTXOfiHa
tpaHcmanTaiuja Ha XMK (TXMK), BpeMe o1 oTKpuBatbe
Ha OozecT [1o xapBecTpaluja, TpaHcdy3UCKa IOfpIIKa
npey, XapBecTpalyja CO epPUTPOIUTH, TPOMOOIUTH U
TPOMOOIIUTEH KOHIIEHTpAT.

PE3YJITATU!

KapakTepuCTHKH Ha JJOHOPH

Tabena 1. KapakTepuCTHKU Ha JOHOPK

Original scientific paper I

CraTrcTHYKa 00pabOTKa Ha IOJIaTOIUTe

CratucTukaTa 00pabOTKa Ha TIOfIAaTOL[MTe € BpIIeHa
Bo craTcTuyka mporpama STATISTICA 71 u SPSS 13.0.
Bo ucTpajkyBameTo ce KOPUCTEHUM CJIeJJHUTE METOMIH:
Kaj cepuuTe OO aTPUOYTUBHU Oenie3u ce OffpelyBaHU
TIPOIIEHTH Ha CTPYKTYpa (%); Kaj cepuute co HYMEpPUUKH
Oene3u yrmorpeOeHa € [eCKPUNITHMBHA CTATUCTUKA -
Descriptive statistics (Mean=Std.Dev., Min., Max., Median);
pasMKUTe Mery aBTONOTHHTE W aloTeHuTe JIOHOPH/
TaleHTH Kaj TapaMeTPUTe CO aTPUOYTUBHY U HYMEPUUKH
0Oeie3u (Bo 3aBUCHOCT Off IMCTPHUOYIIMjaTa Ha MOfIATOIUTe)
ce TecTMpaHM co t-test 3a He3aBUCHU IpHUMepoLH (t),
Mann-Whitney U Tect (U/Z), AnalysisofVariance tect -
(F);BnujaHreTo Ha OIPeIeHUTE AHA/TM3MPaHU TAPAMETPHBO
opgHoc Ha Konekuuonupanute MNK, omHocHo CD34+
KJIeTKHU e OJIpe/TyBaHO CO MYJITUILIA PerpecuoHa aHaju3a.

Kopucret e HuBo Ha curiuguraTtHoct p < 0.05.

KapakTepucTuku Ha JoHOpH ABTONOTHI Arnorenu p <0.05

Tlon

Maku 56 (62.2%) 21(70.0%)

Kenn 34 (37.8%) 9(30.0%)

Bospact(ropgumu)

(pocex, paHr) 45+13.0 (18-65) 34.3£12.2 (19-63)

<20 3(3.4%) 2 (6.7%)

20-29 11(12.2%) 12 (40.0%)

30-39 15 (16.7%) 4(13.3%)

40-49 21(23.3%) 7(23.3%)

50-59 31(34.4%) 5(16.7%)

>=60 9(10.0%) /

TennecHa TexxuHa(Kr) 78.5¢15.5 75.9+14.1

(pocek, paHr) (51-136) (56-105)

TenecHa BucuHa(cm) 170.89.6 173.8+7.1

(mpocek, paHr) (150-190) (160-190)

KpBHa rpyna

0+ 33(36.7%) 13 (43.3%)

0- 4(4.4%) /

A+ 25 (27.8%) 8(26.7%)

A- 3(3.3%) /

B+ 18 (20%) 3(10.0%)

B- 2(2.2%) 3(10.0%)

AB+ 5(5.6%) 1(3.3%)

AB- 1(1.1%) 1(3.3%)
IPOJOILKYBa

41 | Medical Journal - MEDICUS

AN



0000000000000

I Original scientific paper

IMapameTpu mpep 3an04HyBakhe Ha MOOMIN3aIHja (IIPOCEK, PaHr)
WBC (x109/1) 5.6+2.3(1.9-14.1) 8.15.6 (3.9-29.1) p=0.001198
Hgb (g/d]) 12.1£1.7 (8-15.5) 14.7+1.5(11.8-18) p=0.000000
Plt (x109/1) 254+117.0(78-649) | 216+46.0(130-306) NS
IMapameTpu mpep; 3aII04HYBakhe Ha XapBecTpaluja (IPoCcekK, paHr)
WBC (x109/1) 21.5+12.6(2.95-61.8) | 29.6+8.2 (13.3-42.8) p=0.000170
Hgb (g/d]) 12.0+1.3(9.7-16) 14.4+1.5(11.1-175) p=0.000000
Plt (x109/1) 167.9£95.0(40-381) | 201.2+61.2(140-305) p=0.032651
Het (%) 36.0+4.3 (15.6-48) | 43.6+3.9(36.1-49.7) p=0.000000
RBC (x10%/1) 3.9+0.5 (3.1-7.73) 4.80.4 (3.98-5.7) p=0.000000
Monocytes (%) 9.7+4.9 (1.3-25.1) 5.4+2.4(1.4-10.5) p=0.000001
Lymphocytes (%) 12.2£6.1(3.2-28.8) | 11.8+3.5(6.6-20.6) NS
LymMon (%) 21.8+9.4 (7-53) 17.5+4.5 (10-26) p=0.027808
Ipumena Tpancdysuja mpej xapBecTainuja
[aupentn kou npumune RBC 21(23.3%) /

eauHKIN (0poj,%, TIPOCEK, paHr) 3.8£2.8 (1-11)
[atpenTy ko npumurie Plt 20 (22%) /

eguHUIN (0poj,%, TIPOCEK, paHr) 16.3+176 (1-66)
[Manuentu Kou npumusie Pt KoHteHTpat -eguHULM (0poj, %) 7 (&82%) /
MoOunmu3upauka cTparermja
G-CSF 64 (71.1%) 30 (100%)
G-CSF + xemoTepanuja 26 (28.9%) /
Hecakanu peakiuu
Ila 14.4% 43.3% p=0.0009
He 85.6% 56.7%

Ta6ena 2. KivMHUUKY KapaKTepUCTHKM Ha aBToJiorTHUTe  KapakTepucTHKY Ha apepe3Ha mpoueypa

TIOHOpH

Bo TeKOT Ha MCTpa)KyBambeTO HANpaBeHH Ce BKYITHO
Knunnuku KapaKTepUCTUKU Bnoi (‘7) .
Ha aBTOJIOTHHTE JOHOPH poj (%o 226 acdepesHu mporenypu, ofi Kou 182 ce u3BeleHN Kaj
JlujarHosa aBTONOrHUTe oHopu U 44 Kaj anorenure. Cre[icTBEHO Ha
AML 350(33.3%) | Toa mobuenu ce BKymHO 226 rpadra, 182 aBTonorsy u 52
MM 30(33.3%) | anorenu (rpadpuko 1).
HD 19 (21.1%)
NHL 11 (12.3%) 90
CTauyM Ha bonecT 80
CR 66L1% | D
PR 23 (25.6%) 50 ol geH
AkTnBHa bonect (penaric) 21(23.3%) 40 a1l geH
IlukycH Ha XeMoTepanuja 30 olll gen
0 / 20
14 560% |
5-8 21(23.3%) ABTOJIOTHH aJIoreHn
9-12 13 (14.4%)
13-16 7(78%) I'pacdukon 1. I'paduuku npukas Ha 6pojoT Ha aepesHu
>17 4(4.4%) nporueaypu
IIperxopHa Tepanuja co 3pauerse u/win TXMK Bpojor Ha adepesHM MpOLEYPH XapBECTDAIMH B0
Teparmja co 3pauere+TXMK 2(2.2%) Poj P POLEAYP P bai} 2006
Tepammia co spaverse 12(133% | "bBaTa rpyma (aBTomoruu gmoHopu) usHecyBa 2.0+0.
TXMK 7(78%) (omcer 1-3), a Bo BTOpaTa rpyma (aJloTeHUTE IOHOPH)
Bes tepamuja co 3pademe u/mmn TXMK 69 (76.7%) e 1520.5 (omcer 1-2), pasmukaTa e CTaTMCTHYKH
Iepioy o AjarHosa o xapsecTpamisa 68:278 curiuukanTHa 3a  p<0.05 (Mann—WhltneyUTeCTZ=
(Meceru) - POCeK,, paHr (1-148] 3.769697 p=0.000163). Bo mpBaTa rpyma BO Hajronem

AML-aKyTHa MIeTouia ieyKeMitja, MM-MyTTATITH MueioM, HD-XOURWHOBA  [TPOLIEHT Ce 3aCTalleH! JiBe IIOCTaIlKu (66.7%), 3 OCTaIKu
6onect, NHL-HexoukuHoB umcom, CR-kommieTHa pemucuja, PR-napiiyjaita

pemucuja, TXMC-TpaHciaHTalyja Ha XeMaTOOeTCKU MATUIHU KIIeTKH - 17.7%, €[iHa II0CTallKa - 15.6%. Bo BTOpaTa rpyia BO
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HajrojieM MPOLIEHT e 3acTareHa efHa mocTanka (53.3%),
a 2 nocranku umarne 46.7% ponopu.Ilpocednnor OpojHa
acepe3Hy LUKIYCH BO eJIHA MpoIiefypa Bo IpBaTa rpyma
(aBTOTIOrHM JJOHOPM) IPH IIPBATa XapBecTpalyja u3HecyBa
8.6+2.5 (panr 4-15), mpu Bropara 8.6+2.7 (panr 3-15) u
npu Tpetata xapBectpanmja 8.9 + 2.1 (4-12). Pasnukara
KOja ce perucTpupa IOMery IPOCEeUHHTe BPeTHOCTH €
CTaTHCTHYKU HecurHudurantHa 3a p>0.05 (AnalysisofV
ariancetectF=0.117701p=0.889031). IIpoceunuor 6OpojHa
adepesHn IUMKIYCM BO efHa IIpolefiypa BO BTopaTa
rpyna (ajioreHd J[[OHOpHM) TIpW TpBaTa XapBecTpaluja
usHecyBa 9.6+1.6 (panr 7-13), u mpu Bropata 7.9+1.9 (5-

Original scientific paper I

11). PasnukaTa Koja ce perucTpupa MOMery IPOCEUHUTE
BPEIHOCTH € CTATUCTHYKM HeCUTHU(MKAHTHA 3a
p>0.05(Mann-WhitneyZrectU=-0.352767 p=0.724263).
Pa3nikaTa Koja ce peructpupa Momery MpOCeYHUTe
BpeJJHOCTM Ha TIpBaTa M BTOpaTa Tpyla HpM IpBaTa
XapBecTpalyja e CTaTUCTUUKU cUrHu(rKaHTHa 3a p<0.05
(Mann-WhitneyUrectZ=-2.32727 p=0.019951),ipu BropaTa
XapBecTpalyja CTAaTMCTMUKM €  HecUrHU(HMKaHTHa
3a p>0.05 (Z=-0.901756p=0.367193). Bo pBere rpymu
(aBTOZIOTHM ¥ aJIOT€HU JIOHOPH) MPU XapBecTpaldja BO
rorosieM mpotieHt (65.9%, 77.3%) e kopucten AutoPBSC cer,
a WBC cer e kopucteH 1ipu -34.1% u 22.7% XxapBecTpaljiu.

Tab6ena 3. IIpukas Ha npoliecpaHa KpB (ml) mpu xapBecTarujata (BOIyMeH Ha KPB KOPUCTEH BO adyepe3HaTa

HOCTHHKH) Kai ABTOJIOTHU U aJIOT'€HU [TOHOPU

1 r&?ﬁg‘éﬁgig;{ﬁ)ﬁ (()I}I[lg)pu) bp. [Ipocek Mepnuana MuHuM. Makcumym Crp.Jles.
1 xapBecTpatuja 90 9475.6 9042.5 6918.0 14194.0 1219.045
2 xapBecTpaiuja 76 9536.6 9049.0 7434.0 14192.0 1387.846
3 xapBecTpai[uja 16 9419.9 9065.0 7505.0 11562.0 1117.849
2 rpyIa (aJoreHu IOHOPH)
1 xapBecTpatiuja 30 9502.3 9042.0 8252.0 115070 887.143
2 xapBecTpaiuja 14 8775.9 9026.5 6553.0 11422.0 1138.989
3 xapBecTpaija /

PasjukaTta Koja ce peructpupa IOMely IPOCEYHUTe
BPETHOCTH Ha TIpollecHpaHaTa KpB IpM TIpBaTa, BTOpaTa
W TperaTa XapBecTpalj¥ja Kaj aBTOJOTHUTE JIOHODU e
CTaTUCTUYKK HecurHubuKanTHa 3a p>0.05 (Analysis
of Variancerect F=0.077339 p=0.925607). Pasnukata
Koja ce PerucTpupa IoMery MPOCeUHUTe BPeHOCTH Ha
TpolleckpaHaTa KpB TPy MpBaTta i BTOpPa XapBecTpariuja
Kaj aJIoreHuTe JIOHOPY € CTATUCTUYKU HecUrHu(MKaHTHA

3a p>0.05 (Mann-WhitneyUrect Z=1.776433 p=0.075662).
PasnuKkaTta Koja ce perucrpupa IIOMery IMPOCEYHHTe
BPEJJHOCTU Ha MpollecpaHaTa KpB Mer'y aBTOJIOTHUTE U
aJIoreHH IOHOPY ITPH IIPBaTa XapBecTpaliyja CTaTUCTUUKI
e HecurHugukantHa 3a p>0.05 (Mann-WhitneyUrect
7=0.215152 p=0.829649),a mpu BTOpaTa XapBecTpaluja
CTaTHCTHUKU e curHuduKaHTHa 3a p<0.05 (Z=2.115206
p=0.034413).

Tab6ena 4. IIpuka3 Ha BKyreH 0poj Ha Konekimonupann MHK u 11]]34+ Kknetku

Brymen 6poj MNK(x10°%/kg)
[Ipocek Menuana Cri.JleB. MuHEMYM Makcum. p<0.05
ABTONIOTHU JIOHOPH 3.09 3.05 1.135517 0.8 6.2 \S
Arnorenu oHOpU 3.23 3.15 1.028669 2.0 73
Bkyren 6poj CD34+(x10°/kg)
[Ipocek Menuana Crp.[les. Munumym Makcum. p<0.05
ABTOJIOTHU JIOHOpU 2.85 275 1.056728 0.7 59
AnoreHu JJoHOpH 3.20 3.10 1.004473 2.0 73 N
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[Ipoceunata BpemHoCT Ha KonmekuuoHupaHute MNK
(x10%/kg) kaj aBTONOTHMTE JOHOPM M3HecyBa 3.09+11, a
Kaj ajioreHuTe JIOHOpH M3HecyBa 3.23+1.03, pasnukarta
TIOMery JIBeTe TPYIM e CTAaTMCTMYKM HeCUrHU(MKAHTHA
3ap>0.05 (Mann-WhitneyU tect Z=-0.46364 p=0.642909).
[Ipoceunata BpemHOCT Ha KonmeKiuoHupaHuTeCD34+
kinetkn (x10°kg) Kaj aBTONOrHWTE [IOHOPU H3HECYBa
2.85%1.1, a kaj anorenuTe uzHecyBa 3.20+1.01, pa3nukara
TIOMer'y JIBeTe TPYIH € CTAaTHCTUYKM HecUrHu(MKaHTHa
3ap>0.05 (Mann-WhitneyU Tect Z=-1.53091 p=0.111631)
(tab 4).Cute ajoreHN JOHOPU BO HALIETO HUCTPAKYBAIE
ro Jlajioa mocakyBaHuoT opoj Ha MHK u IIJ]34+ kneTku u
85.6% o[ aBTONOTHUTE JOHOPU.

Hecakanute peakuuu BO TOMaj  MPOLEHT ce
perucTpupaar Bo IpBaTa Ipyia (aBTOJIOTHU IOHOPH) TIPU
npBaTta xapBecTpuyja - 14.4%, npu Bropara - 14.5% u npu
TpeTara XxapBecTpanyja - 12.5% . Op HecakaHuTe peaKkLun
ce perucTpupaar TpPHeHe Ha MPCTH, HO3e, jasuK, YCTa,
JIMIe, MauHKHA-Tajietbe, O0IKKM BO PO M jaku OONKU BO
knuma.Hecakanurte peakijuy BO TIOr0/ieM MPOLEHT ce
perucTpupaar Bo BTOpATa rpyla (aJloreHH JIOHOPH) TIpH
npBaTta xapBecTpuuja - 43.3%, 1 1pu BTopara - 35.7 %.
Opn HecakaHuTe peaKlMM Ce PervucTpupaaTr TpHEHe Ha
TIPCTH, HO3e, KO3Ka, palie, 00JIKK BO Tp0, poMaliieHa BeHa
u norofieHa a.femoralis. IIporenTyanHara pasnmka Koja
Cce PerucTpupa Bo OJJHOC Ha perucTpaliyja Ha HecakaHUTe
peaKI[1y TPy TpBaTa XapBecTpalyja moMery fBeTe Tpymnu
e CTaTUCTUYKYU curHuukanTHa 3a p=0.0009, Kako u Taa
IITO Ce PervucTpupa Mpyu BTOpara XapBecTpallyja moMery
nBete rpymmsa p=0.0159.

MynTuIa perpecioHa aHaIM3a

Co MynaTMIUIaTa perpecloHa aHaju3a € YTBpJIeHa
TIOBp3aHoCT rmoMery BKymHUOT 0poj Ha MNK x108/kg tt Kaj
aBTOJIOTHU JIOHOPW (3aBHCHA-KpUTEpUYMCKa BapHjalia)
M CHCTEMOT Ha TNpPEeJUMKTOPCKM Bapujabiy ofi MHTEpec
101, BO3pacT, KPBHA TPyIa,TejlecHa Te)KUHA U BUCHUHA,
MOOM/IM3MpauyKa CTpaTeruja, JeH Ha MoOumu3aruja/
3allOYHYBae Ha XapBecTpalnuja, npefadepeser 6poj Ha
WBC, Hgb, Plt, Bz Ha ceT, ToTaeH BolyMeH Ha KpB, OPoj
Ha acep3Hu IUKITYCH BO eJTHA MPOIeIypa, BpeMeTpaebe
Ha XapBecTpalyja, mpolecupaHa KpB, ynotpeba Ha AL JI-A,
KOJIMYMHA Ha KoJeKIuoHupaH rpadt, TpaHcdysucka
MOZIPIIKA  TIpefl  XapBecTpanyja co  TPOMOOIIUTH,
epPUTPOLIUTH W TPOMOOLIMTEH KOHIIEHTpAT, JMjarHo3a,
Tepamuja, Tepainuja co 3pauerbe M/WIM TpaHCIUIaHTaIyja
Ha XMK (TXMK), 6poj Ha IMKIyCH Ha XeMoTepanuja,
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CTaJIyM Ha 0071eCT, KOMOPOU/IUTETH, BPeMe O] OTKPMBAIhe
Ha JIO/IeCT 710 XapBecTpaluja (He3aBMCHM Bapujali),
NpU 1ITO, KoeDUIMEeHTOT Ha MYITHIUIAa Kopenaiuja (R)
msHecyBa 0,659. KoeduieHToT Ha [eTepMMHaIiUja
(R?) usHecyBa 0,661 u moKa)kyBa [leKa CUTe He3aBUCHU
BapujabMM 3aefHO B/IMjaaT Ha BapujaOMIUTETOT Ha
BKymHUOT Opoj Ha MNKKaj aBTOMOrHHMTE [OHOPHU CO
43.5%, nomeka 56.5% oTmara Ha BMjaHWe Ha JIPYId
(bakTopu.3HauajHOCTa Ha KOe(DUIIMEHTOT HAa MY/ITHIUIA
Kopesialiija TeCTHpaH BP3 OCHOBa Ha F - mucTpuOyrumja
TIOKa)KyBa JleKa BJIMjaHNUeTo Ha MPeJUKaTOPCKUOT CUCTEM
Ha Bapujabmu Bp3 BKymHUOT Opoj MNKKaj aBTOnOrHHMTE
TOHOPH (3aBMCHA BapHjaliia), CTaTUCTHYKY € 3HAuajHo 3a
p = 0,033670. Co aHanM3a Ha MOEMHEYHNUTE Bapujaldy, ce
3aK/TyuH JieKa 3HauajHo B/IMjaHue MMa MOOWIM3MpauKaTa
crpareruja, mpenacepesHHoT Opoj Ha TPOMOOIMTHTE,
BUJ] HA KOPKMCTEH ceT 3a XapBecTpailyja, bpoj Haacdep3Hu
IMKIYCH BO €Ha Tpollefypa M Opoj HAIMKIYCH Ha
XeMoTepamuja. 3a  MOOWIM3MpaukaTa  CTpaTeruja
KOe(pUIIMEeHTOT Ha TapldjajiHa perpecroHa aHaM3a
usHecyBa 0.574, a TectupaH co t-TeCT IMOKakKyBa JeKa
BIIMjaHKETO Bp3 BKYIHKUOT Opoj Ha MNK Kaj aBToorHuTe
TIOHOPH € CTaTUCTUUKU 3HauajHo 3a p = 0.044071. 3a
0pojoT Ha TPOMOOIUTHTE KOePUIMEHTOT Ha MapIyjaHa
perpecrioHa aHamm3a u3HecyBa 0.301, a TectupaH co
t-TecT IOKasKyBa JieKa BJIMjaHNeTo BP3 BKYITHHOT Opoj Ha
MNK Kaj aBTo/IOrHITE IOHOPHU € CTATUCTUUKY 3HAYajHO 3a
p=0.045576.3aBujHa ceTOTKoe(DUIMEHTOT Ha apIyjaiHa
perpecioHa aHamm3a u3HecyBa 0.525, a TecTupaH co
t-TecT TIOKa)KyBa [leKa BJIMjaHUETO BpP3  BKYIHUOT
Opoj Ha MNK Kaj aBTONOrHHTE [JOHOPU € CTAaTHCTUUYKU
3HauajHo 3a p = 0.042234. 3a 6poj Haadbep3HU LUKITYCH
BO ef[Ha Tpolefiypa Koe(pUIMEeHTOT Ha MapijaiHa
perpecuoHa aHajm3a usHecyBa 0.354, a TecTupaH cO
t-TeCT TMOKaKyBa JIeKa BJIMjaHHETO BP3 BKYIHUOT OPOj
MNK Kaj aBTO/NOTHUTE JIOHOPH € CTaTUCTUUKM 3HAUajHO
3a p = 0.037069. 3a Opoj HaIMKIyCH Ha XeMoTeparuja
Koe(pUI[MEeHTOT Ha TapIyjajiHa perpecroHa aHamM3a
u3HecyBa -0.353, a TecTupaH co t-TeCcT IOKaXKyBa JeKa
BIIMjaHKETO Bp3 BKYMHUOT Opoj Ha MNK Kaj aBTonorHure
JIOHOPU € CTaTUCTMYKU 3HadajHo 3a p = 0.033519. Co
aHa/mM3a Ha OCTAHATHTe TOeJMHeYHWTe Bapujabmu, ce
3aK/Iyud JieKa 3HauajHO B/IMjaHUeTO Ha MpPeIUKTOPCKU
BapujabmM off MHTepec Bp3 BRyHHUOT Opoj Ha MNK Kaj
aBTOJIOTHUTE JIOHOPH HE € CTaTUCTUYKY 3HAUajHO 3a OBaa
Tpyra Ha UCTTUTAHULIN.
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Tabena 5. Myntumia perpecuoHa aHajM3a 3a BKyieH 6poj Ha MNKKaj aBTONOrHITeE JOHOPH

R =0,659 R%=0,435
He3aBHCHH Bapujabmm F=1764 p=0,033670

Beta t-test p - level
Bo3spact 0.057760 0.44102 0.660731
[Ton 0.009668 0.03974 0.968427
KpBHa rpyma -0.104392 -0.86658 0.389516
Tenecna Texxuna -0.912433 -1.82651 0.072588
Tenecna BucuHa -0.509431 -1.77004 0.081637
MoOumm3upayka cTpareruja 0.574883 2.05528 0.044071*
Jlen Ha MoOM/IM3aLMja/ 3aMOYHYBabe Ha XapBecTpalyja -0.610477 -1.79029 0.078290
WBC (10°/n) 0.095491 0.58015 0.563916
Hgb (r/nn) -0.034238 -0.28794 0.774350
Plt (10/n) 0.301735 2.04039 0.045576*
Bup Ha ceT 0.525177 2.07384 0.042254*
ToraneH BonyMeH Ha KpB 1.303972 1.38199 0.171934
Bpoj Ha adep3HU IUKITYCH BO eJIHA poLieypa 0.354353 213091 0.037069*
BpemeTpaetbe Ha TpBa XapBecTpaiyja 0.077261 0.17697 0.860107
[Iponecupana KpB -0.342519 -0.50662 0.614218
Ynorpeben AlIJI-A 0.180851 0.24273 0.809016
KonuuyHa Ha KoleKIMoHupaH rpadT (M) -0.239522 -1.17112 0.246032
Tpomb6oruTHY TpaHChY3UH IPe]] TOYETOK Ha XapBecTpaliuja -0.068293 -0.45068 0.653793
EputpornuTHy TpaHcdy3uu npey MOYeToK Ha XapBecTpariyja 0.036450 0.25031 0.803174
Tpombo1TeH KOHIIEHTpaT 0.185017 1.08897 0.280381
[JlujarHosa 0.062599 0.56677 0.572919
Tepamuja -0.040225 -0.29101 0.772016
Tepammja co 3pauetse u/umi TXMK -0.178745 -1.39021 0.169435
Bpoj Ha uKIyCH XeMoTepanuja -0.353527 -2.17415 0.033519*
Craym Ha Oorect -0.090471 -0.56119 0.576688
Komop6Oupurer 0.021322 0.15732 0.875503
BpeMe o1 OTKpHBame Ha 60j1ecTa J10 XapBecTpaliyja 0.082010 0.58289 0.562079

*CTATUCTMUKA CUTHU(MKAHTHOCT (3HAaUajHOCT)

Co MynTUIUIaTa perpecloHa aHaju3a e YTBpfleHa
TIOBP3aHOCT MOMery BKYMHUOT Opoj Ha CD34+KneTkute
x10%/kg ttkaj aBTO/OrHY JIOHOPH (3aBUCHA-KPUTEPUYMCKa
Bapujabia) v Morope HaBeJIeHUOTCHCTEM Ha TPeIUKTOPCKU
BapujalI off MHTepec (He3aBUCHU BapujabIu), IPH ITO,
Koe(DMI[MEHTOT Ha MY/ITUIUIA Kopenaiuja (R) u3HecyBa
0,624. KoeduienToT Ha fetepmuHanuja (R?) usHecyBa
0,390 ¥ TOKakyBa [leKa CUTe He3aBMCHM Bapujabiu
3ae[JHO B/IMjaaT Ha BapujaOMTUTETOT Ha BKYITHUOT OPOj Ha
CD34+ kletkikaj aBronoraute moHopu co 39.0%, gomeka
61.0% ormara Ha BMMjaHKe Ha pyru (pakTopu.3HaUajHOCTa
Ha Koe(hMIMEeHTOT Ha MY/ITUIIA KOpeJIal[yja TeCTUPaH Bp3
ocHoBa Ha F - mucTpuOyIiuja mokakyBa JieKa BIjaHueTo
Ha IPeIMKaTOPCKUOT CUCTEM Ha Bapuja0iv Bp3 BKYITHUOT
opoj Ha CD34+Kaj aBTO/MOTHMTE JIOHOPW (3aBHCHA
Bapujabi1a), CTaTMCTUUKM € He3HadajHo 3a p = 0,107046.Co

aHaM3a Ha TOeJIMHEYHUTe BApujaO/iu, ce 3aK/Iyud JieKa
3HauajHO B/IMjaHKe MMa OpojoT Ha adepe3HH IUKIYCH BO
efiHa Tpoleypa.3a 6poj Haadep3HU LMKIVCH BO eHa
Tporieaiypa Koe(MIMEHTOT Ha MapiijaHa perpecuoHa
aHamM3a m3HecyBa 0.433, a TectupaH co t-Tect (2.512)
TMOKa)KyBa JleKa BIIMjaHUeTO BpP3 BKYIHUOT Opoj Ha
(CD34+ kneTkuTeKaj aBTOJIOTHUTE IOHOPH € CTAaTUCTUUKU
3HauajHo 3a p = 0.014608. Co aHanM3a Ha OCTaHATUTe
TNoeJIMHEYHUTe Bapujabiy, ce 3aKIyud JieKa 3HauyajHo
B/IMjaHNeTO HA MPeJIMKTOPCKY Bapujabsu of MHTepec BP3
BRYIHKOT 0poj Ha CD34+ K/IeTKMKaj aBTONIOTHUTE IOHOPU
He e CTATUCTUYKY 3HAUajHO 3a OBaa rpyria Ha UCIIUTaHUIIN.

Co MynTMUIIaTa perpecMoHa aHaiu3a e YTBpfeHa
IIOBP3aHOCT TIOMery BKymHHOT Opoj Ha  MNK Kaj
aJIOTeHH JIOHOPY (3aBHMCHA-KpMTepMyMCKa Bapujabna) u

45 | Medical Journal - MEDICUS

AN



I Original scientific paper

CHCTEMOT Ha MPeJUKTOPCKU BapujabiM off MHTEPeCIIoN,
BO3pacT, KpBHA TIpyna, TejecHa TeXUHA W BUCHHA,
MOOM/IM3MpauKa CTpaTeruja, JeH Ha MoOWIM3arimja/
3allOUHYBame Ha XapBecTpaiuja, 6poj Ha WBC, Hgb,
Plt mpen xapBecTpaijyja, BUJ| Ha CeT, TOTaJeH BOMyMeH
Ha KpB, Opoj Ha adyep3HM IMKIYCH BO ef[Ha MPOIIeMyPa,
BpeMeTpaemhe Ha XapBecTpalluja, MpoleckpaHa KpB,
yrotpeda Ha AIlJI-A, KonuuvHa KONMEeKIMOHUpaH rpadT
- (He3aBMCHM Bapujabmu), TPU IITO, KOe(HUIMEHTOT Ha
MyaTHIUIa Kopenanyja (R) usnecysa 0,737. Koedunenrot
Ha pjerepmuHanmja (R?) msHecyBa 0,537 M TOKaxkyBa
TleKa CUTe He3aBMCHM BapWjabmu 3aefHO B/MjaaT Ha
BapUjadMIUTeTOT Ha BKYNHUOT Opoj Ha MNK co 53.7%,
momeka 46.3% ormara Ha BiMjaHWe Ha JIPyTH (DaKTOpH.
3HavajHOCTa Ha KOe(UIIMEHTOT Ha MY/ITUIUIA Kopesalyja
TecTHpaH Bp3 0CHOBA Ha F - iucTpuOyIuja moKakyBa ieka
BJ/IMjaHUeTO Ha MpPeIUKaTOPCKUOT CHCTEM Ha Bapujadim
Bp3 BKymHKOT Opoj Ha MNKKaj anorexu joHopu (3aBuCHa
Bapuja0Ia), CTAaTUCTUUKK e He3HauajHa 3a p = 0,655111.Co
aHa/mM3a Ha Toe[MHEYHUTe Bapujabiiu, ce 3aKIyud JeKa
B/IMjaHMETO Ha TIPEJMKTOPCKU Bapujablu of MHTEpec
Bp3 BKymHUOT O0poj Ha MNKKaj anorenure moHopu He e
CTaTUCTUYKY 3HAUAjHO 33 0OBaa Ipyra Ha UCITUTAHUILIN.

Co MylTUIIaTa perpecoHa aHalu3a e YTBpJeHa
TIOBP3aHOCT TOMeI'y BKYMHUOT 0poj HaCD34+KneTku Kaj
aJIoTeHH JIOHOPH M CUCTEMOT Ha IIPeIUKTOPCKYU Bapujabiu
O] MHTepeC HaBeJIeH! TTOToPe, IPH IITO, Koe(DUI[MEeHTOT Ha
My/ITHIIIA Kopenaruja (R) usnecysa 0,772. KoedunmeHror
Ha gerepmuHanyja (R?) umshecyBa 0,596 u mokaxkyBa
lleKa CUTe He3aBMCHM BapHujaOlu 3aelHO B/IMjaaT Ha
BapUjadMIMTeTOT Ha BKYMHUOT Opoj Ha CD34 co 59.6%,
nomeka 40.4% ormara Ha BMjaHHe Ha JIPYTH (DaKTOpPU.
3HayajHOCTa Ha Koe(UIMEHTOT Ha MY/ITUILIA KOpeJlaliyja
TecTUpaH Bp3 0CHOBA Ha F - iucTpubyIuja mokaskysa ieka
BJ/IMjaHUeTO Ha MpPeIUKaTOPCKUOT CHCTeM Ha Bapujabim
Bp3 BKymHUOT Opoj Ha CD34+ KieTKuKaj ajoreHu
TIOHOPH, CTATUCTUYKU e He3HayajHo 3a p = 0,481447. Co
aHa/IM3a Ha TOoeIMHeYHUTe Bapujad/Iu, ce 3aKyuu JieKa
BJIMjaHUeTO HaIpeMKTOPCKU Bapujabiy off MHTepec Bp3
BKYIHUOT 0poj Ha CD34+ KJIeTKKKaj aJIoreHKTe JOHOPH He
e CTAaTUCTUYKY 3HAYajHO 3a 0Baa rpyna Ha MCIUTaHUIIU.

JUCKYCHJA

(daKTOpUTE KOM MOKAT /ia BIMjaaT Ha MOOMWIM3allMjaTa
u Komekuuonupame Ha XMK op mepudepHa kps ce
MHOTYKPaTHO HCTpa)KyBaHM €O IeJl Jia ce Tof[00pu
epMKkacHOCTa M CHTYPHOCTA HAa MOOM/IM3alujaTa
n xapBectpanmja (15-23). Ceymrre mocTojaT ronemu
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KOHTPAJJUKTOPHOCTM BO pa3IMYHUTE CTYAUH KOM ja
MCTpakyBasie OBaa TeMaTKKa, ¥ He MOKAT Jla ce M3BJIeyar
neUHUTUBHY 3aK/TYUOIIH, TIPE]] Ce 3apajii XeTePOreHoCTa
HaTIal[eHTUTe OJIHOCHO IoHOpKTe. Bo3pacTaHa loHOpUTE
W TejecHaTa TexuHa (23,26) He Owmne curHU(UKaHTEH
(akrop Koj Biujaen Ha bpojot Ha MNK u CD34+ knetkute
BO HalllaTa 1 Bo ctyfujaTa Ha Fordetal. (26).BRymHuOT OpoOj
Ha JIeYKOLUTUTe OWI UIeHTH(DUKYBAaH KAaKo He3aBHCeH
(hakTOp KOj MHBEpP3HO BiWjaem Ha eQUKACHOCTa Ha
Konmekijata (26-28), momeka crymujata Ha Sarkodee-
Adooetal. (23) He nokakana curHM()MKaHTHA Kopesalyja
co obpojor Ha MNK u CD34+ knetkure. CIMUYHO Kako BO
HallaTa CTyuja, HeKou cTyauu (23,29) cyrepupaaT jeKa
HeMa KopeJialiyja TIoMery XeMaTOKPUTOT M OCaKyBaHUOT
opoj Ha XMK, mozieka ajpyra cTy/uja mokaKyBa MHBep3Ha
Kopernaidja momery fBara mapamerpu (26). Ctyaujata
Ha Mehta et al. (29) wmako He IOKakajaa Kopesaluja
nomery mocakyBaHuoT 0Opoj Ha XMK u XeMaTOKpHUTOT
Kaj aBTOJIOTHUTE JIOHOPH, Celak VKa)kyBa JleKa e 100po
XapBecTpalyjaTa Jia 3aTll0yHe Kora XeMaTOKPUTOT € Mery
25-30%, OujiejKu aBTOIOTHUTE JJOHOPH, OJHOCHO MAI[UeHTH
ce HajuecTo aHEMUYHU M TIOTPeOHM ce TpaHchy3uu co
KPBHH KOMIIOHEHTH 3a [Ia ce 3aloyHe XapBecTpallyjara,
IITO € CIy4aj ¥ CO TPOMOOIMTHUTE JIOKONKY HUBHHOT
opoj e moman op 30x10%L (5). IpemacdepesuuoT 6poj
Ha TPOMOOIMTM BO HallaTa CTYAMja CUTHU()MKAHTHO
BIIMjaeT Ha OpojoT Ha Konekimonupanu MNK KieTku Kaj
ABTOJIOTHUTE JIOHOPH, IITO He OMJIO CITyYaj BO HEKOM JIPYTH
cryman (23).IToBeke crymuu (23,26,30) mokakase jeka
MOOM/M3MpayKaTa cTpaTerdja U OpOjoT Ha IMKIYCH Ha
IIpUMeHH XeMoTepanui (26,31) curHuuKaHTHO BJUjaese
Ha Opojor Ha Konmekuuonupann MNK u CD34+ knetku
Kaj aBTOJIOTHUTE JIOHOPH, IITO KOpeIupa CO HAOJUTe
BO HaIlllaTa CTYJMja, a JIeYKOLUTUTe Owle Hajmobap
MPeUKTOP 3a e(UKACHOCTA Ha KONEKLMOHUPAHETO Ha
CD34+ knetkure (26,32,33).Muory apyru (haKTOpH e UCTO
TaKa MPOYYYBaHU W JI00MEHW Ce Pa3IMuyHU Pe3y/ITaTH.
Tue ucTpakyBama ro BKIyuyBaje 1onoT (23,26), craguym
Ha Oonect (26), peXKUMOT Ha XeMoTepanuja(26), MHBa3uja
Ha Oonecta BO KOCKeHaTa cpieBuHa (26,30), ymorpeba
Ha aJKuIMpauku areHcu (31)u mapyro. EdmkacHocra Ha
KoJleKI[jaTa e MCIUTYBaHA ¥ BO OJJHOC HA KJIETOUHHOT
cemapaTop, pedJieKTHpaHa BO HeropaTa MOK [ia TH
eKCTpaxupa ¥ KOHIIEHTPUpA KJIETKUTe Off HHTepec,
KaKo M KapaKTepUCTHKUTe Ha adepe3HaTa Mporieaypa
(9,33-35). Bo HameTo MCTpajkyBame Ha BKYITHHOT
opoj Ha Komekuuonupanute MNK u CD34+ KieTku
CUrHU()MKAHTHO BiMjael OpojoT Ha adepesHu ILUKITyCH
BO eflHa MpoIie/lypa Kaj aBTONOTHUTE JOHOPU U aJloTeHu
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TIOHOPH, KaKo ¥ BUJIOT Ha KOPUCTEH CeT TpH adepe3HuTe
npolelypu Kaj aBTomorHute poHopu. CTyaujata Ha
Zengatal. (33) mokaxkanajieka OPOjOTHAKONEKIMOHMPA
HUMNKOM/IIO3UTHBHOKOPETNPAHCOKOPUCTEHETO Ha
AutoPBSC cert, a 6pojot Ha CD34+ KneTKu 01 KoperrpaH
cokopucrere Ha WBCceT Kaj anorenuTte joHopu.Bo gpyra
crymuja WBC ceToT ce mokaskal Kako MOCYIepHOpeH
ofi AutoPBSC cetoT 3a Komekimonupame Ha XMK Kaj
MalieHTH CO MYTHIIeH MUeloM MOOWIM3UPAHU CO
G-CSF+xemotepanuja.Enen opg  akropure Koj He
TIOKayKaJT acoIMPaHOCT CO epUKAacHOCTa Ha KOMeKIhjaTa
BO HallaTa CTY/uja, HO e TIpe3eHTUPaH BO JIPYIU CTYUU
KaKo CUTHU(MKaHTEeH e TIPOIleCMPAHUOT BOMYMEH Ha
KpB 1pu adepesa (3,23,32). Cryoujata Ha Ikeda et al.(30)
TIOKaykasia ieka MOOWIM3MPavyKuTe IIUTOKIUHHU, TajMAHTOT
Ha adepesara, KapaKTePUCTUKUTE HA KJIETOYHUOT
cermapatop M OIEPATUBHUOT co(TBep BiMjaele Ha
KonekiMoHupaweTo Ha XMK Kaj aBTonoraute u ajoreHu
TIOHOPH, JIofleKa Bo3pacTa Ha JJOHOPUTe U MOJIOT BIiMjaesie
Ha Opojor Ha KomekuuoHmpanu XMK Kaj amoreHute
noHopy. Bo Hamiata cTyuja He HajjoBMe CUTHU(DMKAHTHA
MOBP3aHOCT Ha BKYIMHUOT OpOj HA KONEKI[MOHUPAHU
MNKu CD34+ KieTku cO WCIUTYBaHUTE MPeNUKTUBHU
(haKkTOpH O] MHTEpPEC Kaj aJIOTeHKTe TOHOPH CO MY/ITUIIIA
perpecuoHa aHanu3a. Toa e MokeOW MOpajii MaauoT
NIPUMEPOK UITH 3apajii Toa IITO CUTe aJIoTeHU JOHOPH IO
najoa mocakyBanuot 6poj Ha MNK u CD34+ KrneTku.

3AK/IYYOK

EduracHocta Ha KonekiuoHupameTo Ha XMK e mop
B/IMjaHMe Of roleM Opoj Ha (hakTOpu TOBP3aHH CO
KapaKTePUCTUKUTE Ha JIOHOPUTE, J1abOpPATOPUCKUTE
napamMeTpu M TpoIelypaIHUTe KapaKTePUCTUKU U
MOKaKyBa TojleMa BapujalWIHOCT BO  KJIMHUYKUTE
HAogM Kaj aBTOIOrHUTe poHopu. IlomaTouuTe oOf
pa3IMuHKUTe CTYAUM TIOKA)KyBaaT rojieMa PasHOBUIHOCT
BO KJIMHWUYKaTa Tpakca. OmpefieyBambeTo Ha TOYHOTO
HMBO Ha mpefadepesHUTe Ta0OPATOPUCKM IMapaMeTpu
3a 3amoyHyBame Ha adepe3HaTa TOCTanKa Koja Ou
Ouna Ge3bemHa 3a JOHOPUTE M CO roemMa e(MKacHOT
Ha KonmekiuoHupame Ha XMK, Ou ro Hamammn
Mpo0/IeMOT Ha TOMAJIKY VCIeIIHH U/WTM TIOBeKeKpaTH!
xapBecTpaiuu. [loTpeGHO e /1a ce HarpaBaT YHUBEP3aIHHI
BOJMUM 3a YIOTpeDara Ha J1abOpaTOPUCKU IMapaMeTpu
BO WHMIMjal[MjaTa Ha adepe3HaTa Tporiefypa 3a
ONTUMM3alMjaTa Ha KoneKkimoHupatmeto Ha XMK.
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DONORS AND APHERESIS CHARACTERISTICS THAT INFLUENCE COLLECTION EFFICIENCY
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ABSTRACT

Introduction: Succsessful collection efficiency of mononuclear cellsqtMNC) and CD34+ peripheral blood cells
requires identification of predictive factors. The aim of our study was to investigate possible predictive factors
that could influencehematopoietic stem cell (HSC) yield.

Material and Methods: The investigation group is concluded of 120 autologous and allogeneic donors undergoing
apheresis collections of HSC.The influence of possible predictive factors (demographic characteristics, laboratory
parameters, collection characteristics in both groups, and mobilization strategy and the disease characteristics
in autologous donors) on the MNC and CD34+ cells collection efficiency was determined by multiple regression
analysis.

Results: There were 226 apheresis collections, 182 in 90 autologous and 44 in 30 allogeneic donors, mean 2
apheresis(range 1-3) in autologous and 1.5 apheresis(range 1-2) in allogeneic donors. Collection efficiency of
MNC in autologous donors was significantly influenced by preapheresis platelet count (p=0.045576), mobilization
strategy (p=0.044071), type of set for apheresis collection (p=0.042254), number of apheresis cycles in one procedure
(p=0.037069) and number of cycles of chemotherapy (p=0.033519). Collection efficiency of CD34+ cells in autologous
donors was affected by number of apheresis cycles in one procedure (p=0.014608). Statistical relationship was not
found,between the investigated predictive variables of interest and collected number of MNC and CD34+ cells in
allogeneic donors, by multiple regression analysis.

Conclusion: Development of universal guidelines for iniciation of apheresis procedure based on preapheresis
blood count values is needed for optimization of collection efficiency of hematopoietic stem cells.

Kew words: hematopoietic stem cells, transplantation of hematopoietic stem cells, mononucleated cells, CD34+,
apheresis collection

49 | Medical Journal - MEDICUS

AN



L Original scientific paper J

CIIEKTAP HA MAJI@OPMALINN KAJ PAHO JUJATHOCTUITIPAHN
KOHTEHUTATHU MAJI@OPMALIN HA BYBPE3UTE 1 YPUHAPHUOT TPAKT

MALFORMATION SPECTRUM IN EARLY DIAGNOSED CONGENITAL
ANOMALIES OF THE KIDNEYS AND URINARY TRACT

Anynocka H.!, CodujanoBa A.', KupoBcku 1.2 Ilana3oBcka YepennankoBcku A5, [Tamuescka C./,
KurteBa TpenueBcka I'.%, Tacuk B.°

'Onpen HeonaTonoruja, YauBep3uTeTcka Knunuka 3a getcku oonectu, Ckomje, MakejoHuja

2 Oppen [lynmonoruja, YauBepsurtercka Kimunuka 3a jetcku oonectu, Ckonje, MakeoHuja

3 Opmen Heonatonoruja, KnuHuKa 3a akyuiepuja v ruHekosnoruja, Knunnuku rientap 1 MepuiiuHcku @akynrer,
Crutut, XpBaTcka

* Kmuanukabonuuia Aymbagem Cuctuda, Ckorrje, MakemoHuja

> YauBepsuTteTcka KnuHuka 3a HeBponoruja, Ckorje, MakemoHuja

% Opmen Hedbponoruja, YauBepsurercka KmiHuka 3a getcku oonectu, Ckorje, Makeosuja

ABrop 3a KopecnonzeHuuja: IIpod a-p Benobop Tacuk, Opmen Hedponoruja, YauBepsurercka KimiHuka

3a ieTcku bonecty, Ckomje, Makenonuja, Bogmarcka 17, 1000 Ckomje, Makegonuja.

Tem:+389-75-789105, Fax: +389-2-3233067, E-mail: vtasic2003@gmail.com
Medicus 2017, Vol. 22 (1): 50 -56

ABCTPAKT

KonrenuranHure masipopmaniun Ha 6yopesute u ypunapauot Tpakt (Congenital anomalies of the kidney and urinary
tract- CAKUT) ce uecty BO fileTckaTa Bo3pacT 1 counHyBaar romery 20 1 30% of cuTe KOHIeHUTATHN aHOMaJIUN KOU
ce fleTeKTUpaar BO MeprUHATAITHUOT MTepro/l. 3HaUeheTo Ha KOHTeHUTaTHUTe aHOMasuu Ha 6yOpe3nTe U YpUHAPHUOT
TPaKT € PU3MKOT IIITO THe I'o HOCAT 3a BIIOIIyBarhe Ha OyOpeskHara (byHKIMja cO pa3Boj HA MporpecruBHa OyOpexHa
bonect 1 bybpeyxHa nHcybulirenuja. He mocrojart 1oBO/HO CTYIMY 38 KJIIMHUUKUOT TEK, CIIEKTApOT Ha MasihopMarinu,
TeHEeTCKUTE U IPOrHOCTUUKNTE PaKTOPU Ha PAaHO AUjarHOCTULIMPAHUTE KOHI'€HUTAIHM MajihopMaLuy Ha bybpesure
1 YpUHAPHUTE TTIATUILITA.

Llenta Ha OBaa cTy[Ivja e 11a ce aHaIM3Upaar fneMorpad)CKUTe KapakTe pUCTUKH (1071, BO3PACT, eTHULUTET, haMuijapHa
[epaucIiosulija) Ha HoBopojeHute co paHo aujarHoctuumpan CAKUT, TUIOT M Te)KMHATAHa KOHI'€HUTAJIHUTE
MandopMmalu Ha 6yope3uTe U ypUHAPHUOT TPAKT U TIPUCYCTBTO Ha eKCTpapeHaH MaHUbeCTalii.

CryaujaTa Oelle au3ajHUpaHA KaKO PeTPOCIIeKTUBHa obcpeBalmoHa cryauja. Cryoujra ordaru 100 vcruTaHULN
CO TpeHaraJHO TIOCTaBEeHO COMHEHWEe 3a KOHreHuTajHa Majihopmalidja Ha Oybpesure M ypUHAPHOT TPAKT.
[TarmenTtuTte 6ea npernefanu Ha KnuHuKara 3a fietcku 6onectu, CKorije. Pesynratute v MpUKaKyBaaT KIMHUKUUTE
1 fleMorpad)CKiUTe KapaKTePUCTUKU, KAKo U CIeKTapoT Ha MasdopMalui Kaj rnalueHTHTe cO paHa JiojarHo3a Ha
KOHTEeHUTAITHU aHOMaJIMK Ha 6yOpe3nTe U YpUHAPHUOT TPaKT.

OBaa cTy[uja faBa JIONPUHOC BO pas30Mpare Ha KapaKTepUCTHKWTE HA PAHO JeTeKTUPAaHWTe KOHTeHWUTAaJIHU
MaIchopMAIIK U TIOCTABYBaHe Ha CTPATEruja 3a paHa MOCTHATAJTHA TOTBP/IA Ha ITPeHAaTaIHO TOCTABEHOTO COMHEHUE 3a
MajichopMaliija U paH, ONTUMKU3UPaH TPETMaH, Co 11eJ1 PeJYKIUja UK OJI/IOKYBake Ha ITporpecuja Ha geteproparijja
Ha OybpeykHaTta QyHKILMja 1 TepMUHaIHa OyopeskHa Oosect.

Knyunu 36opoBu: masidopmanyu, CAKUT, ypuHapeH TpakT, paHa aujarHos3a

BOBE]]

Konrenutanuure Mangopmanun Ha Oyope3ute u  and urinary tract- CAKUT) ce uects Bo eTcKaTa Bo3pacT
ypunapauot TpakT (Congenital anomalies of the kidney u counnyBaar momery 20 u 30% of cute KOHreHUTaTHHU
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aHOMa/IMM KOM Ce [IeTeKTHpaaT BO IePUHATATHHOT
nepuof [1]. CTpyKkTypHUTE MasipopMaIuu off CieKTapoT Ha
CAKUT omncakaaT pa3nuuy eHTHTETH KO 't a)eKTHpaat
oyopesuTe (MprMep peHaHa areHesHuja, XUIOIa3uja Win
IHUCIUIa3Kja, MYITHIMCTHYHA [MCIUIas3uja), YPUHAPHUTE
natumTa (xujpoHedpo3a WM - Meraypetep, [IBOeH
KaHaleH CHCTeM, YpeTepoleiBMUHA  OOCTpYKIIKja),
OemyKkaTa (BesuKoypeTpaieH pedyKke, ypeTepoliena),
ypeTpa (BaJIBy/la Ha 3ajiHa YPeTpa) WK BO MCTO BpeMe U
OyOpe3uTe U ypUHAPHUTE TATHIITA [2].

Hajuecta o cuTe aHTEHATaJHO [UjarHOCTHUIMPAHH
peHajIHi aHoMayIiK e xuapoHedposara. Co mogobpyBarmbe
Ha aHTeHaTajHaTa yiTpacoHorpaduja, eTaaHaTa
xuapoHedhpo3a ce AMjarHOCTUIMPA TIOYECTO Off IIOPaHo.
AurenaranHata XuzpoHe)po3a ce MjarHOCTHIMPA
Kaj 1-5% o cuTe OpeMeHOCTH M IpeJCTaByBa €Ha Off
HajuecTuTe BpofieHu Maiopmaruu [3, 4, 5).

CAKUT mpepcraByBaat IMMPOK crieKTap MajdopMaiyn
KoM ce jaByBaaT co HHIMZAeHma op 3-6 na 1000
HoBopozienu. I'mobannara cranka Ha CAKUT kaj usu
¥ MPTBOPOJIeHN HOBOpOJeHuMmba u3HecyBa 0,3 1o 1,6 Ha
1000 [1, 6, 7]. Ce mpoleHyBa AeKa oBue MajadopMaiyu
npecTaByBaaT MpuUuKHa 3a cMpT Kaj 1:2000 parama [8].
Ce pabotu 3a cnokeHu MandopMmanuy (OumarepanHa
peHajHa areHe3Wja acolupaHa co Majidopmaiyja Ha
IPYTU CUCTEMH), KOM Ce MHKOMITATHOM/IHHU CO JKUBOT. Bo
MoCTIeIHUTE TOJMHMU, TTpeBajleHIjaTa Ha flelia Co TellKU
copmu Ha CAKUT ce 3ronemyBa mopay mogo0peHa nepu
¥ TIOCTHATaJTHA 3allITUTA.

Munupennara #Ha CAKUT e moBucoKa Kaj HMOTOMIUTE
Ha ¢amummu co ucropuja 3a CAKUT wmmm ucropuja
3a peHasHa OonmecT WM fujabet Kaj Majakra [9,10].
Byopeskan mandopMaiu ce HajaeHu Kaj okony 10%
of Omuckure pomHuMHM Ha mnamueHtuTe co CAKUT,
MaKo MCTUTe ce HajuecTo acumTomarcku [11]. I mokpaj
TOQ, Ce MpeJNocTaByBa JleKa OfpefleH MpOIeHT Off
reHeTcKUTe (DOPMHU OCTaHYBAaaT HeJ[MjarHOCTUIMPAHU
n  ¢perBennmjata Ha  damummjapauor  CAKUT
BepojaTHo e moronema. Mako CAKUT BooGmuaeHo ce
jaByBa Kako M307MpaHa Majdopmaiyja, MOHEeKorall
oBMe MaJipopMalli ce jaByBaaT acOLMpaHW CO JIPYTH
KOHTeHUTATHU MayipopMal[uil HAj[BOpP Off YPUHAPHUOT
TpakT. PeHamHute MandopMaluy ce AacolMpaHd Co
eKCTpapeHaTHU KOHTeHUTaTHU MajihopMal[ui BO OKOJTY
20-30 % op ciyyauTe, 06jaBeHO BO MY/ITH-IIeHTPHYHATA
EBporcka cryauja Ha Wiesel et al. [6]. KombuHanuja Ha

Original scientific paper I

CAKUT co ekcrpapeHa/HM aHOMajJliM Ce CPeTHYBa Kaj
noBeke of1 200 omuimanu cuHgpomu(12].

3HAueHETO Ha  KOHTeHWTAJHUTe aHOMalMH  Ha
OyOpe3uTe W YPUHAPHMOT TPAKT € PU3MKOT IITO THE
ro HOCaT 3a BJIONIyBame Ha OyOpeskHarta (ByHKIMja €O
pa3Boj Ha IporpecuBHa OyOpe;kHa OomecT u OyOpeskHa
nHcyduipennyja. Tre ce HajuecTa MpUYKMHa 3a OyOpeskHA
MHCY(DUIMEeHIIja M PeHasTHa 3aMeCTUTe/IHaA Teparuja Bo
netctBoTO [13]. Bo CAJl KOHreHUTaIHUTE AaHOMAIMK Ha
OyOpesuTe 1 YPMHAPHUOT TPAKT HPe/CTaByBaaT MPUUKMHA
3a XPOHMUHa OyOpeskHa OomecT Kaj 34-59% o1 maleHTuTe
1 ce TpUUKMHA 3a OYOpekHa MHCyuImeHnuja Kaj 31%
[14,15,16].

CTpykTypHHTe MajngopMalyu Ha OyOpe3uTe Moxke Jla ce
JOIDKAT Ha opeMeTeHa HepporeHesa. Ce mpenocTaByBa
7leKa OpojHU reHeTcKu (hakTOpH 1 (haKTOPH Off OKOJIMHATA
TenyBaaT BO TeK Ha OepeMeHOCTAa. AHMMAJHU CTYIUU
JIOKa)KyBaaT MYITUIUTM MOJIEKYJIM  eCeHIMjaiHd  BO
MmopcdoreHesara Ha OyOpe3uTe M YPUHAPHUOT TPaKT
Kaj mandopMaluiTe Ha ypuHApHUOT TpakT [17]. OBue
reHeTCKM MajopMal[ui Moke fla ce Jie(UHUpaHH BO
rpynara Ha u3onupanu u cuHapomcku CAKUT.MoskHOoCTa
3a reHercka ocHoBa Ha HecuHgpomcku CAKUT e
OCHOBaHa Ha (haMuJIMjapHaTa IojaBa Ha HECHHJIPOMCKa
peHaiHa areHe3uja, XMIO[UCIUTa31ja, peHalHa TyOyIapHa
IucreHe3Wja, MYITUIMCTHYHM IUCIUIACTUYHU OyOpes3u
wmu BYP [18, 19, 20, 21, 22].

OmcepBaiujara jgexka pasmuunr ¢opmu Ha CAKUT ce
jaByBaaT BO eHa (paMuIMja cyrepupa JieKa ofpefieHu
reHcKu MyTanuy Moxke faBogat 5o CAKUT, Ho punamHuoT
peHasieH (DeHOTHIT 3aBMCH WIH O] TeHeTCKH (DaKTOpH WIH
on (akropu Ha cpemuHaTa. Mako BeKe ce W30/MpaHH
OpojHu reHu Kaj marpenTute co HecuHppoMmcku CAKUT,
CeVIITe HeJjocTacyBa oKa3 feka HecuHpoMcKuoT CAKUT
ce IIO/DKM Ha MyTal[ija Ha efieH reH [23]. ®eHoTurnckara
xeteporeHocT Ha CAKUT BepojaTHO e pe3ynTaT Ha HEKOj
off ciefiHUBe (paKTOpPM: MyTalluja Ha eJieH reH WK TI0BeKe
reny noBp3anu co xymanuoT CAKUT (24), reHercku|25,
26, 27, 28, 29Jumn emurenetcku Mopudukatopu [30],
CeToToa MOJIeJIMPaHO Of MOJYCOT Ha HacjiefyBambe U
OKOJTMHATa.AcolMpaHy aHOMAaJIMK CO PeHaJiHa areHesuja
ce CpLEeBH, KOCKEHO/CKEJIeTHH, TacTPOMHTECTUHAHHU
Majipopmariiu, ManhopMaIiuy Ha pecIIMpaTopeH TPAKT U
nesgeHd mandopMaiuu. True Moxke Jja OMJAT BO CKIIOMN
Ha cuHgpoMcika mpojaBa Ha CAKUT. Kombunanmja Ha
CAKUT co ekcTpapeHa/lHM aHOMaluU Ce CPETHYBa Kaj
noBeke of1 200 onuinany cuHpomu[12].
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EnueMHoNOIKATe TOJATONM 3a TpeBajieHI[Mja Ha
CAKUT Bo 3emjure Bo pa3Boj He ce mormonHud. He
TI0CTOjaT JI0OBOJIHO CTYMM 32 KIIMHAYKUOT TeK, CIIEKTapoT
Ha MandopMalui, TeHeTCKUTe U IPOTHOCTHYKUTE
(haKkTOpy Ha paHO JIMjarHOCTUIMPAHUTE KOHTeHUTATHU
Majipopmariuu Ha OyOpe3uTe U ypMHAPHUTE MATHIITA.

IlenTa Ha oBaa cTyiuja e Jla ce aHaIU3Mpaar
memorpadcKuTe  KapaKTepHCTHKH (MO,  BO3pacT,
eTHUIIMTET,  (paMWwIMjapHa  MepAucro3uldja)  Ha
HOBopojieHuTe co paHo pujarHocturupan CAKUT,
TUTIOT YW TeKWHATaHAa KOHTeHUTATHUTEe MaspopMmariim
Ha OyOpe3uTe ¥ YPMHApHHOT TPaKT M MPUCYCTBTO Ha
eKcTpapeHaTHi MaHU(eCTaIiu.

MATEPHUJATI 1 METOIHN
CrymujaTa Oelle [M3ajHMpPaHA KAKO PETPOCTIEKTMBHA
o0OCpeBaloHa cryamja.  Crymujra  otdatu 100

UCTIUTAHUIIE CO TPEHATANHO TMOCTaBeHO COMHEeHHe 3a
KOHTeHuTaIHa MajihopMaliuja Ha Oydpe3uTe U ypUHAPHOT
TpakT. [[ujarHo3ara Gelie mocTaBeHa BO HEOHATATHUOT
¥ PaHUOT JI0eHeuKu MepHof Bp3 06a3a Ha MOfIATOK Of
POJJUTHUOT KapTOH 3a MPeHaTaHO 0CTaBeHO COMHEHMe
co deranmHa yarpacoHorpaduja. OBa TMpeHATaTHO
MOCTaBeHO COMHeHHe Oellle eBaqyMpaHO CaMO KaKo
TMOJIATOK 3a MPUCYCTBO WM OTCYCTBO HA COMHEHMe 3a
masdopmariuja 6e3 HaBjeryBame Bo MOeJMHOCTHU TIOPaju
HeCTaH/[apIM3MpPaHOCT Ha TpeHaTanHata (heTanHa
NpPOLIEHKA 0ff CTpaHa Ha TMHEKONOo3UTe Ha MPMMAapHo,
CeKYHJ]JapHO U TeplyepHo HuBo. IIpB mocTHaTaneH
ynaTpacoHorpadicKu  TIperyieli Kaj HOBOPOJIEHUTE CO
npeHaTtanHo TocTaBeHo coMHeHume 3a I[AKYT 6eme
peanu3upaH 3-7 MHOT JleH TOcjie parameTo, o Len fla
ce u30erHe TOTpellHAa WHTepIpeTaldja Ha CTEMeHOT
Ha TIeJIBUYHA [WIaTanuja, mopagu (hU3HOMOIIKaTa
JlexujipaTaiyja ¥ MaJuoT YpMHapeH output Bo TpBUTeE
JIeHOBH 10 parameTo [31]. McnuTaHuiuTe Oea mperieiaHu
Ha KnmHukara 3a etcku bonectu, Ckomje.

ObpaboTkara Ha MCIMTAHUIUTE CO PaHO JIMjarHOCTH-
[MpaHd KOHTeHUTaTHM Majidopmanuu Ha OyOpesuTe
W YPUHApHUOT TPAKT omdaTu yaTpacoHorpaduja Ha
YPUHAPHUOT TPAKT, KAaKO IPB CKPUHUHT, TI0TOA BO CKJIOI
Ha JIO/IMjarHOCTMKA M MUKI[MOHA ypeTrpoipcTorpaduja,
u mguypercka cuuHturpaduja  (Tc99-DTPA  crew),
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KopruKajHa cuuHTHrpaduja  (Tc99-DMSA), moperko
KOMITjyTepu3KpaHa Tomorpaduja i HyK/ieapHa MarHeTHa
Pe3oHaHIIa.

Mamunjaped  yaTpacoHorpad)CcKM  CKPUHUHT  Oetire
pealu3upaH oOff CTpaHa Ha HeOpPIOrKaj CPOJTHUIM
of mpB cTemeH (bpaka, cectpu u poputenu). OHamy
Kajie coHorpacka HedpornomKka abHOPMaIHOCT Oelre
JeTeKTHpaHa Kaj afyJITHUTe CPOJHHUIIM, MCTUTE Ce
yIaTeHu Ha ajiy/iTeH Hehposior/yposior 3a MoHaTaMOIIHA
00paboTKa M TpeTMaH, a IeujaTPUCKUTe HCIUTAHUI
0ea JoMjarHOCTUIMpPaHH U TPeTUpaHu Ha KMHMKaTa 3a
TIeTCKY 00JIeCTH.

AconipaHu  eKcTpapeHaJIHM — a0HOPMAJHOCTH — Oea
TeTeKTHpaHu co JeTaieH (U3MKaleH Tpersiell 10
IU3MOPQOIONIKK KPUTEPUYMH.

3a motpebuTe Ha OBaa CTyAWja Oelle HalpaBeHa 6a3a Ha
TI0JIaTOIM BO KOja 3a CeKoj oj] UCITUTAHUIIUTe BHECEHH Ce
nemorpadCKu ITOfIaTOI- UMe U TTPe3KMe Ha MCITUTaHUKOT,
TI0J1, BO3PACT Ha MHMIMjaJIHA [IUjasTHOCTHKA, (haMUITHA
ONTEePeTeHOCT, MHUIIUjA/THA IUjarHo3a ¥ eKCTpapeHaHu
MaHHU(eCcTaIuH.

[opaToruTe ce CyMUpaHH o yIIOTpeba Ha 1eCKpPUIITHBHA
cTaTHCTHKA Oea aHam3upaHn. DPpeKBeHIHN U IPOIIOPLIMH
Oea KakynupaHu M TabemapHo mpuKaxkaHuco Microsoft
Excel.

PE3YJITAT!

Bo oBaa crymmja Oea Bkayuenu 100 wucmuTaHUIM
cenektupanu co. Tabena 1 ru mpuKaskyBa gemorpadckure
U KIMHAYKUTE KapakTepucTuku. CuTe HCIUTaHULU
BKJIYUEHM BO OBaa CTY/Mja MMaaT IPeHaTalHO OCTaBEHO
comHenue 3a CAKUT. IlocTou npegoMuHaliyja Ha Mallku
ucnuTaHui (78%), Bo 0qHOC Ha MCIIUTAHUIIUTE Off JKeHCKU
1on (22%). CpefiHa Bo3pacT Ha MHIIMja/IHA [UjarHOCTHKA,
neduHUpaHa Kako TOCTHATalHa ITIPOIeHKa CO Koja ce
MOTBP/IyBa IIPeHaTajlHO IIOCTABEHOTO COHMEeHWe 3a
CAKUT e 43 nena, Bo IpBHOT Mecel] JidjarHo3aTa Ha
CAKUT e mocraBeHa Kaj 58%, a Bo IpBUTe 3 Mecelld TOj
npoleHT u3HecyBa 90% op ucnuranuiyre. GamunjapHa
npeaucuIo3yja HajaeHa e Kaj 21% ofi WCIUTaHUIIUTE.
Bo ogHoc Ha eTHULIUTETOT, 48%0] UCITUTAHULIUTE Ce Off
MaKeJIoHCKa, 27% of anbaHcKa, 12% ce off pomcka 1 3% ce
TIPUTIAJIHUIIY HA OCTAHATUTe €THUYKY 3aeJ[HUIIN.
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Tabena 1. Knuuuug u semorpadCcku KapakTepUCTURH
Ha nmaruenTute co CAKUT

KAPAKTEPUCTUKHU %
ETHumurer
MaxkemoHCKM 55
AnbGaHcku 30
Pomcku 12
OcTtaHaTti 3
Ilon
Kencku 22
Marniku 78
(pamunujapHaaHaMHe3a
He 79
Jla 21
eKcTpapeHaTHuMaI(opMaLu
Jla 23
He 77
BO3paCTIPHUUHUIMjATHAMjar HOCTHKA ([eHOBH)
0-7 38
0-30 58
0-90 90

Cnekrapor Ha MajadopMal[uy Kaj WCIUTAHUIIUTE CO
pano gujarHoctunmpad CAKUT e mpukaskad Bo Tabena
2. Hajuectn mandopmaiuy Ha OyOpe3suTe U YPUHAPHUOT
TPaKT Kaj WMCIUTAHMIMTE BKIyUYEeHM BO OBaa CTyAuja
cexuaponedposa 24% opn wucnuranuiure, VUR Kaj
23%, OOCTpYKIMja Ha IHEIOYPEeTePUYHUOT CIOj MU
Be3MKOoypeTpaiiHa cTeHo3a umalie Kaj 30%, eKTomuueH
Oyoper umaiie Kaj 2% of ucnuraHuiuTe. [lapeHXMMHH
OyOpeKHM 0OTeCTH (TUCTIIACTHYHU WM XUITOIUIACTUYHU
OyOpesu, MYITULUCTAYHM [UCIIACTUYHU OyOpe3sum u
peHaJIHa areHe3Mja) HajieHu ce Kaj 32% oj] MCTIMTaHUIIUTe.

Tabena 2. Criektap Ha MajipopMariy Haj HaIjUeHTH CO
paHo pujarHocturmpad CAKUT

MAJI®OPMAIINUA HA YPUHAPHUOT TPAKT %
MapeHXuMaTO3HU
MYITHLICTUYHN/ TUCIIACTHYHIOYOpe3n 25
XUIOIUIa3uja 2
AreHesuja 5
aHoMa/IMjaHaMurpaiuja u Qysuja
eKTonuueHOyoper 2
TIOTKOBUYECTOYOper 1
aHOMa/IMMHAYpeTpa
BaJIBY/IaHa3a fHAypeTpa 3
ypeTpoliena 2
TYTUTMKAHAIeHCUCTEM 4
VPeTpOIIe/IBHYHA00CTPYKIIja 30
Be3UKoypeTpaneHpedIyKe 23
xuziporedposa 24
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EkcTpapeHanHy MaHuQecTalMd ce HajuaeHu Kaj 23%
07l HUCIMTAHMI[UTE BO OBaa CTYAWja, BKIYYYBajKu
KapuoBacKylapHd  Majcopmaruu,  MajndopMmarnuu
Ha IleHTpajieH HepBeH CUCTeM, TacTPOMHTECTUHATHU
MajipopMaliy 1 JIMIeB [u3Mopdu3aM ce CIIeKTapoT Ha
MajihopMaIuy JIeTeKTHPaHU BO OBaa Ipyla MCIIUTAHUIIY.
77% vimaa u3onupaHa MajagopMaliyja Ha YpHHAPeH TPaKT.

JTUCKYCHJA

PaHaTa [ujarHo3a Ha KOHTeHUTAJIHUTE Majdopmanu
Ha OyOpe3uTe M YPUHAPHMUOT TPAKT OBO3MOKYBAaT paH
TpeTMaH M XMPYpIIKA MHTepPBeHI[Mja M ja OJIOMKyBaaT
1nojaBara Ha oyopeskHa uncypuipennuja. CAKUT ondaka
IIAPOK CIIEKTap Ha aHOMA/MU KaKO PeHaHa XUIo WK
JMCIUIa3Kja, MOTKOBMYECT OyOper, eKTomudeH OyoOper,
TnUeioypeTepudHa  OOCTPYKIMjA,  Be3UKOypeTpaneH
pednyke, MeraypeTep, OOCTPYKTMBHA ypomaTHja U
HeyporeHa 6emmka [32]. ['onemMa MyITHIIEHTPUYHA CTYAMjA
3a peHaHU Majiopmaruu Koja omdaruna 20 perucTpu
u 12 EBporicku apxasy, co BKyrHo 709,030 skuBoposieHU
¥ MPTBOPOJIEHH MCITUTAHUIIM 00jaByBa MpeBasIeHIIMja off
1,6 Ha 1000 HoBOpoOjEHH, HO e pas3fMyHa BO Pa3/IMUHU
eBPOICKU JIpKaBM, KaKO pe3ylTaT Ha pasMKuUTe BO
M0CTaBeHOCTa Ha PeHaTaTHUOT CKPMHUHT, Pa3/IMKUTeE BO
eTHUYKATA TPUTIAJIHOCT U penurujata. [IpKaBure BO Kou
HeMa eTa0/MvpaH PeloBeH PYTMHCKHU yaTpacoHorpadceku
CKPUHMHT UMaaT HajHICKa CTalkKa Ha ieTeKluja. HajuecTa
JMjarHo3a Kaj onuIlaHa UCIIUTAaHUIIUTE Off 0Baa CTy/uja e
IunaTtalyja Ha TOPHUTE YPUHAPHY MATHUINTA OTUIIAHA Kaj
27% opi, BKYIIHUOT OpOj Ha MCIIMUTAaHMIIN.

Xugponedpo3ara e Hajuecta MasihopMalvja Ha OyOpesuTe
¥ YPUHAPHUOT TPAKT Koja ce JieTeKTupa anTeHaTanHo. O
CHTe WCIMTAHWIIM BO HAIlaTa CTYAWja, XuapoHedposa
e HOTMpaHa Kaj BKYMHO 24 of MCIIMTaHUIIUTE BO OBaa
CTY/IWja, Ofi HUB OwWaTepanHa Kaj (5%) M yHUIaTepasHa
Kaj (95%). 3acTameHcoTa Ha KOHIeHUTaIHa XUApoHedp3a
BO OBaa CTyQMja KOpelMpa CO BKYITHUTE MOJATOLM 3a
TpeBaJieHInja Ha XuApoHedpo3a, Koja 110 TUTepaTypHUTE
nopatony usHecyBa 1/500 u mpepcraByBa 2/3 of cute
MHTpayTePUHU YpUHapHU aHoMmamuu [33]. Op cTyaujata
ce UCKY/Iy4eHH MCIIMTAHUIIMTE Kaj KoM Ha MHUIIjaTHHOT
yaTpacoHorpad)cKi  TOCTHaTaleH CKPUHMHT U Ha
TOC/IeIOBATE/THUTE ~ KOHTPOJHM — TIperyield  MMaJio
jleceH CTemeH Ha XW[poHe(po3a, HajuecTo BO CKJIOIM
Ha TpaH3UTOpPHA WM (DU3MONOIMKA XuapoHedpo3a.
ManikuTe MCTIMTAHUIM TIOYECTO MMaa XUpoHedposa u
Taa M0YECTO e JIOIMPaHa Ha JIeBHOT OyOper.

[logatouure of oBaa CTyIWja MOKa)Kaa peHaJTHU
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HapeHXuMaTo3HM  MandopManud  Kaj 27%  off
ucnutaHunure. Bo oBaa rpyma  mandopmaipi,
TOMUHUPAa UCTIUTAHUI[UTE CO HAOJ, HA MYATUI[MCTUIHU
JOUCIZIACTUYHKM OyOpe3u, HajMajaa Oelle rpymaTta Ha
UCIIMTAHUIM CO peHajHa areHesuja. IlonmunmcryHo
MpoMeHeTHTe OyOpe3u ce jaByBaaT CO IpeBajeHIA Off
0,57 na 1000 parama ¥ 1peicTaByBaaT 3HaUKUTeIeH PU3UK
3a pa3Boj Ha TepMHMHAJIHA OYOpe;kHa 0OecT Kaj jelara.
[TaneHTHTE CO TIONMIUCTAYHU OYOpe3u Tpeba BejHAII
He(ponomky fla ce obpaborar. OBa ce ofiHecyBa M Ha
YjIleHOBUTe Ha HUBHUTe ceMejcTaBa. IIpeBameHuujaTa
Ha MYITHLMCTUYHM [MCIVIacTHYHU Oyopesu e 04 Ha
1000 HOBoOpomeHM U HajuecTo e VHuIaTepanHa. Bo
UCIIUTAHMIUTE Off OBaa CTYAHWja CaMo BO efieH Ciyyaj
HajjleHa e OmaTepajiHa IMCTUYHA JMCIVIa3uja. PeHanHa
areHesuja, Crope[ JUTepaTypHUTe MOJATOIM Ce jaByBa
Kaj 0,27 o7 1000 parara [34].

AHomamiy Ha MUTpatija i hy3uja Ha YpUHAPHUTE MATUIITa
¥ aHOMaJIMUTe Ha OelIMKaTa M ypeTpaTa ce TIOPeTKH Of
napeHXUMCKUTe peHamHu Majiopmariu. Bo oBaa cTyauja
AHOMA/IMUTe Ha MWTpaluja U Qysuja, T.e. eKTOMMYHH
¥ TIOJ[KOBUYECTH OyOpe3u 3acTaleHu ce Kaj 3 Tpojua of
UCTIUTAHUIITe. AHOMATMUTEe HA OellMKaTa W ypeTparta-
ypeZieporieia ¥ BajiBy/la Ha 3ajjHa ypeTpa, HajieHu ce
Kaj BKYITHO 5 of UCTIUTaHUTe cydad. BanByia Ha 3ajHa
ypeTpa e HajuecTa MPMYMHA 32 OOCTPYKIMja HA TOTHHUTE
VPMHApHM TATHUINTa Kaj Mamkute 6eOumba. Ce jaByBa o
uHuupgenna 1 #va 8 mo 25.000 parama. EfHa TpeTuHa of
MOMYHMHbATA POJIeHH CO TIOCTEPUOPHA YpeTpajiHa BajiBy/a
pa3BUBaaT TepMMHaIHA OyOpexHa uHcyuiueHuja. Bo
HalllaTa CTYWja UMalle JiBa MalieHTH CO MOCTepHopHa
ypeTpaJiHa BaJIBy/Ia, 0e3 eKcTpapeHaTHH a0HOPMATHOCTH.
KoM1ieTHy ¥ mapiivjajiHy IBOjHM KaHAJIHU CHCTEMH BO
oBaa CTyaMja ce pedepupaHd BO Maj MpoIeHT- 4% of
CUTe UCITUTAHUIIY, IITO BEPOjaTHO Ce JIO/KU Ha TPOIyCT
BO IpeHaTajiHaTa [IujarHoCTUKA.

BesukoypeTpanHioT pedUyKC Kaj HWCIUTAHUIUTE O
oBaa CTyAMja Oellle 3acTaneH Kaj 23% off MCITUTAHUIIATE
M HajuecTo Oemie yHWIaTepaseH. [IuenoyperepuuHuTe
oOCTpyKIMM ce cpekaBaaT Kaj 30 off WCIUTAHUTE
HOBOpOZIeHUMIba U JloeHuMba. Bo oBaa cTyauja Tue
ce HajuecTo YyHWiaTepaiHu. PaHaTa [ujarHo3a Kaj
OBMe MAI[MeHTU BOfielle 710 aJileKBaTHO TUTaHMpame Ha
paH omepaTMBeH TpeTMaH ¥ ajleKBaTHA MPOTEKTHUBHA
Me[JMKaMeHTO3Ha Tepamuja Co 1eJl 3a OuyByBame Ha
oyopekHaTa (hYHKIHja.

T'onema mynrunenTpuuHa EBporicka cryauja [32]objaBu
HOJATOLM 3a acolyjalja Ha OYOpekHM MandopMaiyu
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o eKcTpapeHaHM MajdopMaiuu Bo 30% of ciyyaure.
Hamara crymuja mokaska acomumjamuja Kaj 23% of
ucnuTaHuiyTe. ONMUIIaHY ce TIoBeKe CUHIPOME KOY OCBEH
Masopmanja Ha OyOpesuTe ¥ YPUHAPHUOT TPAKT MMaaT
eCKTapeHa/TH{ aHOMAJIMK CO CIeIM(UYHO HacIeyBambe.
BakHocTa Ha paHa iyjarHo3a Ha OyOpe;KHUTe aHOMATHH
e TOTeHIUpaHa CO 3HauemeTo Ha MUCTOBpeMeHaTa
JleTajiHa IUjarHoCTHKa 110 JU3MOP(OIOIIKY KPUTEPUYMH,
Koja OBO3MOKYBa paHa JeTeKI[Wja Ha IPUAPYKHU
MashopMaIy Ha KapJuoBac/IyKApHKUOT, IUTeCTUBHUOT,
KOCKEHO-CKEeJIeTHUOT CHCTEM W OCTAHATHUTe OpraHd U
CHCTEMH M HYIW MOKHOCT 3a JIOTIONHUTE/IHA IeHeTCKa
JIO/IAjarHOCTHUKA.

OBaa cTyaMja omummiyBa IIO3MTHBHAa (haMuIMjapHa
aHaMHe3a 3a KOHreHUTaIH1 MajiopMariuu Ha oyopesuTe
U VPUHApHMOT TPaKT Kaj 21% of HUCIUTaHWUIUTe.
(damunvjapeH CKPUHUHT M PAHO TEHETCKO COBETYBame
e moTpebHO Bo cemejctBata co (amuujaped CAKUT,
wid HoBogujarHocTunupanu ¢opmu Ha CAKUT &kom
cyrepupaar MpucyCTBO Ha FeHeTCKU aHOMAJTUH.

[IpeBaneHnmjata Ha Majacopmanud Ha OybOpesute U
VPUHAPHUOT TPAKT € peNaTHBHO ToleMa BO 3eMjuTe
BO pa3Boj. AHTeHaTajHa V/ITpasByuHa IPOLIEHKA Ha
OyOpe3uTe W YPMHAPHUOT TPAKT Ce ITIPaBU PYTUHCKU
Kaj cuTe OpeMeHH JKeHH €O IIeJ1 paHa JeTeKIuja
Ha KOHTeHMTATHM MandopMali ¥ [OCTaBYBakbe
Ha CTpaTerkja 3a paHa IIOCTHATa/HA MOTBpJa Ha
TpeHaTajHO TOCTABEHOTO COMHeHHe 3a Majopmariuja
¥ paH, ONTHMU3MPAH TPETMaH, CO Le/ pelyKiuja Wi
OJIIOKYBalbe Ha TIporpecHja Ha JeTepuopalidja Ha
OyOperkHaTa (DYHKIMja ¥ TepMUHAIHA OyOpeskHa Oomect.
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ABSTRACT

Congenital anomalies of the kidney and urinary tract- CAKUT are common childhood pathology accounting for
20-30% of perinataly detected congenital anomalies. CAKUT significance implies to the risk they represent to
kidney function deterioration and end stage renal disease development. Studies reporting of the clinical spectrum,
genetic and prognostic factors of early diagnosed CAKUT are lacking.

The aim of this study is to analyze the demographic characteristics (gender, ethnicity, familial occurrence) of early
diagnosed CAKUT, the type of malformations detected and the presence of extra renal malformations.

The study design is retrospective observational study. 100 patients with early diagnosed CAKUT at University
children hospital, Skopje, were enrolled in the study. The results from this study represent the clinical and
demographic characteristics as well as the spectrum of malformations in the study group.

This study strikes to make a contribution to early diagnosed CAKUT understanding as well as establishing a
protocol for early detection and adequate treatment initiation in order to prevent renal function deterioration.

Key wards: malformations, CAKUT, urinary tract, early diagnosis
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ABSTRACT

The labia minora(inner labia) or nymphae of the vulva are two cutaneous-mucosal refolds located between the labia
majora, the internal aspect of which is separated by the interlabial cleft. Labia minora needs to be covered by labia
majora. It has been regarded that that labia minora should not be larger than 2.4cm in width. The enlargement
of the labia minora can occur due to many factors, and most often is constitutively. Surgical techniques for labia
minora reduction are various. Some patients are so concerned with the size of herlabia minora that they usually
speak about the curtains in pubic part. Process of urination is never aproblem after labiaplasty. Today labiaplasty
is really huge mites but on the other hand it’s a very simplesurgical procedure.Despiteall the stigma regarding this
procedure, it appears that the procedure is in a rising trend, and labial reductionhas been present for centuries.
In some society protruding the labia minora represents lower level of attractiveness, and are often compared to
the form of Phalaenopsis Orchids.In some cultures in Africa the labia minora are regularly performed at a young
age and this is the Kudenga ritual.

Labiaplasty as a procedureintends to improve the appearance of the labia minora subjectively, and provide
psychological and functional improvement in theeverydaylife of women.As for every aesthetic procedure, guidelines
and recommendations need to be set up and long-term studies are more than necessary.

Keywords: Genital surgery, labioplasty, labia minora reduction.

INTRODUCTION

In 1899 Waldeyerfirst describedthe dimension for labia
minora to range from 2.5 to 3.5 cm in width.Today’s we
findthat labia minora varies between 10 mm and 7 cm.
One must not forget that as the woman ages there are

sports and interferes with the ability to maintain local
hygiene and perform intermittent self-catheterization
in certain patients. Labia minora longer than 5 cm is a
functional and aesthetic problem for many women.

physiologic changes in the genital area and the normal fat
deposit in mons pubis progressively enlarges through ages
asvaginal muscle loses tightness. There areseveral causes
for labia minora hypertrophy such aschronic irritation,
urinary incontinence, endocrine diseases, dysplastic
diseases and hereditary factors. Partial hypertrophy of
labia minora is regarded as a variant of normal anatomy.
The enlargement can be unilateral or bilateral and is
sometimes asymmetric. Hypertrophy of the labia minora
can cause dyspareunia, chronic urinary tract infections,
irritation, hygienic difficulties, and interference with

Reduction of the labia minora as an aesthetic
procedurehas recently increased in popularity, and many
different techniques have been described but no method
is superior to the others. There are several technical
options and they include direct excision, wedge resection
with more variants and de epithelialization, composite
reduction and additional procedures like W-shaped
resection, Z-plasty, and laser labiaplasty, which have
been described in a small number of patients. Studies
report that woman go for a prepubescent aesthetic
with the labia minora covered in the depths of the labia
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majora.For every plastic surgeon surgical procedure like
labiaplasty is challenge:

Patient psychology condition is also one of measure
element for the acceptance the end of surgery results.
Patients need to be over 18 years old, and to signan
informed consent form for procedure. Genital surgery
is specific but always the first step is perform sexual
function.

Labioplasty is not recommended for woman who have
concurrent genital illness, infection or a malignancy;
smoker can delay quick healing of the wound; and the
woman who is unrealistic in her aesthetic goals. Studies
suggests labial reduction should not be performed when
the patient is under 16 years.

OBJECTIVE

The purpose of this paper is to describe the surgical
procedure, evaluate results and outcomes, and its
complications and to determine the satisfaction after
with surgical reduction of labia minora(patient 1, patient
2, patient 3) in cases of hypertrophy among the patients
who had undergone the intervention at the University
Clinic for Plastic and Reconstructive Surgery in Skopje,
Macedonia. The secondary goal of this article is to present
our own experiences in labia minora reduction.

METHODS

This is a retrospective descriptive review study of the
medical records of the patients that have had a surgical
approach of hypertrophic labia minora, at the University
Clinic for Plastic and Reconstructive Surgery in Skopje,
Macedonia over a three years period. Medical records
were reviewed of 19 patients who underwent reduction of
the labia minora from October 2013 to October 2016. The
ages of the patients ranged from 19 to 48 years (mean age
of 38 years). The motivations for requesting surgery were
aesthetic concernsor functional, with entry dyspareunia,
discomfort with exercise, and discomfort in clothing (in
swimming suit).The anatomical result was evaluatedat
the postoperative consultation, one month later. We
performed: elliptical excision-complete amputation 3
(15.8%), partial amputation 6 (31.6%), and modification
of V-wedge labioplasty of the protuberant segment of
the hypertrophic labium 10 (52.6%). First follow-up was
scheduled three days postoperatively, and thenext follow-
up after three weeks. The techniquemost oftenemployed
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was elliptical excision-complete amputation (patient
1, patient 2, patient 3), and in this author’s opinion is
the simplest one. It is very important preoperative to
delineate the borders of the vulvar mucosa and labial
redundancy with the patient’s needs and expectations.
We also need to be careful with clitoral hood. Complete
excision of the excess labial tissue (patient 1, patient 2,
patient 3) was carried out over its entire length and then
the edges were sutured together with absorbable suture
in two layers. In majority of cases, the labial reduction
was carried out in local anesthesia, although it can
be done with conscious sedation, general anesthesia,
either as a discrete single surgery, or in conjunction
with another gynecologic or cosmetic surgery procedure.
The resectionwas facilitated with the administration
of an anesthetic solution (lidocaine and epinephrine ),
that was infiltrated in the labia minora to achieve the
local tumescence of the tissues and constriction of the
pertinent labial circulatory system, which allowed for
partial hemostasis and limited bleeding.Post-operative
pain was minimal, and the women were able to leave
hospital the same day. We suggested wearing a sanitary
pad for comfort. Patients were informed that the reduced
labia are often very swollen during the early post-
operative period, and were instructed on the proper
cleansing of the surgical wound site, two to three times
daily for several days after surgery.Post-labiaplasty follow
up appointment with the surgeon was recommended
within three days after surgery and the patient were
advised to return to the surgeon if hematoma started
todevelop. Medical complications to a labial reduction
procedure are uncommon, but rarely complications
like bleeding, infection, labial asymmetry, poor wound-
healing, under correction, overcorrection do occur, and
might require a revision surgery.

RESULTS

This  retrospective  studyreviewed19patients  that
underwent a labia minora reduction surgery. Anatomic
and esthetic results were reported satisfactory in all
patients and they reported relief from emotional stress.
There were no significant surgery-related complications,
such as hematoma or wound dehiscence, and allpatients
experienced an uneventful postoperative period.No data
is available regardingon subsequent vaginal childbirth,
and the literature contains no case reports of labiaplasty
disruption during parturition.
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Patient 3

CONCLUSIONS

Majority of our patients underwent reduction of the labia
minora for functional reasons and smaller group for
aesthetic reasons for subjective enhancement of sexual
Patient 1 function and body image, with minimal outside influences
: R . affecting their decision for treatment. However, the
size of the study patients is low and further studies
are warranted. As previously discussed hypertrophy of
labia minora is not a pathologic condition but rather a
variant of normal anatomy. Indication of the operation is
psychical and functional discomfort. The success of the
procedure lies in patient selection, careful preoperative
planning, adequate intraoperative management and
postoperative care, with key areas for intraoperative
patient management that include patient anesthesia,
resection technique used, wound closure. The direct
excision of the protuberant tissue and the excess labia
minora (patientl, patient2, patient3) is a good technique
and does not produce scar-associated problem. Labia
Patient 2 minora reduction is a simple and safe surgical aesthetic
intervention associated with a high degree of patient
satisfaction.
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JABUOIUTACTHKA-XUPYPIIKA KOPEKITHJA HA MAJIH YCHH
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xupypruja, yi. Majka Tepesa 6p.17, Ckomje, Penyonuka Makezonuja, e-mail:tudzarova@t.mk

AIICTPAKT

MasuTe (BHaTpelIHM YCHM) BO TeHUTAJIHATA pervja Wi nymphae Ha By/BaTa ce JIBa KOJKHO-MYKO3HU HAbopa, Kou
ce CMeCTeHU TIOMery rojieMuTe YCHU, ¥ OfIBOeHM CcO MHTepnabuanHo BiiabHyBame. Manute ycHu Tpeba ma 6upjat
MOKPUEHU OJ CTPaHa Ha rojieMure ycHU. [[MMeH3uuTe Ha MajuTe yCHU He Tpeba fja 6upat roroigemu ofl 2,4 ¢M BO
nipuHa. Pacremero-xurieprpodujara Ha MajiiTe yCHU MOJKE [1a ce CITyYU KAKO pesysITaT Ha MHOT'Y (haKTopH, a HajuecTo
e KoHCTUTYLMja. XMPYPIIKM TEXHUKU 3a HaMaJlyBame Ha MaJluTe YCHM MMa roBeke. [laljueHTKUTe BOOOMUYAEHO ce
MHOT'Y [PEOKYIIMpaHy CO rojleMrHaTa Ha MaJluTe YCHU U I'M CriopefiyBaar co “niepauba “. [IpolecoT Ha MOKpemwe
HUKoTall He e adektupaH. [leHec xuneprpodupaHuTe YCHI MTPeTCTaByBaaT eCTeTCKUITPOOIeM U TTpaBaT XUTMeHCKU
nuckomdopT, HO Off Jipyra cTpaHa jabuoruiacThkaTa € MHOTY efHOCTaBHA XWpypliKka Tporeaypa. [lokpaj cure
IIM7IeMU BO BPCKAa CO OBaa XMPypIIKa Mpolielypa, Ce UMHU JleKka J1abruoryiacTuKara CTaHyBa Heorxo/iHa MHTepBeHIuja.
Bo Hekou OMIITeCTBa UCMAKHATA U BUCEUKW MaJld YCHU BO IeHUTAJHATa peruja, ce MOUCTOBETyBaaT CO Iomasa
aTpPaKTUBHOCT Ha ’KeHaTa,Bo UCTopujarTa rmo3aHTu Kako Phalaenopsis opxumen. Bo Hekou KynTypu Bo AdpruKa Maanure
YCHU pelOBHO I' HAMAJTyBaarT yIlTe BO JIETCKA BO3PACT U Toa e MO3HAT puTyas Kako- Kudenga.

XupypIlKaTa IpoLenypa j1abuoruiacThuka MMa 3a 1ed 00jeKTUBHO, CYDjeKTMBHO, IICHUXOJIOIIKO U (PYHKLMOHAIHO
nojio0bpyBame Ha M3IIEeOT Ha TeHUTAJIMUTE BO CEKOjIHEeBHUOT JKMBOT Ha ykeHUTe. Kako M 3a cekoja ecTeTcka
nporie/ypa, HACOKM U TIPeropaKku ce HeOIXO/HU U 3a OBaa XUPYypIlIKa Mporieaypa.

Kiyauu 360poBu: reHuTa IHa XUpypruja, 1abruorniacTika, HaMmaayBambe Ha ManTe YCH.
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ABSTRACT

Background: Malignant transformation of oral lesions has been directly associated with oncogenic human
papillomaviruses (HPVs) which are capable to induce alterations of affected epithelial cells and their early detection
is critical.

Thus the aim of this study is to identify the most frequent cytomorphologic alterations common for human
papillomavirus infection in oral premalignant lesions as well as determination of the HPV positivity of these
lesions with PCR (polymerase chain-reaction).

Subjects and methods: In total 40 patients of both genders diagnosed with oral premalignant lesions were
included. Sampling was performed with the method of “cyto-brush” technique, by taking two smears, one from the
lesion and another one from healthy mucosa of the same patient, as a control. Samples were stained by modified
Papanicolau technique.

Screening, detection and genotypisation of HPV-DNA from the oral smears were done with real- time PCR test.

Results: Koilocytosis was detected in 12.5% of samples (5/40), and dyskeratosis in 15% (6/40). PCR test revealed 30%
(12/40) HPV positive cases and the typisation verified the presence of HPV16 in 15% of cases(6/40), HPV56 in 10%
(4/40) and HPV18 in 5%(2/40).

Conclusion: Clinical approach and diagnosing procedures testing for HPV in the oral premalignant lesions ought
to be comprehensive, by using the superiority of the molecular diagnostic procedures.

Key words: oral premalignant lesions, human papillomavirus, cytomorphology, polymerase chain- reaction

INTRODUCTION oral malignancy as well, with high rates of morbidity

and mortality, which stands for a significant worldwide
health problem. (2,3,4,5) Early detection of such cell
alterations is essential in identifying an early stage of

Oral premalignant lesions are considered precursor
lesions with high possibility of malignant transformation,
moreover a part of these lesions are supposed to be

associated with the HPV infection.(1) Oncogenic HPV
types stimulate transformation of the epithelial cells
in affected genital and respiratory mucosa, resulting in
malignant transformation of those lesions, including
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cancer. As one of the most widely used diagnostic method,
histopathology allows detection of cytopathic alterations
common for HPV infection like koylocytosis, dyskeratosis
and dyskaryosis.(6) Due to routine screening programs
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for cytomorphologic alterations and early detection of
HR- HPV the incidence of cervical cancer is declining (7)
and yet it is the most common cause of cancer related
death among women in the developing nations where
such screening is not a practice.(8)

Analogous to cervical screening, researchers confirmed
that cytopathic HPV alterations detected in oral
squamous cell carcinomas were similar to those of the
cervical lesions.(9)

Furthermore studies are focused on the possible appliance
of the same screening strategy for secondary prevention
and early detection of abnormal cytology in oral lesions
and oropharyngeal squamous cell carcinoma (OSCC) with
a “Pap- test equivalent” and HPV detection.(10)

The aim of this study was to identify the most frequent
cytomorphologic alterations common for human
papillomavirus infection in oral premalignant lesions as
well as determination of the HPV positivity of the lesions
with PCR (polymerase chain reaction) in order to compare
the findings and the reliability of brush- biopsy.

SUBJECTS AND METHODS

The investigation was conducted at the Department
of oral pathology and periodontology in the Universitiy
Dental Clinical Centre “St. Panteleimon”- Skopje, R
of Macedonia. Considering the alterations of the oral
mucosa, 40 patients of both genders, referred to our
department for diagnostic procedures, which were
pathohistologically diagnosed with oral premalignant
lesions (by two experienced oral pathologists), were
included in the investigation. Cytological analyses were
performed by a single cytopathologist in the cytological
laboratory PZU “St. Mina”- Skopje.

CYTOMORPHOLOGIC ANALYSIS

For the detection of HPV associated cytomorphological
alterations, cytomorphologic analysis was performed by
obtaining two smears from each patient with oral lesion.
One smear was taken from the lesion, and the second one
from the nearest site of the unchanged mucosa serving as
a control (11), if the lesion was bilateral, and if the lesion
was unilateral the control sample was taken from the
same opposite site of the patient.

Sampling was performed with the method of exfoliative
cytology, “cyto-brush” technique (12), using a sterile
brush (Kito Brush, Italy), by brushing the mucosa till
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point bleeding, and the smear was spread on glass surface
of the slide (ISOLAB- Laborgerate GmbH, Germany). The
sample was immediately fixed with Merckofix® spray
fixative (Merck KGaA, Germany) till further processing
in the cytological laboratory. The samples were stained
by modified Papanicolaou stain.(13) Slides were observed
and analyzed with light microscope (Leica DM2000), and
planachromat objectives x4, x10, x20, x100 were used.
Images were done with a camera (Nikon, Coolpix 950),
and the pictures were analyzed and processed with a
software (Image Analysis Software).

Bethesda Analogous Grade System was used for
classification of the lesions as follows: normal, reactive,
LGSIL (low- grade squamous intraepithelial lesion), HGSIL
(high- grade squamous intraepithelial lesion), Invasive
Squamous Cell Carcinoma, other neoplasma.(14)

MOLECULAR ANALYSIS

The determination of the HPV positivity and typisation
of the detected types was realized with the method of
exfoliative brush cytology.(15) Smears were taken from
the oral lesions. Screening, detection and genotypisation
of HPV-DNA from the oral smears were done following
the working protocol of PureLinc™ Genomic DNA Mini
Kit (Invitrogen, USA). Typisation of the detected types
was performed by qualitative real- time HPV typing PCR
-test: ,HPV high risk genotyping multiplex real- time PCR
test“(Saccace, Biotechnology, Italy).

All features of the oral lesions were recorded, including
the clinical diagnosis, topography and description. Each
lesion was photographed as well.

Descriptive statistics, with mean values and percentages,
as well as Fishers Exact Test, were used to present
the results (Microsoft Excel Data Base and Statistica 7
software).

RESULTS

In total 40 patients (n=40) with diagnosed oral
premalignant lesions comprised the study group (mean
age 51.87, SD+/-6.08). According to the performed clinical
examination and the established clinical diagnose,
detected oral premalignant lesions and conditions
were classified as follows: lichen planus (reticular and
erosive form) 77.5% (31/40), leukoplakia 10% (4/40), actinic
keratosis (cheilosis)10% (4/40) and erythroplakia 2.5%
(1/40). (16)
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Table.1 Distribution of HPV types in oral lesions determined with PCR

Oral HPV Licht(eg/&l)anus Actini(% l/(;)r)'atosis Leuﬁf "}?kia Eryt}(lrll‘/g)})))lakia '(l"g/toz}
HPVneg 24/60,00 4/10,00 0/0,00 0/0,00 28/70,00
HPV56 4/10,00 0/0,00 0/0,00 0/0,00 4/10,00
HPV16 3/7,50 0/0,00 2/5,00 1/2,50 6/15,00
HPVIS 0/0,00 0/0,00 2/5,00 0/0,00 2/5,00

Total 31/77,50 4/10,00 4/10,00 1/2,50 40/100,00

Our results disclosed 30% (12/40) HPV positive cases and
70% (28/40) of HPV negative (HPVneg) cases, and the
typisation verified the presence of HPV16 in 15% of cases
(6/40), HPV56 in 10% (4/40) and HPV18 in 5% of the cases
(2/40). Association of the HPV detected types with the
clinical diagnose is presented in Tablel.

According to the cythopathic signs typical for HPV
morphology, detected alterations were classified
as: positive (evident koilocytosis, dyskaryosis and
dyskeratosis), partial (partial signs partial signs of
koilocytosis, dyskariosis and dyskeratosis typical for HPV
morphology, presence of anysocytosis, parakeratosis,
binucleationand inflammatory infective or non-infective
alterations) and negative (without signs for HPV infection)
(Tab.2).

The only case diagnosed as erythroplakia (2.5%), revealed
partial HPV cytomorphology.

Cytological results associated with certain HPV types are
presented in Tab.3.

Table 3.  Cytological results according to HPV types
Cytology
Total
HPV-oral Positive Negative Partial (n/%)
(n/%) (n/%) (n/%)
HPVneg | 1/250 | 23/5750 | 4/1000 | 28/70,00
HPVS6 | 2/5,00 1/2,50 1250 | 4/10,00
HPVI6 | 2/5,00 3/7,50 1250 | 6/1500
HPVIS | 1/250 0/0,00 1/2,50 2/5,00
Total 6/1500 | 27/6750 | 7/1750 | 40/100,00

Table 2. Cytological results according to the clinical
diagnosis
dClinical Posit CNytolggy Partial '(l"o/ta)l
iaonosis ositive egative artia 0%
’ m% | W% | %
Lichen planus | 4/10,00 | 23/57,50 | 4/10,00 | 31/7750
Actinic
P 0/000 | 3750 | 1/250 | 4/10,00
Leukoplakia | 2/500 | 1/250 | 1/250 | 4/10,00
Erythroplakia | 0/0,00 | 0/0,00 | 1/250 | 1/250
Total 6/15,00 27/67,50 7/17,50 | 40/100,00

From 31(77.5%) patients with lichen planus, 4(10%)
revealed positive cytological results, 23(575%) had
negative cytology and in 4(10%) smears the results were
partial.

From 4(10%) patients with hyperkeratosis, 3(7.5%) had
negative cytology, and 1(2.5%) had partial signs.

From 4(10%) patients with leukoplakia, 2(5%) had positive
cytology, and in 1(2.5%) smear cytology was negative, and
another one patient revealed partial signs 1(2.5%).
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From 4(10%) patients with oral HPV56, 2 cases (5%) had
positive cytology, in 1(2.5%) cytology was negative and in
another one (2.5%) cytology was partial.

From 6(15%) patients with oral HPV16, 2 of them (5%) had
positive cytology, and 3cases (7.5%) had negative cytology,
and in one case (2.5%) cytology was partial.

From 2(5%) patients with oral HPV18, 1(2.5%) had positive
cytology and 1(2.5%) had partial cytology.

The difference between positive (including partial samples
as well) and negative cytological results according to the
HPV positivity and estimated with Fishers Exact Test was
statistically significant (p=0,008).

Estimated sensitivity of the cytological results is 66.7%
(95%CI 34.89-90.8) and specificity was 82.14% (95%CI 63.11-
93.94).

Figure 1 presents the most common cytomorphologic
changes associated with HPV presence in the cells from
the smears of the study group. It is evident that the major
alteration koilocytosis is present with only 12.5%, and
dyskeratosis which is considered to be the second most
important “indicator” for HPV infection with 15%.
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Figure 1. Distribution of the cell alterations common
for HPV infection
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Altered morphology of HPV positive samples with oral
koylocytosis was typical (Fig. 2), and all of the smears
from visually healthy mucosa were regular without signs
for HPV morphology.
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Figure 2. Cytologically identified alterations common for
HPV infection in oral leukoplakia, with evident
koilocytosis, moderate dysplasia and increased
mitotic activity (magnification 10x40)

According to Bethesda Analog Grade System 7.5%
(3/40) were recorded as LGSIL (low-grade squamous
intraepithelial lesion), 2.5% (1/40) was identified as
HGSIL (Fig.2) and the rest of the samples, 90% (36/40),
were classified as “reactive”. Control samples were all
classified as “normal” (100%, 40/40).

DISCUSSION

Cytomorphologic diagnose is based on HPV associated
cytopathic features like koilocytosis, as an important
and the most frequent morphological marker, as well as
dyskeratosis, hyperkeratosis, parakeratosis, binucleation,

Original scientific paper I

that typify not only the presence but an active infection
with high- risk HPV types.(17,18,19) HPV positivity in the
oropharyngeal cytobrushing has been associated with
a nearly 5-fold risk of having abnormal cytology.(20)
Nevertheless other reports disclose that HPV infection is

not necessarily associated with cytologic abnormalities.
(21)

In our study cytologic smears were taken from each case
with OPL, from the lesion and from the nearest healthy
mucosa of the same patient from the study group, as a
control. In view of the diagnosis, evident positive HPV
cytomorphology was associated with 10% (4/40) of lichen
planus, or in total 20% (8/40) considering the partial signs
as well, and the leukoplakia lesions disclosed 7.5% (3/40) of
cytomorphologic alterations in total. HPV16 and HPV56
were associated with cytopathic features in 7.5% (3/40) of
cases and HPV18 with 5% (2/40) of cases. From the smears
of the lesion’s samples it is evident that koilocytosis,
as the major alteration common for HPV infection,
is present with 12.5% and dyscaryosis, which is being
considered the second most important cytopathic effect
of HPV infection, was present with 10%, thus dyskeratosis
with 15%. Our results are consistent with literature data
identifying koilocytosis in 13% of the cases.(22) A variety
presence of koilocytosis is evidenced in analyzed oral
cavity samples(2), thus a study has verified koilocytosis in
3 of four leukoplakias.(24) Another investigation reveals
kovylocytosis in 37.3% (31/83) of analyzed OSCC biopsies
thus additionally the same study showed no statistically
significant correlation between the presence of
histopathological aspects suggestive of HPV infection and
the presence of HPV DNA confirmed by PCR.(25) However
some reports don’t support the diagnostic importance of
koylocytosis as an accurate indicator of HPV infection
due to 30% of false positive results.(26,27)

Literature data reveal an increased accuracy of the brush-
biopsy technique, and array of sensitivity and specificity
between 79%- 97% and 95.1%- 99.5%.(28) Herewith we
report for sensitivity of 66.7% (95%CI 34.89-90.8) and
specificity of 82.14% (95%CI 63.11-93.94). Although the
oral cytology technique is considered as simple, non-
aggressive, relatively painless and well tolerated by
patients(29), the inconsistency of the results considering
this methodology are generally attributed to subjectivity
of the cytological evaluation.(30)

Considering cytopathic alterations as indirect markers
of the viral presence we are in agreement that they
should be considered only as indicators of possible HPV
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infection (20) with high indication and recommendations
for further performing of more sensitive procedures (31)
in order to verify the presence of the virus.

The use of cytolomorphological tests in parallel with
detection and typing of HPV, as co- testing in first-line
screening for improving of sensitivity in cervical lesions
is considered much efficient diagnostic approach.(32)
Similar diagnosing combined modalities have been
suggested in oral lesions as well thus combined brush
biopsy with cytological/ DNA- cytometric examination for
microscopic evaluation of white or red patches of the oral
cavity has been proposed, as the nuclear DNA- content in
cells of oral leukoplakia may be used to predict the risk of
oral epithelial dysplasia up to 5 years before histological
diagnosis.(33)

Our results demonstrated that positive HPV status
doesn’t associate with abnormal cytomorphology typical
for the HPV infection, therefore the clinical approach
and diagnosing procedures testing for HPV in the oral
premalignant lesions ought to be comprehensive, by using
the superiority of the molecular diagnostic procedures.
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INFEKSIONET ME HUMAN PAPILLOMA VIRUSIN DHE NDRYSHIMET CITOMORFOLOGJIKE
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ABSTRAKT

Hyrje: Transformimi malinj i lezioneve orale ndérlidhet direkt me llojet onkogjene té Human papilloma viruseve
(HPVs), dhe duke marré né konsideraté aftésiné pér nxitjen e ndryshimeve né qgelizat e infektuara epiteliale, zbulimi
i tyre i hershém éshté kritik.
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Nga kjo piképamje, géllimi i kétij studimi éshté té identifikojé ndryshimet citomorfologjike, karakteristike pér
infeksionin me HPV, né lezionet prekanceroze orale, si dhe pércaktimin e HPV pozitivitetit té kétyre lezioneve me
reaksionin zinxhiror té polimerazés PCR (real- time PCR).

Subjektet dhe metodat: Né kété studim jané pérfshiré gjithsej 40 pacienté té té dy gjinive té diagnostikuar me
lezione prekanceroze orale. Marrja e mostrave éshté béré me metodén eksfolijative dhe teknikén “cyto-brush”,
duke marré dy prova, njé nga lezioni dhe njé tjetér nga mukoza e shéndoshé té té njéjtit pacient, si njé kontroll.
Mostrat jané ngjyrosur me teknikén e modifikuar Papanicolau.

Skriningu dhe genotipizimi i HPV-DNA jané béré me metodén molekulare PCR (real- time PCR).

Rezultatet: Koilocitoza u evidentua né 12.5% té mostrave (5/40), dhe diskeratoza né 15% (6/40). Me testin PCR u
konstatua HPV pozitivitet né 30%(12/40) té rasteve dhe me genotipizim u verifikua prezenca e HPV16 né 15% té
rasteve (6/40), HPV56 né 10% (4/40) dhe HPV18 né 5% (2/40 ) té rasteve.

Pérfundimi: Qasja klinike dhe procedurat e diagnostikimit pér praniné e HPV né lezionet prekanceroze orale
duhet té jené gjithépérfshirése, me pérparési té superioritetit té procedurave diagnostike molekulare.

Fjalét kyge: lezione prekanceroze orale, Human papilloma virus, citomorfologjia, PCR
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TYPE 2 DIABETIC PATIENTS WITHOUT EDUCATION FOR DIABETIC
FOOT HAVE A HIGHER RISK FOR FOOT ULCERATION AND HIGHER
GRADE OF NEPHROPATHY

PACIENTET ME DIABET TF. TIPIT 2 QF NUK KANE EDUKIM PER
KEMBEN DIABTIKE KANE REZIK ME TE LARTE PER ULCERACION DHE
SHKALLE ME TE LARTE TF. NEFROPATISF

Ahmeti I, Guceva,N.*, Limani V., Mijakoski D.3*, Ahmeti S.°, .G.Nikolov?*
! University clinic of Endocrinology, diabetes and metabolic disorders, Skopje
2 University clinic of Nephrology, Skopje
3 Institute of Occupational Health of RM-Skopje,
4 University St Cyril and Methodius, Medical Faculty, Skopje
> University Clinical Center, Skopje
Medicus 2017, Vol. 22 (1): 69 -73

ABSTRACT

Aim: To assess the impact of education of individuals with Type 2 Diabetes Mellitus (T2DM) in general, education
for foot care and impact of diabetic retinopathy on progression of diabetic foot and diabetic nephropathy.

Patients and methods. Observational study, 107 T2DM patients of age 35-65 years, both sex, duration of DM
>1 year. The patients were examined and tested for diabetic foot and classified according to the International
Working Group for diabetic foot - IWGDF into 2 groups: high risk and very high risk foot. They were also examined
for chronic kidney disease according KDOQI (Clinical Practice Guideline for Diabetes and CKD) and classified in
degrees (2-4) according to eGFR MDRD formula. Diabetic retinopathy was classified in non prolipherative (NPDR)
and prolipherative diabetic retinopathy (PDR).They were interviewed with a questionnaire of ‘yes’ or ‘no’ questions
on foot care knowledge in practice. Score of 1 was given for each ‘yes’ answer.

Results. From 107 T2DM patients 54 (50,5%) were male and 52 (49.5%) female. Mean age was 59.45+6y, duration of
T2DM 12.45y+9 y. Average HbAlc 9.5%+1.9, BMI 28%+3.3 kg/m?, systolic BP 136+6 mmHg, TG 2.4+1.7mmol/L, LDL
2.9+1.3 mmol/L. Education for diabetic foot in risk score groups was as follows: Non appropriately educated 71
(66.1%) with score 1 - 38 (35.6%) not educated, score 2-22 (16.8%) , and score 3-16 (14%) score. Education for T2DM
appropriate Foot care was in 36 (33.6%) patients. Non educated patients associated with the grade of nephropathy
as follows, grade 2 in 35.6%, grade 3 in 17.7% and grade 4 in 8.4% of patients. Retinopathy was present in 69.2%
(NPDR 47.7% and PDR 21.5%).

Conclusion: Metabolic risk factors, lack of education and presence of diabetic retinopathy have significant impact
on the progression of the risk score for foot ulceration and chronic kidney disease.

Key notes: diabetes, complications, Education, foot care, nephropathy.

INTRODUCTION

Diabetes is a systemic chronic disease, characterized by shown previously that almost 46% of people with diabetes
chronic micro and macrovascular complications. Type are not aware that they have it and the reason for this is
2 diabetes mellitus (T2DM), also called as “silent killer” veryfrequently masked symptomatologyin the early phase
disease is very often not detected on time. As it has been of the disease (1). This is the reason why in some people
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with T2DM, have chronic complications (Macro and micro
vascular) detected only from diagnosis. In previous studies
it has been shown that basic pathophysiologic mechanism
of macro vascular complication (coronary artery disease
- CAD, insult -CVI, and peripheral artery disease PAD)
and micro vascular level (retinopathy, neuropathy and
nephropathy) is atherosclerosis. Furthermore, diabetic
foot is a complex, heterogenous complication which is
consisted of microvascular manifestations like distal
symmetric sensory polyneuropathy and macrovascular
manifestations like PAD, and deformities. Most of the
clinical experience showed that these changes frequently
led to ulceration and/or infection and amputation of
the foot (2). Diabetes, especially T2DM frequently is
associated with others metabolic risk factors such are
hypertension, dyslipidemia and obesity (as they been
called the “deadly quartet”) (3). Thesefactors rapidly lead
to progression and worsening of complications, and the
final consequences are invalidity and mortality. It has
been shown for example, that risk for mortality from
CAD and CVI is 2-4 times higher in type 2 diabetes as
compared with non diabetic patient (3). As recommended
by American diabetes association (ADA) the main goal
for good metabolic control of diabetes is HbAlc<7% and
control of others parameters like BP<140/90 mmHg,
LDL<2, 5 mmol/L, TG<1, 7%, and smoking cessation which
are of great importance in management of diabetes (4).
Moreover, the treatment of patients with type 2 diabetes
should be focused on non pharmacologic treatment (life
style intervention, appropriate diet and physical activity)
and pharmacologic treatments (oral antidiabetics,
insulins, and the new drug generation such GLP 1 agonists.

Education of diabetes in general is the basis for prevention
of complications. Each person with diabetes should
take basic knowledge for symptoms, complications and
treatment modes (5). Special education such is education
for foot care should undergo every patient with the risk
for foot ulceration. Diabetic retinopathy, the leading
cause of visual impairment and blindness, frequently
is associated with the worsening of diabetic foot and
diabetic nephropathy (reno-retinal syndrome).

MATERIAL AND METHODS

The type of study is Cross sectional, performed at the
university Clinic of endocrinology, Skopje. 107 hospitalized
type 2 diabetic patients were investigated for metabolic
control(glucose, HbAlc, urea, creatinine,lipids, blood
pressure), smoking habits. Measurements for diabetic
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foot and stratification of the risk score for ulceration
according the IWGDF were performed at diabetic foot
unit and patients classified in two risk score groups risk
(4): 1- medium risk 2 - high risk and risk 3 - very high risk.
Measurements for diabetic foot included: presence of
sensory neuropathy, ankle brachial index (ABI), presence
of deformities, inapropriate shoes, intact skin.People
with risk score 0 and 1 were excluded. Calculation of eGFR
according MDRD were used for stratification for grading
nephropathyaccording KDOQI (Clinical Practice Guideline
for Diabetes and CKD) (6) and classified in 3 grades: grade
2260, 3>30 <60 and4>15 1<30 ml/min/1.73 m?. Grade 1
and 5 were excluded from this study for analizys. Diabetic
retinopathy was estimated by ophtalmologist and patients
were classified into the groups according changes in the
fundus ( non prolipherative retinopathy, prolipherative
retinopathy). The level of education was performed with
questinnairebased on the International Consensus on the
Diabetic Foot guidelines Patient were classified in groups
after we made complete calculations. Statistic program
SPSS v. 20 was used for descriptive and analitic methods.

RESULTS

From 107 patients with type 2 diabetes, 54 of them
were male (50,5%) and 53 female (49,5%). Mean age of
patients is 59,12 +5,88 vyears, the average duaration of
diabetes is 12,93 years. Mean HbAlc shows bad glucose
regulation 9,54+1,86%. BMI shows that our patients are
overweighted, with the systolic BP that tends to be for
hypertensive patients, higher than normal TG, LDL and
average normal HDL cholesterole

Table 1. Demographic caracteristics of patients

variable V1
Age (years) 59,12 5,88
Smoking cigarettes 23(21,5%)
Duration of T2 diabetes(years) 12,93 +6,15
HbAlc (%) 9,54+1,86
TT (kg) 75,79+ 8,59
BMI (kg/m?) 28,03 +3,3
Systolic BP (mmHg) 136,18 + 17,93
Triglycerides (mmol/L) 2,42+ 1,66
LDL (mmol/L) 2,91+ 1,29
HDL (mmol/L) 1,11+ 0,42
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In the table 2 it is analyzed the distribution of the risk
score groups and the average HbAlc. High levels of HbAlc
are noted in all groups with small dominance in groups
with high and very high risk.

lypeneH Haog

M nonproliferativa
proliferativa

M RDNP severe

Table 2. Mean HbAlc in risk score for foot ulcerations

groups
. HbAlc :
Risk score N mean. SD min max
medium 65 9,39 19 51 14
high 2 | 998 | 167 | 67 | 133 _ S o
Figure 2. Distribution of diabetic retinopathy
very high 16 9,63 2,11 6,3 14
Total 107 9,54 1,86 51 14
The table 4 evaluates correlations between education
Table 3. estimation of education for diabetic foot and and retinopathy. From the results we can conclude that
risk score people without education for diabetic foot have more
Fducation for diabetic ret{nopathy compared Wlth edl'lcated type 2 dlabe.tlc
foot patients (p<0,001) and higher risk for foot ulceration
Risk score =700 p< =
e Non Total (U=799; p<0,001 (p=0,029).
0. minimal 3 1 4 Table 4. Association between risk score for ulceration,
: educational state and retinopath
1. Medium 28 37 65 p Y
- Risk score
2. High 4 18 22 (1 -medium, 2 - high, Vi
R 3-very high)
. Very hig
! b 16 Education for Yes Avgrange 40,69 | y;_799.
Total 36 71 107 diabetic foot Non AVg I‘ange60,75 p<0,001
Normal fundus | Avg range41,50
non- Kruskal
In the table 3 and table 4 it is estimated distribution of the | Retinopathy |_Proliferative Avg rangesS,51 \2)‘1511}111758
patients with risk scores for the diabetic foot, thestages proliferative | Avg range65,54 )%:0,0'01’
of nephropathy and education for diabetic foot.Non RNDP severe | Avg range74,44
appropriately educated (66.1%) are with the Risk scores
for ulceration as follows: score 1% 35.6% not educated, Table5. Association between risk grades of
score2-16.8% , and score 3- 14%.Non educated patients nephropathy, educational state and
associated with grade of nephropathy is: grade 2 - 35.6% retinopathy
not educated, grade 3 -17.7% and grade 4 - 8.4%. Grades of nephropathy
2 ~Uu~0J,
3-3a(45-59), 4 - 3b(30-44), vi
5 - grade 4 (15-29)
Education for Yes Avirange 4678 U=1018;
m normal diabetic foot Non 4%’%‘;‘71%% p=0,045
" 60-89 Avg range
" 32 (45-59) Normal fundus | 5343 &g
m 3b (30-44) non- Avg range
i _ profiferative | 46,8566 | okl
gragtls Retlnopathy 2-777:
roliferative Avg range e bas
P 46,7861,67 p=0,045
Figure 1. Distribution of grade of nephropathy in T2DM RNDP severe | AV8 rar31g2e146,78
patients '
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The values in the table 5 demonstrate significant
association of higher grade of nephropathy in patients
without education for diabetic foot (U=1018; p=0,045) u
and increased grade of nephropathy (Kruskal Wallisy2=7,
77, p=0,045).

DISCUSSION

Our study group is of age 59+5,88 years. The age more than
60 years of patients is independent risk factor for chronic
complications (7). On the other hand, only duration of
diabetes, as independent risk factors is associated with
microvascular complications. In our study group, mean
duration of diabetes was 12, 93 = 6, 15 which is optimal
duration for micro and macrovascular complications.
According HbAlc high values of HbAlc in our study
group shows that long time bad glucose regulation,
increase the risk of death for 2-4 times. The opposite of
this when the HbAlc decrease 1%, reduces microvascular
complications for 34%, macrovascular complications for
14% (8). People with high values of HbAlc would have
more benefit if they reduces more HbAlc, even every
minimal reduction of hbAlc is important for prevention
of chronic complications(7). The new recommendations
of ADA - American Diabetes Association, for hypertension
in a people with diabetes prefer the BP >140/90 mmHg
(4). High systolic BP>140 mmHg was registered in 42.7%
of our patients). The higher values of triglycerides in
our patients (2, 4 mol/L) than in non diabetic population
suggests for the risk acceleration of macrovascular and
microvascular incidents. Investigations in our study
group and determination of risk score for ulceration
according the IWGDF (9) criteria and determination of
grade of nephropathy accordingKDOQI criteria, prove
the positive significance between this two conditions.
The higher risk score groups - 2,3 have higher grade of
CKD - 3,4, (p<0,001).The average risk score increased with
the increased grade of nephropathy (grade 3 - score 1, 77,
grade 4 -risk score 2,10). In our study group it is clearly
was proved that people without education for diabetic
foot and with poor vision as a consequence of diabetic
retinopathy have higher risk for nephropathy and foot
ulceration. There are conflicting data on the effect
of education on the incidence of foot complications.
Reductions have been noted in some studies (10) but there
is no consensus for ideal concept of structured education
for foot care.
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PACIENTET ME DIABET TE TIPIT 2 QF NUK KANE EDUKIM PER KEMBEN DIABTIKE KANE
REZIK ME TE LARTE PER ULCERACION DHE SHKALLE ME TE LARTE TE NEFROPATISE
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REZYME

Qéllimi: Té vlerésohet réndésia e edukimit té personave me diabet té tipit 2 (T2DM) né pérgjithési, réndésia
e edukimt té kémbés diabetike dhe ndikimi i retinopatisé diabetike né né kémbén diabetike dhe nefropatiné
diabetike.

Pacientét dhe metodat. Studimi ishte observacional, ishin té kycur 107 pacienté me T2DM té moshés 35-65 vjece,
té dz gjinive, me kohézgjatje té DM>1 vjet. Pacientét u vrojtuan dhe testuan pér kémbén diabetike dhe klasifikuan
sipas rekomandimeve te Grupit ndérkombétat pér kémbén diabetike, né 2 grupe: rezik té larté dhe rezik shumé té
larte pér ulceracion. U ekzaminuan edhe pér sémundje kronike té veshkés sipas KDOQI (Clinical Practice Guideline
for Diabetes and CKD) dhe klasifikuan ne grade (2-4) né bazé té vlerave té eGFR me MDRD formulén. Retinopatia
diabetike u klasifikua né retinopati jo proliferative (NPDR) dhe proliferative (PDR).Pacientét u intervjuan perms
pyetésorit rreth edukimit pér kémbén diabetike. Pérgjigja ishte me ‘po’ apo‘jo’.

Rezultatet. Nga 107 T2DM pacienté 54 (50,5%) ishin meshkuj dhe 52 (49.5%) femra. Mosha mesatare ka gené
59.45+6v, kohézgjatje e T2DM 12.45y=9 v. Mesatarja e HbAlc 9.5%=1.9, BMI 28%+3.3 kg/m? TA sistolik 1366 mmHg,
TG 2.4=1.7mmol/L, LDL 2.9+1.3 mmol/L. Edukimi te pacientét e rradhitur sipas skorimit pér rezik té ulcerimit té
kémbés diabetike ka gené: Pa edukim kané gené 71 (66.1%) are with Risk scores for ulceration as follows: score 1 -
38 (35.6%) not educated, score 2-22 (16.8%) , and score 3-16 (14%) score 1 - Edukim pér T2DM dhe kujdes té kémbés
diabetike kané pasur 36 (33.6%) pacienté. Pacientét jot é edukuar kané gené té shogéruar me grade té nefropatisé
sin é vijim: gradé 2 né 35.6%, gradé 3 né 17.7% dhe gradé 4 né 8.4% té pacientéve. Retinopatia diabetike ishte
prezente né 69.2% (NPDR 47.7% dhe PDR 21.5%).

Konkluzioni: Te pacientét me diabet té tipit 2 faktorét metabolik té rrezikut, mungesa e edukimit pér kémbén
diabetike dhe prezenca e retinopatisé diabetike kané ndikim significant né progresionin e skorimit pér rezik té
ulcers diabetike dhe sémundjes kronike té veshkés te diabeti.

Fjalét kyge: diabeti, komplikimet, Edukimi, kémba iabetike, nefropatia.
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ABSTRACT

Introduction/Purpose: The risk factors that contribute to postoperative cognitive deficits depend on patient
characteristics, type of surgery and type of anesthesia. The cognitive deficit influences postoperative recovery and
release patients ’s release date.

Methods: This was a prospective study of 60 patients over the age of 60 during a six month period. A preoperative
anesthetic assessment was used to evaluate overall health and to determine the degree of risk interventions (ASA
status) according to age, type of operation, the choice of anesthesia, and level of education. A questionnaire was
devised based on demographics and clinical data. To test mental status we used the Blessed test for orientation,
memory and concentration (BOMC). We used the test to evaluate cognitive changes four times: pre-operative, and
then on the first, second, and seventh days following the operation. We then performed a statistical analysis of
the results.

Results: The results obtained from the post-operative BOMC test suggest cognitive changes in patients with
orthopedic, urologic, and digestive surgery. There were significant results in ten patients.

Conclusion: The preoperative assessment of mental and physical health is important to adequately assess the
risks and benefits of a planned surgical intervention. Early recognition of POD (postoperative delirium) and POCD
(postoperative cognitive deficit) allows for the proper steps towards eventual treatment. POD and POCD are
predictors of mortality and morbidity in patients in the first year after surgery.

Keywords: anesthesia, postoperative cognitive dysfunctions, non-cardiac surgery

INTRODUCTION

Anesthesia alters brain function by reducing the level
of awareness, attention, memory, and reaction time in
a patient. Among elderly patients, those sorts of mental
changes are often encountered in the post-operative
phase and in the intensive care unit. Patients can have
complete amnesia for hours after anesthesia, and in some
cases even longer. That is because modern anesthesia is
still not clear when and how brain function is completely
restored after the surgery and anesthesia [1].

Revisté mjekésore - MEDICUS | 74

IS ISP

New methods and techniques have improved surgical
treatment and reduced mortality, especially in the first
year after surgery [2].

There is a long a history of research on mental functions
following cardiac surgery, but since the beginning of the
20™ century, anesthesiologists have begun focusing on
changes in the mental status of patients in non-cardiac
surgery. Patients with orthopedic, urologic, and digestive
surgery have been of particular interest[3]. Changes in
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cognitive status are especially observable in patients with
hip fractures and those with urological interventions|4].
Those patients have significantly greater mortality in
the first year after operation when compared to general
population of the same age [5].

Age is not a contraindication for surgery, but the dosage
of anesthetic drugs should be very closely monitored[6]
Older patients often take many medications that produce
psychological and physiological changes, and eliminating
medications can also produce changes in the mental
status of patients [7].

Current research shows that the human lifespan is getting
longer, indicating a need for standards in anesthesiology
for patients over 60 years of age who undergo surgery [8].

According to Silbert et al., the anesthesiologist is ideally
situated to follow patients in the pre-, peri-, and post-
operatives stages, and can contribute new data and
knowledge for the clinical management of patients with
MCI (minimal cognitive impairment) [9].

GOAL OF THE STUDY

The goal of this paper is to examine if the general
endotracheal anesthesia (GEA) and regional anesthesia
(RA), the type of surgery (non-cardiac), and the patient’s
age (over 60) are risk factors for the cognitive status of
patients in the early post-operative period.

METHODS

This prospective clinical study examined sixty (60) patients
for a six month period between January and June of 2015.
All patients were treated with a pre-operative anesthetic
assessment to examine the most common predictors for
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the occurrence of cognitive disorders, including general
health, age, the degree of anesthetic risk according to
the ACA (American Association of Anesthesiologists), the
type of anesthesia, type of operation, level of education,
and cognitive status. We then designed a specific
questionnaire based on those demographic and clinical
indicators.

To determine the mental status of patients we used the
Blessed Test of orientation, memory, and concentration
(BOMC). All answers were scored and added together
to get the final result. Changes in mental status were
observed at four specific times: pre-operative, and then
on the first, second, and seventh days following the
operation. Based on those results we followed pre- and
post-operative mental status of the patients.

We chose this test because it is fast, simple, and suitable
for the frenetic work that is surgery.

RESULTS

In the study group, 60% of the patients were male and
40% were female. The average age was 72 + 5.6 years.
With respect to the age structure, 60% were between
the ages of 65 and 74, while 41.6% of the respondents
had a high school level of education. The analysis of
clinical parameters includes the ACA score, according to
which 65% are respondents with ACA 2. One third of the
operations were digestive, another third were urological,
and the final third were orthopedic. Just over 53% of the
patients received general anesthesia, while 46% received
regional anesthesia (Table 1).

Table 1 shows the distribution of socio-demographic and
clinical characteristics of the 60 participants.

Table 1: Socio-demographic and clinical characteristics of the sample

Variable N (%) Variable N (%) Variable N (%)
Sex Age Min§]6)07,21i1;>é=88, ASA Score
Males 36 (60%) 60-64 7(11.67%) 1 12 (20%)
Females 24 (40%) 65-74 36 (60%) 2 39 (65%)
75-89 17(28.33%) 3 9 (15%)
Variable N (%) Variable N (%) Variable N (%)
Type of Operation Type of Operation Educational Attainment
Digestive 20 (33,33%) OEA 32(53.33%) 4t grade 8 (13.33%)
Orthopedic 20(33,33%) RA 28 (46.67%) 8hgrade 18 (30%)
Urologic 20(33,33%) High School 25 (41.67%)
College 9 (15%)
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All patients were evaluated pre-operatively upon
admission to surgery according to cognitive status,
which was then compared with the cognitive results on
the first, second, and seventh post-operative days. The
cognitive status of respondents were analyzed using the
Blessed scale, according to which a score greater than ten
indicates dementia.The points for each of the six criteria
are added together to yield the total number of points.
Every wrong answer to the questionnaire gets one point,
and if the total reaches ten, it indicates the presence of
dementia. In ten (16.67%) of the patients included in this
study, the values of the Blessed test show a deviation or
impairment in post-operative cognitive function [10].

The average values of the Blessed scores amounted to
22.3 = 985 on the first day after operation, 13.5 +12.1
on the second day, and 3.2 + 1.1 one week following the
operation (Table 2, Graphic 1).

Table 2: Results of the Blessed scale analysis

Score mean+SD
Day 1 223+98
Day 2 13.5£12.1
Day7 3211

— 25,00 -

L=

8 20,00 -

E 0

v 15,00 -

o

2 10,00 - Lept

el

& 500 -

< 3,20

= 0,00 ; . \

Day 1 Day 2 Day 3

Graphic 1: Results of the Blessed scale analysis

Table 5: Types of Anesthesia Administered

0000000000000

The distribution in Table 3 shows that symptoms of
transient cognitive dysfunction as a result of operative
intervention developed in five patients on the first day
after surgery and in three on the second day after the
operation, with a maximum of 28 points on the first day,
and there were two patients 7 and 9 points, respectively
(Table3).

Table 3: Distribution of Respondents’ Blessed Scores

Result Day 1 Day 2 Day 7
0
2 1(1.67%) 3(5%)
4 2(3.33%) 3(5%)
7 1(1.67%) 2(3.33%)
9 1(1.67%)
12
28 5(7.46%) 3(5%)

Total 7(10,80%) | 8(13,33%) 6(10%)

A score greater than 10 is significant and related to
transient changes in cognitive status(tabled).

Table 4: Results from the Blessed Score Analysis

Score Day 1 Day 2 Day 7
0-10 2(3.33%) 5 (746%) 6 (10%)
>10 5(746%) 3(5%)

According to the results obtained from the types of
anesthesia, 10 patients deviated from the norm. Of those,
4 had general anesthesia and 4 had regional anesthesia,
with a maximum of 28 points and two patients from
regional anesthesia under ten points (Table 5).

Day 1 Day 2 Day 7
Score Agggﬁ:;ia Spinal Anesthesia AS(S;}(%F;slia Spinal Anesthesia Aggsﬁ(}?jslia Spinal Anesthesia
0 29 (48.33%) 24 (40%) 29 (48.33%) 23(38.33%) 30 (50%) 24 (40%)
2 1(1.67%) 1(1.67%) 2(3.33%)
4 1(1.67%) 1(1.67%) 1(1.67%) 2(3.33%)
7 1(1.67%) 1(1.67%) 1(1.67%)
9 1(1.67%)
12
28 3(5%) 2(3.33%) 1(1.67%) 2(3.33%)
Total 32 28 32 28 32 28
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prostate BPH, and one TURT operation on the bladder.
Of the digestive operations there was one malignancy on
the rectosigmoid part of the large intestine and one total

With respect to the structure of operational interventions
related to cognitive disorders there were two operations
for hip fracture, one hip replacement and one knee

replacement surgery. Of the urological operations there gastrectomy(Table6).
were two Turpan interventions, 1 adenoidectomy on the
Table 6: Types of Operation Administered
g Day1 Day 2 Day 7
core
Digestive | Orthopedic | Urologic Digestive | Orthopedic | Urologic Digestive | Orthopedic | Urologic
18 0 18 16 18 0
0 Bow) | T8I oy s | 250 | ey | e go) | 170835
2 1(1.67%) 1(1.67%) 1(1.67%) 1(1.67%)
4 1(1.67%) 1(1.67) 11.67%) 2(3.33%)
7 1(1.67%) 1(1.67%) 1(1.67%)
9 1(1.67%)
12
28 2(3.33%) 2(3.33%) 1(1.67%) 11.67%) 2(3.33%)
Total 40 20 20 20 20 20 20 20 20

The results of our study speak to results from similar
studies in other locations. Transient changes in the
form of PSC and POKD appeared in ten patients (17%).
On the first postoperative day there were 5 patients
displaying changes in the clinical picture of delirium,
with maximum points from BOMC. Of those, 3 received
general anesthesia (2 patients of digestive surgery
and one of orthopedics), and two received regional
anesthesia (one each from orthopedics and urology).
On the second postoperative day, 3 patients recorded
maximum points, 1 from general anesthesia (urology)
and 2 from regional (urology and orthopedics). Visual
hallucinations, agitation, and confusion were the
dominant manifestations of delirium in all patients. In
both groups there was a reduction in symptoms on the
next day. Patients became communicative with others
and needed assistance with small lapses in memory and
concentration, causing them to get points on the BOMC
scale as is shown in the table. Nonetheless, the scores
were still below ten.

On the first post-operative day, two patients who
received regional anesthesia (orthopedics and urology)
showed difficulty with memory, counting backwards and
recalling the months in reverse order. One received a
score of 7 on the BOMC and the other received 9 points.

Concentration and memory improved the next day, but
one should keep in mind that patients had lower levels
of educational attainment (4 and 8 grade, respectively).
One the seventh day the general condition of the patients
had improved. Only six patients needed help with answers
and with self-correction, and the results were improved a
minimum of one or two incorrect points.

DISCUSSION

Current clinical trials are designed to examine the
effects of anesthesia as a factor for cognitive changes
among elderly people after non-cardiac surgery. Although
some draft papers for cognition and anesthesia were
published more than a decade ago, only recently has
anesthesiology become a specialty focused on the science
of consciousness. The medical specialty of anesthesia is a
unique way to deepen our knowledge about consciousness
and memory by using different doses to cause different
levels of changes in awareness from amnesia to
unconsciousness [11].

Modern society must now face the new challenge of
an aging population. This research is intended to find
the cause-and effect relationships between age, sex,
educational attainment, type of anesthesia, type of
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surgery and the occurrence of postoperative dysfunctions
in the form of POD and POKD [12].

It is believed that between five and ten percent of
patients admitted to the hospital have a hidden symptom
of cognitive impairment functions, while 10 to 50% of
disorders occur during hospitalization [13].

Postoperative delirium is the most common form of
mental disorder in the elderly and the most common
postoperative complication in hospitalized patients.
The etiology is multifactorial and understanding of
the pathophysiological mechanism is still limited.
One of the hypotheses about the emergence of
delirium is an imbalance in the synthesis and release
of neurotransmitters that control cognitive function,
behavior and mood, with the greatest emphasis on
dopamine and acetylcholine. Imbalance in the form of
excess dopamine or acetylcholine deficiency is associated
with delirium [14].

Clinical trials show an overall experience in a large span
of confusion, disorganization, and disorientation in
space and time. People are often easily distracted, and
may feel drowsy during the day and awake and anxious
at night in a phenomenon referred to as Sunset. Often,
but not always, delusions and hallucinations (visual,
auditory, tactile) may appear to be vivid and frightening.
Symptoms are seen mostly at night on the first or second
postoperative day. In addition to hyperactive (upset)
delirium, so-called hypoactive (silent) delirium can also
be observed. That is associated with reduced mental and
physical performance and is the most common form of
delirium, but often goes unnoticed [15].

Inanumber of studies, POD and POKD are jointly analyzed,
although there is a difference in the manifestation of the
clinical picture, as well as in the appearance of symptoms
after surgery [16].

POKD is subtle impairment to the memory, attention,
concentration and speed of processing information.
Unlike patients with delirium, typical patients with
POKD is orientated, but show a decline in their basic level
of performance in more neurological functions [17].

Taking into account the current research, we would
expect POD and POKD in older patients and in those
with longer interventions and with lower educational
attainment. Whether or not general or regional
anesthesia is the primary factor behind cognitive deficits
is still the subject of research. A number of comparative
studies discuss a change in mental status in patients
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after major non-cardiac surgical interventions in the
first 3 months, but the results are not strong enough
to assert that most changes occur in following general
anesthesia. There are claims that the type of anesthesia
influences cognitive dysfunction, but other results show
that during the first week following regional anesthesia
the occurrence of cognitive disorders is lower compared
to general anesthesia, but these results balance out after
three months [18].

The survey results of a large, international multi-center
prospective study called ISPO-CD showed that the
incidence of POKD following non-cardiac surgery is lower
thanin cardiac surgery. Transient POKD, which dissipates
after one week, was observed in 25.8% of patients, of
which 9.9% were elderly. The symptoms persisted for 3
months, and 1% they continued for up to 2 years [19].

CONCLUSION

This survey demonstrated that both types of anesthesia
in non-cardiac surgery can cause changes in the mental
status of patients. It is expected that with the increasing
number of elderly patients undergoing surgery there will
be an increased occurrence of changes in mental status.
The number of occurrences is relatively small and has no
statistical significance there were not enough respondents
to produce a strong conclusion. Recognizing the existence
of cognitive dysfunction after surgery, especially in older
patients, highlights the importance of early perioperative
care for patients and of the cognitive outcomes following
the surgery. When explaining to patients the importance
of POD and POKD, anesthesiologists should consider the
benefits of the proposed operation. On the other hand,
by familiarizing themselves with the patients before
and after surgery, anesthesiologists can best observe
the differences, notice cognitive dysfunctions, and
participate in their mental and social recovery in a timely
and active manner. Furthermore, reducing the length of
hospital stays also has an economic implication.
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AIICTPAKT

BoBe /ienn: MakTopuTe HA PUBKUK KOU [OMPUHECYBAAT 3a MOCTOePaTUBEeH KOTHUTHUBEH ebULUT ce KiTacuguimpaat
BO 3aBUCHOCT O] KapaKTepPUCTUKNUTE Ha MalMeHTOT, BUAOT Ha orlepaliijata U BUOT HA aHecTe3uja. KOrHUTUBHUOT
nedULIUT BJIMjae Ha TIOCTONEPATUBHOTO 3a3]/IpaByBathe M HAa BPEMETO Ha U3JII'YBabe Ha MalMeHToT of OoHULIA.
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MeTou: HampaBeHa e MpocHeKTHBHA CTyAuja Kaj 60 marMeHTH Ha BO3PACT HaJ IleeceT TOJIMHU BO BPEMEHCKU
nepuoy, oy uect Mecelin.Co mpejionepaTUBHA aHECTe3MOJIOIIKA MPOIleHKA ce eBayMpaHH OIIITaTa 3/;paBCTBEHA
cocT0j0a,0fIpesieH ecTeneHOT Ha PU3MK of WHTepBeHIMU(ACA craTyc)Bo3pacTa,BUIOT Ha oreparjata, u300poT
Ha aHecTe3Wja,CTeNeHOT Ha obOpa3oBaHue.Op JeMOTpaBCKUTe ¥ KJIMHWUYKYU TIOfIATOLM HANpaBMBME JW3ajHMpaH
TpaniaTHuK.

3aucnuTyBake Ha MEHTAJTHUOT CTaTyC T'o KopucTeBMe biieceloBUOT TecT 3a opreHTal[yja, MEMOPHja M KOHIleHTpalfja
(POMK). EBanyariujaTa Ha KOTHUTHBHUTE IIPOMEHH ja C/ieleBMe KOPHCTejKU ro TecToT 4 matH (peJonpaTUBHO, TPBUOT,
BTOPHUOT U CeIMIOT II0CTOIPATHBeH fleH). HanpaBeHa e cTaTUCTHUKA aHA/IN3a Ha JIOOMEHUTE Pe3yITaTu.

Pesynratu: [loouenute p3ynraty og bOMK mpu mpreM u pesyraTuTe OCTONEPaTUBHO VKajKyBaaT Ha eBayalyjaTa
Ha KOTHUTMBHUTE TIPOMEHU Kaj MallieHTUTe of] OpToIlejuja ,yporioruja U AUrecTUBHA XUPYpruja.3Ha4ajHu MTPOMEHU
mobuBMe Kaj 10 maiueHTH.

3akiyuok: [IporieHkara Ha (DU3MYKOTO M MEHTAJHO 3/[paBje MpeoNepaTUBHO € BAKHO 3a aJieKBaTHA
TpolieHa Ha PU3MKOT M OeHehMTOT Off TUIAHMpPAHATA XMPYPIIKA WHTpBeHIWja.HaBpeMeHOTO Mpero3HaBame Ha
[10/I(mocTonepaTtusen genupuym) u IIOK]] (mocTomepaTiBeH KOrHUTHBEH [ie(UIMT)0OBO3MOKYBa IIPaBUIEH TIPUCTAI
u eBeHTyanHOTO JieKyBamwe.[10]] ullOK]] ce mpeauKTopu 3a MOPTAIUTETOT U MOPOMIUTETOT Kaj OOJHUTE BO MpBaTa
rofiiHa TI0 omepalujaTa.

Knyasu 360poBu: aHecTe3Hja,oCToNepaTiBHU KOTHUTUBHUIMChYHKILMKI, HEKap/jaHa XUpyprija
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AHATOMCKATA JIOKAIIHJA HA KOTOPEKTAJTHHOT KAPIIHHOM
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['enor TOBI mpercTaByBa TYMOP CYIIpECOp KOj [leJlyBa KaKO HeraTMBeH peryjaTop Ha pelernTopoT Ha TUPO3UH
kuHazara ERBB2 co anrtu-niponudepartriBeH, MpoarioToTUUeH W aHTU-UHBA3MBEH e(eKT BP3 MajIurHUTe KIIeTKU.
MuaktuBaumjata Ha TOBI i HeroBaTa HaMaJleHa eKcIipecja e uaeHTUMUIMpaHa Kaj roBeKe XyMaHu HeoTlIa3Mu.
Llenra Germte f1a ce UCTpasky acolpjalidjata Mery cTajiiyMoT UM JIOKallidja Ha TYMOPOT CO HMBOATa Ha eKCIIpecuja Ha
renor TOBI Kaj naliueHT co KoJlopeKTajeH KaHlep.

Bo oBaa cryauja Oea aHamM3upaHu MPUMePOLIU Ofl Ipyria Ha 42 MaleHTH CO KOJIopeKTaieH KapLuHOM. [TpuMeporuTe
o[l TYMOPCKOTO TKMBO 0Oea 3eMeHU 10 XMPYIIKAaTa peceKluja ¥ 3aMP3HATH [0 aHan3ara. Kako KOHTpPoJIa, MyKO3eH
MpUMEepPOK Ha pacrojanue on >10 cm on TyMOpPOT Oelle KOJIeKTUpaH Of CeKoj HaiueHT. BryrnHata RNA Oelne
usonpana, cDNA Gelle cuHTeTU3MpaHa Co peBep3Ha TPaHCKpUIILMja U ekcripecujata Ha TOBI Gelte orpenesieHa co
kBantutatuBHa Real-Time PCR.

CpenHuTte BpelHOCTU Ha ekcripecuja Ha TOBI 6ea 3,2 maTy MOBUCOKMU Kaj MalMeHTH co craauyMoT Ila Bo criopenba
co naiuenTty co I1Ib u noBucoxku craguymu (p=0,038) u 6ea 4,9 maTul MOHKUCKY BO MIPOKCUMAIIHUOT BO criopezba co
IVCTAJTHUOT XEMUKOJIOH 1 peKTyM (p=0,026).

Pesynratute cyrepupaar jeka TOBI reHckara eKkcripecuja e TOBp3aHa CO MOHWCKU CTaJUyMU M JIOKaju3aluja
BO MPOKCUMAJTHUOT [IefT o7 febesioTo 1peBo. Toa e BO MPU/IOT Ha aHTU-TIponidepaTBHATA yIora Ha OBOj T'eH BO
raToreHe3aTa Ha KOJIOPEKTaJIHUOT KaHIleP.

Knyauu 360poBu: KojopeKkTaaeH KapLuyuHoM, craguyM, TOBI, ekcripecrcku HuBoa, gRT-PCR

BOBE]]
Konopekranuuor kapuuHoM (KPK) mperctaByBa MamureH Beke 25 TogMHH e MO3HAaTto JieKa MaJlMrHaTa
TYMOP KOj TIOTEKHYBA O] eUTe/THUTe KJIeTKU Ha KOJIOHOT ~TpaHcopMmanja ¥ TIOCTelleHaTa IMporpecdja  Ha

n/uma pektymoT. KPK e Hajuecto mamurHo 3abonyBambe
Ha racTPOMHTECTUHAIHAOT TPAKT CO My/ITH(aKTOpHjaTHa
eTHONOTHja Kafie IITO TeHeTCKaTa OCHOBA, (haKTOpUTe
Ha OKOJIMHATAa W/MIM MH(QIMATOPHUTE 3abo/lyBamba Ha
IIPeBOTO JIOBeJyBaaT [0 MaJIMrHa TpaHcdopmalija Ha
HOPMAJIHUOT eNUTe/l Ha C/IY3HMI[ATa Ha KOJIOHOT H/WIH
PEKTYMOT TpPeKy HeKONMKYIOfIWIIeH eTareH TMpolec Ha
aKyMyJIal[ja Ha TeHETCKY ¥ eITUTeHeTCKH aTepariim.

TMPOMEHUTEe Off HOPMAJHMOT eMuUTell Ha Jie0enoTo
I[peBo, MpPeKy ajleHOMOT, KapIMHOMOT in situ, Ta
cé 710 WHBAa3MBHUOT KApIMHOM, e TIpoc/iefieHa Co
TMoc/iejoBaTe/IHa  HU3a HA  MOJIEKYIapHO-TeHEeTCKH
HapyiyBama (1). Pe3yaraTuTe off UCKIYIUTETHO TOIEMUOT
0poj Ha CIpOBeJIeHU CTYUHM VTBPAWIE roieM Opoj Ha
TIOe/[MHEYHH MOJIEKY/TapHU a0HOPMAJTHOCTH KaKBH ILITO Ce:
TeHCKUTe MYTAIliH, TPOMEHNTe Ha HUBOATa Ha reHCKaTa
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eKCIIpecHja, eUHEeYHNTe HYKIEOTHIHN TOMUMOPPU3MM
(SNP), DNA-merwnanujata, reHOMCKaTa HeCTaOWIHOCT,
XPOMO30MCKH abepariuu, Kako 1 Apyru npomeni (2). Cute
OBHUE MOJIEKY/IAPHO-TeHeTCKY U eITUTeHeTCKI HApYIIyBatbha
UMaaT KiIy4yHa y/iora, He camo Bp3 CaMHOT Ipolec Ha
MajurHa TpaHcgopMaija Ha eImUTeNoT Ha KOJMOHOT,
TYKY ¥ Bp3 BpOJieHaTa MpeJiCcrosuiiija, IpueMyrBoCcTa
KOH OBaa HeoIlla3Ma, TeKOT Ha 0ojiecTa U TeparneBTCKUOT
oaroBop. KaHOHCKHOT MoJIe/T Ha KoJlepeKTalHa MaJIurHa
TpaHcopmaija ce 0asipa Ha CEKBEHIJMOHAJIHO,
HOCTEIIeHO aKyMV/IMpame Ha TeHCKM MyTallid Kako U
eMUreHeTCKY IIPOMEHH Kou adeKTUpaaT HEKOJIKY KITYUHH
IPYTH OHKOTEHHM, TYMOP-CYIIPECOPCKH ¥ JPYTH TeHH,
BriyuyBajku ru APC, RAS, BRAF, TP53, TGF-B, PI3KCA,
SMAD4, rpynara reau MMR, MYH, EPCAM u ipyru (3).

Jlocera ce HarmpaBeHH IOBeKe 00Uy 3a Kiacuduraimja
Ha KapIMHOMHTe Ha KOJOPeKTYMOT, Oas3upaHa Ha
MOJIEKy/IapHUTe W TeHeTcKuTe pasnuku. Criopen enHa
Ol HMB, HajueCcTHOT THII Koj e mpucyTeH Kaj 60-70 % of
cUTe CIyyad Ha CTopajiuueH KolopeKTaleH KapiuHOM
e KapaKTepUCTHYeH MO0 XPOMO30MCKAaTa HeCTaOMITHOCT
(CIN) m pasHM XpOMO30OMCKM HYMEPUUKH abepalud u
aHeyIUIOU/IH, KAaKO M CO MYTAllid BO OTpeJieieHH TeHH,
o, kou Hajuctpaskenu ce: APC, KRAS, PIK3CA, BRAF,
SMAD4, TP53 n ppyru (4). Criopep uctaTa KiacuyKaiuja,
BTOPMOT Tul e 3acTaneH Kaj 10-15 % op cure ciyyau
Ha CIOpajiiyeH KApIMHOM M € KapaKTepUCTHYeH I10
reHoMckara HectabunHoct. OBOj THI HajuecTo ce
JeTeKTHpa MO MHKpocTaenuTHara HecradmiHoct (MIN)
npefu3BHKaHa of TUCQVHKIMja HAa TeHUTe 3aJl0/KeHn
3a pemapaiyja Ha MyTaruuTe. TPeTHOT THI ce Haora
Kaj TPUOMIKHO 5 % Off CHTe CMOPAJ[MYHU CIIyYal U e
KapakTepucTuueH 10 obeMmHaTa MeTwranuja Ha CpG
OCTPOBUMIATA JIOIMPAHU BO TeHCKUTE MPOMOTOPHU IIITO
ja TIOTHMCHYBa eKcIpecujaTa Ha adeKTUpaHUTE TeHu (5).
OcraHaTuTe Cjlyyad MMaaT orpefe/ieaHa KOMOMHAIMja
W, TIaK, HeMaaT HUTY eJTHa Off OBUe TPU MOJIEKY/IapHU U
reHeTCKU KapaKTePUCTUKH.

Co HampeaHW CTAaTMCTUYKU aHA/IU3M Ha TIOZIATOIUTE Off
rojieM Opoj MOJIEKY/IapHO-TEHETCKU ¥ ITATOJIONIKY CTY/IHH,
HeojlaMHa e TIPeTHOCTaBeHO [ieKa MOCTojaT YeTUpu
OCHOBHM KOHCEH3YCHM MoJneKyaapHu cyoTtumoBu (CMS)
Ha KonmopektasieH KapruHom: CMS1 (xumepmyTtaTopeH
(beHOTUIT CO MHUKpOcaTelMTHa HeCTAOWIHOCT M CHJTHA
UMVHONOIIKA aktuBaiuja); CMS2 (KaHOHCKHM emuTe/leH
TWI, HarjaceHa aKTHBallMja HAa CUIHAJHUTe MAaTHINTa
WNT u MYC); CMS3 (MeTaOOMMUKH THII CO jaCHa eMUTe/THA
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1 MeTabonmHa fieperynaruja) 1 CMS4 (MeceHXuMasieH THII
co mpoMmMMHeHTHa akTuBanuja Ha TGF-B, co HarmaceHa
CTpOMaJiHa MHBa3Mja 1 aHruorexesa (6).

On XMpYpUIKM AacreKT, MONIHEe € WHTepPecHO IITO
HEKOJIKY CTYIMM CIIPOBefieHd BO TeKOT Ha IMOC/IeJJHUBe
TOIMHN WHAWIMPAAT JieKa KOMOPEeKTATHUOT KapIMHOM
e XeTeporeH M 10 OJJHOC Ha JIOKAIWjaTa Ha TYMOpOT.
lIMeHo, KaKo IITO TPOU3JIeryBa M 0ff eMOPUOIONIKUTE U
AHATOMCKMTE MCTPa)KyBamba, JeCHUOT-TIPOKCUMAeH el
0]1 KOJIOHOT KOj Ce ITpoTera cé JIo CIUleHnYHaTa ekcypa
¥ JIEBUOT-JIUCTaJIeH Jie off (hieKcypaTa 1o PeKTYMOT ce
BCYIIHOCT [iBa pa3/IMUHU eHTUTeTH. YTBPJIEHO e JieKa
MOJIEKY/TapHO-TeHETCKUTe MPOMEHHU BO TojlieMa MepKa ce
pa3/MKyBaaT Mer'y OBMe JiBa Jiefia Ha Jie0esioTo IpeBo (7,
8). MuKpocaTeNMTHaTa HECTAOMITHOCT M HApyIIyBambaTa
Ha (pyHKIMjaTa Ha reHWTe BKIYUeHW BO pelapariyjaTa
Ha MyTal[UuTe JOMUHUPAAT BO MPOKCHUMAHUOT JIeN Off
KOJIOHOT, 7I0fieKa XPOMO30MCKUTe adpealjuy i MyTaljuuTe
BO OIpeJie/ieHH TeHW Ce TOYecTH Kaj KapIMHOMUTE BO
TMCTAJTHUOT JIeT 071 KOJIOHOT ¥ peKTYMOT. OBHe JIBe roieMu
IPYIIM Ha MOJIEKY/IapHM aOHOPMAaTHOCTH COJPKAT TojieM
0poj Ha ToeIMHEYHY MYTAI[X M HapyITyBaba Ha HUBOATa
Ha eKcIpecyja Ha oripefiesieHu reHu. [loHaTaMy, HajyieHa e
1 TIOBP3aHOCT Ha BAKBHUTE Pa3/IMKU CO KITMHUUKHOT UCXO]I,
OJTHOCHO ITPOTHO3aTa Ha OorecTa.

Teror TOBI e unen Ha amunuja Tob/BTG renu Kou
KoZMpaaT aHTUNPOMMepaTUBHU IMPOTEUHH BKIYUEHH
BO peryiaiujata Ha KJIeTOYHMOT IuKiyc. IloHoBuTe
UCTpaXKyBawa WMHAuUIMpaaT feka TOBI e KaHpupmaTeH
TYMOp-CYTIPECOPCKM TeH JIOIMpaH Ha XPOMO3OMCKUOT
nokyc 17q21, uMj OpOTEeMHCKM IIPOAIYKT € CHUrHajeH
TpaHCAyKTOp Ha erbB-2 pelenrtopHaTa THpPO3WH-
MPOTEMHCKA KKMHA3a, a BJeryBa M BO MelyIpPOTEUHCKU
MHTEPAaKLIMKA CO Hu3a MpoiudepaTMBHU MPOTEMHCKU
MOJIEKY/TH, JIelyBajKM MHXMOWTOPHO Ha HUB, a CO TOA
TIONPevyBajKu ja TporpecujaTa Ha KJIETOUHUOT IUMKITYC U
3anupajku 1o Bo G,/G, Toukara Ha Tpansuumja (9). ITokpaj
TOA, eKCTIepUMeHTHTe YTBPIUIIE U JleKa Ta00paTOpUCKUTe
IJIVBIM KOM MMaaT HedvHKIuoHaneH reH TOB umaar
BHCOKA MHIMIeHIIUja Ha CTIOHTaHU TYMOPH.

Man 6poj ucTpaKyBama Ha €KCIPECHCKMTe HHBOA Ha
TeHOT Ce HampaBeHW [ocera Kaj XemaTolle/lylapHUTe,
THPOUIHUTE U KapIMHOMUTe Ha JiojKa (10). CipoTHBHO Ha
TOA, ONMUIIAHO € JieKa Kaj KOJOPeKTalHUTe KapIiuHOMH,
ekcrnpecujata Ha TOBI reHoT e 3rojieMeHa BO OJJHOC Ha
HeMaJIUrHUTe TKMBA M JleKa HUBoaTa Ha TeHCKa eKcIipecuja
CUTHU(DMKAHTHO KOPeJIUPaaT CO KIIMHAYKO-TIATONIONIKUOT
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cTafyM Ha Oojecta, a MpeKyMepHaTa eKcIpecuja
CTaTHCTMUKM 3HAYajHO KOpEeIMpa CO METacTashTe BO
mumdnuTe jasmu (11).

IEJIH

[lenTa Ha 0BOj ceMUHApCKU Tpyf, Oellle [a ce UCTPakKu
aconyjanygjata Mery CTaJjuyMoT U JIOKAIjUja Ha TYMOPOT
CO CTeNeHOT Ha eKcipecuja Ha reHoT TOBI Kaj malueHTU
CO KOJIOpeKTaJleH KaHIep.

[lokpaj HayyHaTa TIepCIeKTHBA, MocebeH MPeU3BHK e
¥ XUPYpIIKaTa CUTHU(UKAHTHOCT HA MOTeHIMjaHaTa
MOBP3aHOCT Ha HEKOW Off TeHCKUTe TapaMeTpu Co
aHATOMCKATa JIOKa/lM3alyja Ha TYMOPOT, Kako W
TnepcrieKTUBHATa YIIOTPEOIMBOCT Ha CO3HaHWjaTa 3a
MOJIeKy/lapHa ~ CYOTMMHU3aIja, KIMHAYKO-TIATOJONIKA
TPOIIeHKa, Mpe/IBUIyBabe Ha TEKOT Ha bojecTa W Ipyru
TPAKTUYHU TIPUMEHH.

MATEPHJAJTI U METOAH

[IpuMeporuTe Off MAIMEHTH CO KOMOPEKTaleH KapLiHOM
Oea o0Oe30efeHd oOff MHalMeHTH JieKyBaHu Ha J3Y
YHuBep3uTeTCKa KJIMHUKA 3a JIMTeCTUBHA XUPYPruja BO
Ckomje, cO MpeTXofHa MHIIAHA COITIACHOCT, KAaKO U CO
opobpenne of EtnukaTta Komucuja npu MeguIMHCKHOT
dakynet Bo Ckorje.

[Ipumeponute 0 TYMOPCKOTO TKMBO Of BKYIIHO
42 malMeHTH C€O XMCTOMATOJONIKM KOH(UPMUpaH
KOJIOpeKTaJieH aJieHOKapI[MHOM, 0ea KOJIeKTUPaH! Be/THAII
10 XUpYIIKaTa pecekinja u 6ea 3aMp3HaTH /0 MOMEHTOT
Ha MosieKynapHata aHamu3a. [Ipumepok of 3apaBo
MYKO3HO TKHUBO, Ha pactojaHue of >10 cm of TymMopor,
Oellle KOJEKTHPaH Off ceKoj marueHT. llenokymHata RNA
oeme m3omipaHa co nomomn Ha TRI® pearerc u o Hea
ce cudretusupanie KommieMenTapHa DNA (cDNA) mpeky
peBep3Ha TPAHCKpPUIIIMja. AMIUTM(UKAIIMjA M PeJIaTHBHA
KBAaHTMTATHBHA ITIO/IMMepa3Ho-BepikHa peakiyja (qRT-
PCR) 6eme u3BpieHa co romonr Ha crierpumaau TagMan®
npo6u. TOBI ekcripecujaTa Oellle mpecMeTaHa peaTHBHO
KoH pechepeHTHHOT reH GAPDH, a HopMa/i3anujaTa berie
HarpaBeHa BO OJJHOC Ha TPMMEPOKOT 0ff 37ipaBa MyK03a CO
TIOMOLI Ha MeTOofIOT Ha IpecmeTKa: AACt.

IIpu qRT-PCR aHanu3aTa Ha TPAHCKPUIITUTE O] T€HOT
TOBI ce kopucrea TagMan dyopecileHTHH COHOM CO
HYKJIEOTU/IHA CeKBeHIla, crelMpryHa 3a COOJBETHUOT
aMIUTMUIpaH PeruoH off TPAHCKPHUIITOT, 00esekaHu Ha
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5'-KpajoT co dhyopeciieHTHHOT obenekyBau FAM, mogeka
Ha 3"-KpajoT co u36neayBauot NFQ. Bo ucrara peakiucka
cmeca ce floflaBaa M TagMan coHM 3a COOJBETHOT
pedeperren red GAPDH oGenexanu Ha 5-Kpajot
co cnyopecuentanor obenexyBau VIC, a co NFQ Ha
3’-kpajoT. Hyk/ieoTuaHiTe CeKBEHIM Ha MIpajMepuTe 1 Ha
coHJIUTe ce cropeq cryaujaTa Ha Wu co cop., 2010 (11).

OTunTaHKTe KPUBH U JOOMEHHUTE TOIATOIIH ce M3paboTHja
co codtBepor StepOne (Applied Biosistems) koj e
VHTEeTPaJIeH JeN off CHCTEMOT.

BpenHocTHTe Ha TeHCKaTa eKcIpecuja [T00MeHH Co
gRT-PCR Gea m3pa3eHM HOpMaIM3MPaHU BO OJHOC Ha
pedepeHTHHOT TeH, OJHOCHO KOJKY TaTH € TOBHUCOKO
WIM TIOHMCKO HMBOTO Ha eKCIipecuja Ha MCIUTYBAaHUOT
BO OJJHOC Ha pepepeHTHHOT T'eH, CO IITO Ce OBO3MOKYBa
criopejyBare Mer'y pa3iMuHuTe mpumeporiu. Criopegoata
CO KOHTPOJIHMOT IPMMEPOK Off 37IpaBO TKHUBO Ce
VICKOPUCTH 32 OTTpe[ieNlyBakbe Ha OTCTalyBamheTo BO O[HOC
Ha TYMOPCKOTO TKHUBO.

CraTMCTMYKaTa aHaIM3a ce TpaBelle CO CIOpeyBaibe
Ha TpeJBU/IeHUTe KJIMHUUYKO-TIATOMONIKK TlapaMeTpH,
Kou mpousneryBaaTr o pTNM knacudukainmjata u
aHaTOMCKaTa JIOKallWja Ha HeoIla3MaTa: JieceH, JieB
XeMMKOJIOH MJIM PEKTYM, CO BPeJIHOCTMTe Ha HMBOaTa Ha
ekcripecuja Ha reHoT TOBI o0KeH1 co KBaHTUTATHBHATa
RT-PCR ananu3sa.

[loBpzaHocTa ~ HAa  KJIMHUYKO-TIATOJIONIKUTE €O
MOJIEKY/IapHUTe ~ TIOflaTOL  Off  MAl[UeHTHTe Oele
TnpecMeTaHa co Student-oBHOT t-TeCT Kaj ITapaMeTPUCKUTE
BPEIHOCTH €O HOpMajaHa JUCTPHUOVIIMja, OFHOCHO CO
Mann-Whitney U-TecToT mpu IOCTOEH€ OTCTaNyBaiba
o7 HOPMajHaTa JUCTPUOVIMjAa HAa  BPEJHOCTHTE
Ha  COOJIBETHMOT  MapameTap. 3a  CTaTUCTUYKU
CUTHU(MKAHTHU ce cMeTaa BpemHocTuTe Ha p<0,05.

CTaTHCTHUKUTE MPECMeTKH Oea BPIIEHH CO KOPUCTEHhe
Ha codrBepckute gomarorm XLSTAT 2015, RealStatistics
2015 u GenAlEx 6.5 nncranupanu Ha Microsoft Excel 2016.

PE3YJITATH

OcHoBHuTe [eMorpa)CKi MOJATOIM 3a BKYIHO 42
aHa/IM3MpPaHu TAIMEHTH CO KOJOpeKTajieH KapiuHOM,
Kako M HUBHUTE KIMHUYKUTE T[apaMeTpud KOU Cce
peJieBaHTHHU 3a 0BOj CEMUHAPCKHU TPV, Ce IPUKaKaH! BO
Tabenara 1.
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Tab6ena 1. ITojaTomy 3a rpymara HareHTy o

KO/IOpeKTaJieH KapiMHOM
mapameTap
cpefHa BpegHocT + SD | MHHYMYM | MAaKCUMYM
Bospact 66,48 7,80 85 52
n %
MAIK1 30 71,43
TIOJT JKEHCKU 12 28,57
BKYITHO 42 100,00
Ila 14 33,33
CTaIIyM I1Ib 1 noBucoxku 28 66,67
BKYITHO 42 100,00
JIeB XeMUKOJIOH 10 23,81
JIOKaIuja | JieceH XeMUKOJIOH 1 PEKTYM 32 76,19
BKYITHO 42 100,00

SD = cranjapaHa fieBujaruja

CpemnaTta BpegHOCT Ha reHcKaTta ekcrpecuja Ha TOBI Kaj
Hofirpynara manyeHTts co craguym Ila (n= 14) usHecyBaa
3,93 + 4,41, nomexa Kaj mamuenTute co craguyM IIIb u
TIOBUCOKY (BKJIVUEHH Ce TalyeHTH co craguymure: IIIh,
IlIc u IVb) (n=28) 6eure 1,20 + 1,58. OTTaMy pouserypa
JleKa CpeJHUTe BPeIHOCTM Ha eKcIpecHjaTa Ha TeHOT
TOBI 6ea 3,2 maTy HOBUCOKY Kaj MaI[MeHTH co craguyM Ila
BO cropezoa co manuenty co I1Ib u moBucoku cremnenu,
IITO IIPETCTaBYBa CTATUCTUUKU CUTHU(DMKAHTHA pa3/nKa
(p=0,038).

ekcnpecuja Ha resot TOB1
14

12

10

e

M IIA W 1B v noBucoku cTaguymm

Cn.1: Pasnuky Bo HUBOATa Ha eKCIpecyja Ha reHOT

TOBI kaj mprMepo1U Ha KOJIOPeKTaleH
KapiuHoM co ctazuyM la Bo criopesba co
craguym IIIb 1 moBucok. BpegHocTuTe ce
M3pa3eHy BO apOUTpapHU eJIUHUIIY.

[lonaTamy, cpefjHaTa BpeJJHOCT Ha eKCcIpecHja Ha TeHOT
TOBI kaj mogrpynata mai@eHTH CO KAPIMHOM aHATOMCKA
JIOIMpaH BO JIEBHOT XeMUKO/IOH (n= 10) u3HecyBaa 0,53 +
0,30, nofeka Kaj maiyieHTUTe cO KaplMHOM JIOIMPaH BO
JIeCHUOT XeMHKOJIOH M BO PEKTYMOT (n=32) u3HecyBaa 2,60
+ 3,34. CpegHuTe BpeTHOCTH Ha eKCIIpecwjaTa Ha reHOT
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TOBI1 Gea 4,9 maTi MOBUCOKY Kaj MALIMEHTH CO KAPIMHOM
Ha JIeCHMOT XeMMKOJIIOH M BO PEKTYMOT BO cIiopes0a
SO THe CO KapI[MHOM Ha JIeBUOT XeMHUKOJIOH, OJJHOCHO €
CTaTHCTUYKY 3HauajHo (p=0,026).

ekcnpecuja Ha reHot TOB1

——
M npokc. [ guCT. 1 pekT.

Cn. 2 Pa3nuku Bo HUBOATa Ha eKcIlpeckja Ha TeHOT
TOBI kaj npuMepo1y Ha KolopeKTaJleH
KapLHOM JIOIIUPaHU BO MPOKCUMATHUOT
KOJIOH BO CITOpe[i0a Co IUCTaTHUOT KOJIOH

1 peKTyMOT. BpeHOCTHTE Ce M3pa3eHu BO

apOUTpapHU eJIUHUIIY.

3apajii TperneJjHOCT, CTaTUCTUUKUTE MPeCMeTKH 3a
HUBOATA Ha eKcnpecuja Ha reHoT TOBI npu HaBeneHUTe
K/IMHAYKO-TIATOJIONIKU [TapaMeTpu ce TIPUKaKaHU BO BO
Tabenara 2.

Tabemna 2. Pa3nuku Bo HUBOATa Ha €KCIIPecHja Ha FeHOT
TOBI kaj mpuMepoL HA KOJIOPEKTaJieH
KapIjuHOM co cTajuyM Ila Bo criopesoa co
craguyM I1Ib 1 MOBUCOK, KaKO U KAPILMHOMH
JIOLUPaHy BO TPOKCUMAJTHUOT KOJIOH BO
criopefioa o IUCTATHUOT KOJIOH M PeKTYMOT

cpengHa
mapamerap BPEJJHOCT | MUHYMYM | MAaKCHMYM | P-BPEHOCT
+SD
IE 3,93 441 0,45 13,00
CTaiyMm p=0,038 *
b, Mew 1450, 158| 0,16 6,05
IVb
B 10,53+030] 016 0,97
XeMUKOJIOH
JIOKaIuja Hecew p=0,026 *
xeMuKonoH 1 |2,60 = 3,34| 0,45 13,00
PEKTyM

* CTAaTHCTUYKM 3HauYajHa pa3iuka; SD = cTaHjapiHa feBujaiija

JUCKYCHJA

Bo pamkuTe Ha OBOj CeMUHApPCKM TPV/, MpPUKaKaHU
ce TIpeJIMMUHAPHUTE pPEe3YITaTH Off HWCTPaKyBAaHeTO
Ha aconujaiMjata Ha ekcrpecujata Ha reHot TOBI
CO CTAMUYMOT ¥ JIOKAlMjaTa Ha KOJIOPEKTaTHUOT
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KapuuHoM. O6paboTeHu ce mojaToluTe 3a 42 MaleHTH
ofi npensuzieHuTe moBeke o 100 Bo mMojHECOKOT 3a
TOKTOPCKAaTa iucepTalyja.

Co 00OpaboTKa Ha MOJATOIUTE Of OBUE TPETMMUHAPHU
CTPaKyBatba, PETMCTPUPAHA e CTATUCTUUKK CUTHU(DMKaH-
THa, MHBep3Ha Kopejanuja Mely HMBOATa Ha reHCKa
ekcrpecuja Ha TOBI Bo mprMepoLiuTe off KOJMOPeKTaHITe
KapIMHOMHU CO CTaIMyMUTe Ha Pa3B0j Ha KOJIOPEKTaTHUOT
KapIIMHOM, KaKO M TOMel'y eKCIIpecHjaTa u JIoKaIu3alujara
Ha TYMOpUTe.

HarmTe pesynratu cyrepupaart ieka reHcKaTa eKcIpecuja
Ha TOBI e moBp3aHa co IIOHUCKUTE CTelleH! Ha pa3Boj Ha
KOJIOpeKTa/leH KaHllep U JIoKajM3aliija Ha KaHiepoT Ha
TIPOKCUMAJTHUOT JiefT off ie0enoTo 1peBo. Tue pesyaraTu
ce BO TPWJIOT HA aHTU-TIpo/MQepaTHBHATA Y/I0Ta HA 0BOj
TeH BO TaToreHe3aTa Ha KOJIOPEKTaTHUOT KaHIIep.

Mako mocTou KoceH3yc 3a ylorata Ha TYMOP-CYITpeCOpPHUTE
reHY ¥ HUBHUTE TIPOTeMHCKU MPOIYKTH BO MHXHOUIMjaTa
Ha HEeoIUTaCTUYHHMOT PacT, CeNaK Kaj HEKOU TeHu KOu ce
HecoMeHo Kacu(uIMpaHu Bo 0Baa KaTeropuja, IocTojat
W KOHTPaJMKTOpHU mopaTouu. [loBekeTo ucTpaKyBaun
perucTpupaie HaMaayBaibhe Ha eKcIpecujaTa Ha TeHOT
TOBI kaj ManurHuTe HeollIa3MU M HeraTUBHA Kopesalyja
co MeTacTaTcKuoT notenuujan (12, 13, 14), Ho Bo peTKuTe
CTYIUM Kaj KOJIOPEKTATHUOT KapIMHOM, MapajioKCajHo,
OnuillaHa e ¥ TIO3UTHBHA Kopesiailija Mel'y eKCIIpecUCKUuTe
HMBOA ¥ MAJIMTHUOT TTOTEHIIjasT Ha TyMopoT (11).

TakBuTE KOHTPAJMKTOPHY HAO[M MOKAT Jla e JOJIKAT Ha
pa3nuuHu (haKTOPH KOY BKJTYUYBAaT, HO He Ce OrpaHuyeHu
Ha: pas3IMKd BO KPUTEPUYMUTE 3a BKIyUyBame W
MCK/TyUyBame Ha Mal[MeHTUTe BO CTYHjaTa, PasTnuHAOT
reHeTCKM U eTHUYKY COCTaB Ha Mal[UeHTUTe, PasIuKuTe
BO MeTOJI0/IOTMjaTa Ha aHA/IM3a Ha reHCcKaTa eKcIpecuja,
1300pOT Ha a/laTKM 3a CTaTHCTHYKa 00pabOTKa U JIpyTH,
HO ¥ Ha MOKHUTE PA3/TUKK BO eKCIIPeCUCKUOT PO Kaj
Pa3/IMYHN MJTUTHY HEOT/Ia3MH.

[IpakTMuHaTa KIMHWYKA AQIUIMKAaTHBHOCT Ha BaKBHTe
HCTPaKyBama € 0CO0EHO MHTEpecHa Kaj XUPYPIIKUOT
MIPUCTaI BO IjarHOCTUKATa, TepalujaTa i POrHOCTHKATa
Ha KOJIOPeKTaTHAOT KapIMHOM, Kajie, TIopazii pa3indHaTa
BacKy/lapu3anyja, TuMQHa 1 BeHCKa JpeHa)ka, KaKo U
npyru (akTopH, IOCTOjaT Pa3IUKM Mery aHaToMcCKaTa
JIOKaIja Ha KapIMHOMMTe Kaj JIeBUOT, TPOKCHMajieH
XeMMKOJIOH, BO OTHOC Ha JIeCHUOT, JUCTaeH XeMUKOJIOH,
BKJIVUYBajK1 I'0 U PEKTYMOT.

[loHaTaMOIIHA MCTpaKyBaha ce TOTpeOHM 3a fa ce
pacBeTIaT MOJIeKy/IapHUTE MeXaHU3MU KOU Ce aKTUBUPaaT
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npy abHOpMajiHaTa MPOMEHa Ha eKCIpecujaTa Ha reHOT
TOBI, kako u fma ce YTBpAU MOKHATa yIoTpeba Ha OBOj
MOJIEKY/IapeH MapKep BO [IMjaTHOCTMYKM ¥W/WIM BO
IPOrHOCTHYKH 1ietn (13).

Co oryej; Ha Toa JieKa ce MpeIBUIEHH TorojieM 0poj Ha
TalleHTH 3a aHa/IN3a, UCTPaKyBabaTa Ke oraTaT u Ipyru
KIMHUKO-TIATOMIOIIKY TIapaMeTpH, MOKPaj CTaJuyMOT U
aHaTOMCKaTa JIOKallja Ha KONMOPEKTaJTHUOT KapLUHOM:
XHCTOIATOMOMIKMOT IPajiyc Ha AudpepeHIujalyja, Ipyru
CTaMyMKM KoM He ce omndaTeHH Kaj IpelMMUHapHaTa
rpyna o 42 maiyeHTH MpUKa)kaHU BO 0BOj CeMMHAPCKU
TPY/, MOCTOEHETO Ha JOKaKaHW MeTacTasu, OpPojoT Ha
METaCTaTCKY TUMMHM ja3u ¥ JPYTH.
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ASSOCIATION OF TOB1 GENE EXPRESSION WITH COLORECTAL CANCER STAGE AND
ANATOMICAL TUMOR LOCATION
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ABSTRACT

The TOBI is a tumor-suppressor gene encoding a protein which functions as a negative regulator of the receptor
tyrosine-kinase ERBB2 with anti-proliferative, proapoptotic and anti-invasive effects on the cancer cells. The
inactivation of TOBI, or a reduced gene expression, was identified in many human neoplasms. Our aim was
to investigate the associations between the stage and tumor location with the TOBI gene expression levels in
colorectal cancer patients.

A group of 42 patients with colorectal cancer was recruited for the study. A normal mucosa sample at a distance
>10 cm of the tumor was collected from each patient. Total RNA was isolated, cDNA was synthetized by reverse
transcription and quantitative Real-Time Polymerase Chain Reaction was used to determine the TOB1 expression.

The mean TOBI gene expression levels were 3.2 folds higher in patients with stage Ila than in the IlIb, as well as
higher stages (p=0.038), and it was 4.9 folds lower in proximal than in the distal colon and rectum (p=0.026).

Our results suggest that TOBI gene expression is associated with lower stages and with a proximal colon cancer
location. Our results further support the anti-proliferative role of this gene in the pathogenesis of colorectal
cancer.

Keywords: colorectal cancer, stage, TOBI gene, expression levels, qRT-PCR
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REZYME

Polipoza nazale éshté njé prej sémundjeve kronike respiratore, gé prek kualitetitn e jetés té pacientit né shumé
ményra. Nése déshton mjekimi medikamentoz, gasje té ndryshme kirurgjikale mund té jené té dobishme pér
hegjen e polipeve. Qéllimi i punimit éshté krahasimi i suksesit té mjekimit medikamentoz dhe atij kirurgjik.
Metoda éshté retrospektive ku jané hulumtuar 585 pacienté té operuar né klinikén e ORL, né periudhén 2000
- 2010, ku prej tyre 102 kané gené té trajtuar sipas protokolit medikamentoz. Rezultatet tregonin se pacientét e
trajtuar me protokol medikamentoz pre dhe postoperativ kishin sukses mé té madh té mjekimit. Konkluzioni:
Ményra mé e miré e mjekimit té polipozés nazale éshté ajo e kombinuar - kirurgjike dhe medikamentoze.

Fjalét kycge: Polipoza nazale, mjekimi medikamentoz, mjekimi kirurgjik, FESS.

HYRJE

Polipoza nazale éshtésémundje kronike inflamatore e
rrugéve té sipérme respiratore me etiologji té panjohur.
Prevalenca ndryshon prej 1 deri né 5%. Né SH.B.A. polipet
nazale jané prezente né 5% té popullatés joalergjike dhe
vetém te 1.5% té njerézve me rinit alergjik. Péraférsisht
30% té pacientéve me polipozé nazale jané pozitive
né testimet né alergjenet ambientale. Polipoza nazale
zakonisht manifestohet pas moshés 20 vjecare, duke
prekur mashkuijt dy heré mé shumé se femrat. Vendi mé
i shpeshté i prejardhjes sé polipeve nazale éshté regjioni
etmoidal i pérparmé. Konditat tjera té asocuara me polipe
nazale pérfshijné rinosinuzitin kronik, intolerancén né
aspiriné dhe fibrozén cistike. Né njé studim té fundit,
prevalence e polipeve nazale né 211 pacienté té rritur me
fibrozé cistike ishte 37% (1). Lidhur me formimin e polipeve
nazale jané sugjeruar disa mekanizma. Kétu hyjné

alergjia, infeksioni, imbalanca autonomike, transporti
abnormal transepitelial i joneve, abnormalitetet e
mukopolisaharideve, abnormalitetet e enzimeve,
obstruksioni mekanik dhe ruptura epiteliale (2).
Polipet nazale pérmbajné njé numér sinjifikant mé té
madh té eozinofileve, neutrofileve dhe plazma qelizave
sesa qé ka mukoza nazale (3). Te shumica e polipeve
nazale, eozinofilet pérbéjné mé shumé se 60% té numrit
té gelizave. Né kushte normale eozinofilet né garkullim
mbesin rreth 3 dite, kurse né njé kulture gelizore té
polipit nazal eozinofilet kané gené prezente sé paku 12
dité. Mekanizmat pérgjegjés pér akumulimin selektiv té
eozinofileve te polipet jané té panjohura.

Simptoma mé e shpeshté éshté obstruksioni nazal (mé sé
shpeshti mbyllje e té dy kaviteteve té hundés) i pércjellur
me rrjedhje ujore té hundéve, teshtitje, frymémarrje
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kronike me gojé, ndryshime né kualitetin e zérit®.
Simptomat tjera jané: hipoksia, hiperkapnia, gérhitja,
crregullimet e gjumit. Polipet poashtu shkaktojné
crregullimet e shqisés sé nuhatjes- né kuptim té hiposmisé
ose anosmisé®, Polipet nazale jané jo té zakonshme te
fémijét, prandaj prezenca e tyre duhet té nxisé dyshimin
pér praniné e fibrozés cistike(1).

Testet bazike (themelore) dhe ato ndihmése
(suplementare) pér diagnostikimin e polipozés nazale
(sipas Brook, 2007)

Testet themelore Testet suplementare

Anamneza dhe Diagnostikimi alergjik

ekzaminimi klinik
Endoskopia e kavitetit MRI pér diagnoza té
nazal caktuara

Skenimi me CT né

rrafshin koronal Citologjia nazale

dhe aksial Biopsia nazale

Sistemet e stejxhingut jané té bazuara endoskopikisht dhe
ne bazé té CT skenimit. Zakonisht pérdoren dy sisteme,
ai i Lund dhe Kennedy, 1995(6), si dhe ai sipas Johansson,
2003.

Objektivat e mjekimit té polipozés nazale, sipas Lildholdt
dhe Mygind(7) jané: Rikthimi i kalueshmérisé sé hundés
dhe frymémarrjes nazale; Zvogélimi i simptomeve;
Pérmirésimi i shqisés sé nuhatjes; Trajtimi i sémundjeve
koekzistuese; Pérmirésimiikualitetit té jetés; Parandalimi
i komplikimeve. Polipet nazale mund té shkaktojné
obstruksionin e sinuséve, duke rezultuar me infeksion.
Trajtimi i infeksionit me antibiotiké mund té parandalojé
rritjen e métejme té polipit dhe ta zvogélojé gjakderdhjen
gjaté intervenimit kirurgjik. Kortikosteroidet kané njé
spektér té gjeré té efekteve anti-inflamatore. Steroidet
topikale jané medikamente té zgjedhjes pér polipozén
nazale. Nése éshté nevoja pér operim, trajtimi afatgjaté
me spreje nazale kortikosteroide e zgjat kohén e
paragitjes sé rekurencés. Pérkundér steroideve nazale,
kortikosteroidet sistemike mund té mbérrijné né té gjitha
pjesét e hundés dhe sinuséve, duke pérfshiré edhe pjesén
olfaktore dhe meatusin e mesém, ashtu qé pérmiréson
shqisén e nuhatjes mé miré se steroidet lokale. Para
ndérhyrjes kirurgjike, steroidet orale ipen zakonisht
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3 deri né 4 dité me géllim qé té zvogélohen polipet.
Mjekimi medikamentoz pérfshin edhe pérdorimin e
antihistaminikéve, imunoterapisé, antibitiotikéve.

Hegja kirurgjike e polipeve nazale indikohet te pacientét
gé nuk kané reagim adekuat ndaj mjekimit medikamentoz,
te ata me infeksione té vazhdueshme ose rekurente. Té
gjithé sinusét e involvuar duhet té hapen, né kuptim té
hegjes sé polipit. Korrigjimi i obstruksionit pérmiréson
drenazhén dhe con né rikthimin e ndryshimeve mukozale
brenda sinuséve paranazalé. Né té gjitha gendrat
e zhvilluara botérore, mjekimi kirurgjik i polipeve
nazale béhet kryesisht me metodén e FESS-Functional
Endoscopic Sinus Surgery(8), edhepse né vendet ku
mungon instrumentariumi dhe paisjet pér FESS, operimi
i polipeve nazale béhet me metodat e vjetra. Te mjekimi
si ai medikamentoz ashtu edhe ai kirurgjik éshté shumé
me réndési pércjellja e pacientit ose follow-up. Qéllimet
kryesore té pércjelljes jané: parandalimi i sinekieve dhe
mbylljes sé ostiumeve; rikthimi i patencés sé kavitetit
nazal dhe kavitetit té sinuséve; parandalimi i infeksionit
perzistent dhe i rritjes sé métejme té polipit; stimulimi i
zhvillimit té mukozés normale pér zévendésimin e indit
patologjik. Trajtimi postoperativ me steroide intranazale
éshté i nevojshém sepse ndihmon né ngadalésimin e
paragitjes sé rekurencave.Gjaté mjekimit kirurgjik ipen
edhe antibiotiké.

QELLIMI I PUNIMIT

m Hulumtimi epidemiologjik i patologjisé sé polipozés
sé hundés dhe sinuseve paranazalé;

m Ményrat e mjekimit té polipozés nazale dhe krahasimi
i rezultateve té mjekimit.

MATERIALI DHE METODAT

Ky éshté njé hulumtim epidemiologjik - Klinik,
retrospektiv, duke shfrytézuar metodologjiné e
krahasimit té rasteve né Klinikén e ORL-sé prané QKUK -
sé ne Prishtiné. Né kéte studim jané pérfshiré pacientét
e hospitalizuar né Klinikén e ORL-se, respektivisht né
repartin e Rinologjisé, ORL-sé pediatrike, Otologjisé.
Materiali i grumbulluar pérfshin periudhén 10 vjegare
(1 janar 2000 - 31 dhjetor 2010). Pas grumbullimit té té
dhénave, ato jané sistematizuar dhe éshté realizuar
analiza kuantitative pérmes programit kompjuterik
Excel, duke shfrytézuar metodat statistikore, si jané:
prezentimi tabelar dhe grafik, mesataren, pérqgindjen, etj.
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REZULTATET Tabela 2. Rastet me polipozé té hundés dhe sinuseve
Tabelal. Prezentimi tabelar i numrit té sipas gjinisé dhe viteve
gjithémbarshém té rasteve me polipozé, sipas Gjinia Gjithsej
viteve Vitet M F
Vitet Nr. rasteve N % N % N %
N % 2000 33 9.22 19 8.37 52 100
2000 52 8.89 2001 38 10.61 27 11.89 65 100
2001 65 11.11 2002 23 6.42 27 11.89 50 100
2002 50 8.55 2003 35 9.78 26 1145 61 100
2003 61 10.43 2004 23 6.42 24 10.57 47 100
2004 47 8.03 2005 45 12.57 19 8.37 64 100
2005 64 10.94 2006 35 9.78 23 10.13 58 100
2006 58 9.91 2007 35 9.78 22 9.69 57 100
2007 57 9.74 2008 27 754 18 793 45 100
2008 45 769 2009 35 9.78 1 4.85 46 100
2009 46 7.86 2010 29 8.10 1 4.85 40 100
2010 40 6.84 Lo | 358 | 612 | 227 | 388 | 58 | 100
Giithsej 585 100 Gjithsej X2-148, p> 0.05

6.84% 8.89%

-M =mF

00 W01l W02 W03 W04 W05 W06 W07 W08 W09 W10

Grafikoni 1. Paragitja grafike e rasteve me polipozé Grafikoni 2. Paragitja grafike e rasteve me polipozé
té hundés dhe sinuséve paranazalé , sipas té hundés dhe sinuséve paranazalé , sipas
viteve gjinisé

Tabela 3. Rastet me polipozé té hundés dhe sinuséve paranazalé, sipas grupmoshés dhe viteve

Grupmosha
Gjithsej
Deri 10vjet | 11-20 21-30 31-40 41-50 51-60 61-70 Mbi 70

Vitet | N % N % N % N % N % N % N % N % N %
2000 [ 0| O |10 | 1163 | 6 | 638 | 10 | 794 8 69 | 6 8 8 | 1333 | 4 [3333] 52 | 100
2000 | 1 | 625 | 7 | 814 |13 | 1383 | 18 | 1429 | 8 69 | 12 | 16 4 | 667 | 2 |1667| 65 | 100
2002 | 2 | 125 |5 | 581 | 7| 745 | 8 | 635 | 12 [ 1034 | 6 8 9 15 1 1833 50 | 100
2003 | 5 [ 3125 | 8 | 930 | 13 | 13.83 | 10 | 794 9 | 776 | 5 | 667 | 11 | 1833 | O 0 61 | 100
2004 | 0| O 558 |9]95 | 11| 873 | 10 | 862 | 6 8 6 10 0 0 47 | 100
2005 | 3 | 1875 8 | 930 | 7 | 745 | 16 | 1270 | 11 | 948 | 9 12 9 15 1 1833] 64 | 100
2006 | 0| 0 [12]|1395| 9 | 957 | 12| 952 | 11 | 948 | 9 12 3 5 2 |1667] 58 | 100
2007 | 0| O 8 | 93 | 9| 95 |13 1032 | 15 [1293| 6 8 4 | 667 | 2 |1667| 57 | 100
2008 | 2 1250 | 6 | 698 | 11 | 1170 | 11 | 873 | 11 | 948 | 3 4 11167 |0 0 45 | 100
2009 | 2 1250 8 | 930 | 5 | 532 | 10| 794 | 11 | 948 | 6 8 4 | 667 | 0 0 46 | 100
2000 | 16259 [1047 | 5 | 532 | 7 | 556 | 10 | 862 | 7 | 933 | 1 | 167 | 0 40 | 100
Gjithsej | 16 | 274 | 86 | 14.70 | 94 | 16.07 | 126 | 21.54 | 116 | 19.83 | 75 |12.82 | 60 | 10.26 | 12 | 2.05 | 585 | 100
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DISKUTIMI

Polipoza nazale éshté njé kondité inflamatore me etiologji
TP € panjohur.). Hatfield (2000) studioi rreth 211 té rritur me
=20 (CF dhe gjeti se incidenca ishte 37 %. Mé 1968 Max Sampter i

= 21 deri 30

=eenso pari pérshkroi triadén klinike té astmés, polipozés nazale

= 41 deri 50

=sieenco dhe alergjisé ndaj aspirinés. Studimet e mépastajmé kané
A treguar se te pacientét me astmén dhe intolerancén

e aspirinés kané treguar njé prevalencé té polipozés
Grafikoni 3. Paraqitja e rasteve me polipozé té hundés nazale prej 36- 95 %. Nga ana tjetér pacienté me kété

dhe sinuséve paranazal , sipas grupmoshave ~ triadé kané treguar se jané shumé mé té rezistueshém
ndaj mjekimit medikamentoz. Polipoza nazale mund ta
crregullojé kualitetin e jetés té njé personi mé shumé
se riniti alergjik perenial. Olfaksioni dhe obstruksioni
nazal jané simptomet mé té réndésishme. Radenne
dhe bp. gjetén se polipet nazale, pérpos qé shkaktojné
obstruksion nazal, hiposmi dhe infeksione rekurente,
N o N o N o shkaktojné crregullim té cilésisé sé jetés mé shumé se
riniti alergjik perennial(9). Diagnostikimi i polipozés

Tabela 4. Rastet e trajtuara sipas protokolit
medikamentoz, sipas viteve

Eshté trajtuar Nuk éshté

Vitet | Sipas protokolit trajtuar Giithsej

2000 1 0.98 51 10.32 52 100

nazale mund té béhet me : rinoskopiné e pérparme dhe té
2001 2 196 65 | 125 | & 100 pasme, Rtg. Nativ, CT, MRI dhe me endoskopi si metoda
2002 1 1098 | 49 1992 | 50 | 100 | maemiré. Simetodé e mjekimit rekomandohet mjekimi
2003 6 588 | 55 | 1113 | 61 100 kirurgjik, mjekimi medikamentoz ose edhe qé té dyja.
2004 5 49 n | 85 47 100 Sipas rasteve tona, brenda periudhés 2000-2010 jané
2005 7 6.86 57 | 1151 | 64 100 ekzaminuar dhe operuar 585 raste me polipozé té hundés

dhe sinuseve paranazalé, sipas viteve me pérgindje mé
té madhe gjaté vitit 2001 me 11.11% dhe mé sé paku me
6.84% gjaté vitit 2010 (Tabh.1). Né tabelén 2 jané prezentuar
2008 20 | 1961 | 25 | 506 | 45 100 rastet me polipozé sipas gjinisé dhe viteve. Pjesémarrje
2009 18 | 1765 | 28 | 567 | 46 100 mé té madhe kané pasur rastet e gjinisé mashkullore
2010 20 1961 | 20 | 405 | a0 100 me 61.2% por pa dallim sinjifikant sipas gjinisé. Poashtu
sipas viteve pjesémarrje mé té madhe kané pasé rastet e
gjinisé mashkullore pér vitin 2005 me 12.57%, 2001 me
10.61%, pastaj pér vitet 2003, 2006, 2007 me 9.78%. Sipas
tabelés 3,mosha mesatare e pacientéve té ekzaminuar
ishte 39.75 vjet. Sipas grupmoshés, pjesémarrje mé té
madhe ka pasur grupmosha 31-40vjet me 21.54% dhe 41-
50 vjet me 19.83% dhe mé sé paku té grupmoshés mbi
70 viet me vetém 2.05%. Poashtu edhe sipas viteve ka
dominuar grup mosha 31-40 vjet me 21.54% gjaté vitit
2001, me 18 raste, gjaté vitit 2005, 16 raste. Vetém gjaté
vitit 2007 pjesémarrje mé té larté ka pasé grupmosha 41-
50 vjet me 15 raste.

2006 10 9.8 48 9.72 58 100
2007 12 11.70 45 | 11.34 57 100

Gjithsej | 102 1744 | 483 | 8256 | 585 100

B Eshte trajtuar spas prototolit

B Nuk eshte trajtuar

Grafikoni 4. Paragitja grafike e rasteve te trajtuara
paraprakisht me kortikosteroide , sipas
protokolit

Sot kortikosteroidet konsiderohen si barnat mé efektive
pér trajtimin e polipozés nazale. Sipas literaurés né 80 %
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té rasteve polipet respondojné me zvogélim té madhésisé,
pérmirésim té simptomeve té asocuara dhe redukim té
rekurencés postoperative. Né rastet tona té studiuara,
paraprakisht me protokol té steroideve jané trajtuar
vetém 102 ose 17.44% té pacientéve té operuar (Tab.4),sipas
viteve, jané trajtuar sipas protokoleve, mé sé shumti né
vitin 2008 dhe 2010, gjé gé na shtyn té pérmirésojmeé
kété né té ardhmen, sepse duhet té pércjellim trendet
botérore né kété aspekt.

Trajtimi kirurgjik me té cilén né boté nénkuptohet FESS-
kirurgjia funksionale endoskopike e sinuséve, éshté njé
trajtim standard qé jep rezultate té mira funksionale
te pacientét rezistenté né terapi konzervative dhe nga
ana tjetér mundéson evitimin e procedurave kirurgjike
radikale. Qéllimi i FESS éshté té higet indi polipoz nga
hunda dhe sinuset me ruajtje té strukturave anatomike
dhe mukozés sé shéndoshé. Qé té ruhen rezultatet
postoperative dhe té parandalohet rirritja e polipeve
éshté e domosdoshme njé kujdes agresiv postoperativ
dhe pércjellje postoperative-follow-up care. Pacientét
paraprakisht duhet té jené té njohtuar lidhur me
komplikimet potenciale orbitale, mundésiné e rrjedhjes
postkirurgjike té léngut cerebrospinal, gjakderdhjes
sé mundshme nga arteriet e aférta me sinusét dhe
mundésiné e riparagitjes sé polipeve edhe pas ndérhyrjes
kirurgjike.

KONKLUZIONET

1. Polipoza e hundés dhe sinuseve paranazale paraget njé
proces qé kryesisht ka shkaktaré té shuméfishté;

2. Simptoma kryesore éshté opstrukcioni nazal progresiv;

3. Pér diagnostikim mé té sakté
endoskopia nazale dhe skenimi me CT;

rekomandohet

4. Né materialin e studiuar klasifikimi éshté béré né bazé
té CT skenimit dhe endoskopisé;

5. Kortikosteroidet sistemike dhe lokale i zvogélojné
simptomat e rinitit, e béjné trajtimin kirurgjik mé
té lehté, i parandalojné rekurencat e polipeve pas
operimit;

6. Mjekimi tjetér konzervativ pérfshin pérdorimin e
antibiotikéve, imunoterapisé, antihistaminikéve;

7. Mjekimi kirurgjik indikohet te pacientét te té cilét

Profesional paper I

mjekimi konzervativ nuk ka gené i efektshém dhe te
rastet me komplikime;

8. Me ekscidim kirurgjik té polipeve rivendosen
funksionet e hundés dhe mundésohet drenimi i
sinuseve té inflamuara;

9. Pérdorimi i FESS - it rekomandohet pér té gjitha
ndérhyrjet kirurgjike pér trajtimin e polipozés nazale
dhe sinuseve paranazalé,
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CORRELATION BETWEEN MEDICAMENTOUS AND SURGICAL TREATMENT IN NASAL
POLYPOSIS

Ukaj F.', Behramaj A.2, Ramku E.3

'Rhinology Ward, ENT Clinic, UCCK, Prishtiné Kosové

2 Laryngology Ward, ENT Clinic, UCCK, Prishtiné,Kosové

3 ENT-paediathric Ward, ENT Clinic, UCCK, Prishtiné,Kosové

ABSTRACT

Nasal polyposis as one of severe chronic airway diseases, affects the patients quality of life.If medicamentous
treatment fails,there are various surgical techniques which can be used in polyp surgery. Aim of this study was to
compare success of the medicamentous and surgical treatment of nasal polyposis.Methods used were comparative
ones as this was retrocpective study in which were included 585 patients operated in ENT Clinic,between January
2000 and December 2010.Also were studied number of patients treated with medicamentous protocol pre and
postoperatively.Results showed that patients treated with surgery and with protocol in combination had better
overall success.

Key words: Nasal polyposis, medicamentous treatment,surgical treatment. FESS.
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REZYME:
Objektivi: Qéllimi i punimit éshté vlerésimi i shkallés sé pérséritjes sé polipozave nazale te pacientét e operuar.

Metodat: Punimi éshté studim retrospektiv i realizuar te 585 pacienté té operuar prej polipozés nazale dhe
té hospitalizuar né perudhén né mes viteve 2000- 2010 né Klinikén e ORL - sé né Prishtiné. Koha mesatare e
pércjelljes postoperative ishte 30 muaj (koha sillej prej 1 muaj deri 50 muaj).

Rezultatet: Gjaté perudhés té studimit, rekurencat u zhvilluan te 94 pacienté, me shkallé té pérqgindjes prej 16%.

Konkludimi: Rrezik mé té larté pér paragitjen e rekurencave té polipozés nazale pas ndérhyrjes kirurgjike kané
pacientét té cilét sémundja éshté mé ekstenzive e verifikuar me CT skenim dhe te pacientét gé té njejtén kohé

vuajné nga astma dhe alergjia e verifikuar.

Fjalét kycge: Polipoza nazale, rekurenca e polipozés nazale, faktorét e rrezikut pér rekurenceé.

HYRJE

Polipet nazale kané gené té njohur si ¢éshtje mjekésore
qvsh prej kohés sé Egjiptit té lashté(l). Prevalenca e
késaj gjendje llogaritet té jeté né mes té 1% dhe 4%(2),
por disa studime raportojné shkallé deri né 32%%. Né
paragitjen e polipeve nuk mund té implikohet asnjé
giendje e vetme predispozuese, edhe pse ato mund té
shogérohen me disa sémundje tjera, mé té njohurat si
fibroza cistike, astma dhe intoleranca né aspiriné cistike
té cilat kérkojné trajtim dhe pércjellje mé agresive dhe
ekstenzive pér shkak té shkallés sé larté té rekurencés (4).
Roli i infeksionit po ashtu mendohet té jeté njé shkak i
réndésishém né paraqitjen e polipeve(5). Sidoqofté, kur
éshté véshtiré té menaxhohen, konditat shpesh kérkojné
mjekim edhe medikamentoz edhe kirurgjikal.

Kirurgjia funksionale endoskopike e sinuseve (FESS)
tash éshté né pérdorim té gjéré pér trajtimin e polipeve
nazale, sidogofté, njé incidencé e larté e rekurencave
postkirurgjike éshté e dokumentuar(6,7). Pérdorimi
i kortikosteroideve topikale konsiderohet nga disa

specialisté si trajtimi mé i miré né parandalimin e
rekurencave(8). Sidoqofté, parandalimi dhe parashikimi
i pérséritjeve té tyre éshté temé e shumé debateve
ndérmjet klinicistéve dhe hulumtuesve shkencoré.

QELLIMI

Qéllimi i punimit éshté hulumtimi epidemiologjik -
klinik i rekurencave té polipozés sé hundés dhe sinuseve
paranazale pas trajtimit kirurgjik.

MATERIALI DHE METODAT

Ky éshté njé hulumtim epidemiologjik - Klinik,
retrospektiv, duke shfrytézuar metodologjiné e
krahasimit té rasteve né Klinikén e ORL-se prané QKUK
-sé né Prishtiné.

Né kéte studim jané pérfshiré pacientét e hospitalizuar
né Klinikén e ORL-sé, respektivisht né repartin e
Rinologjisé, ORL-sé pediatrike, Otologjisé. Té dhénat
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jané grumbulluar nga protokoli operativ,protokolet e Tabela 2. Rastet e operimeve té rekurencave té

reparteve, historive té pacientéve

polipozés sé hundés, sipas viteve dhe gjinisé

Materiali i grumbulluar pérfshin periudhén 10 vjecare ( 1 o o
. . Gjinia Gjithsej
janar 2000 - 31 dhjetor 2010 ).
Pas grumbullimit té té dhénave, ato jané sistematizuar Vitet M F N %
dhe éshté realizuar analiza kuantitative pérmes \ " q " \ ”
programit kompjuterik Excel, duke shfrytézuar metodat ’ ’ ’
statistikore, si jané: prezentimi tabelar dhe grafik, 2000 1 9 1 313 9 100
mesataren, pérgindjen, etj.
2001 6 10 3 9.38 9 100
REZULTATET 20020 | 4 | 6 | 4 | 1250 | 8 100
Tabela 1. Ras.tet enop?rlmev? té .rekur('encave té 2003 7 1 3 938 10 100
polipozés sé hundés, sipas viteve
- 2004 4 6 4 12.50 8 100
) Gjithsej
Vitet
N % 2005 5 8 1 3.13 6 100
2000 2 2.13
2006 9 15 4 12.50 13 100
2001 9 9.57
2002 8 8.51 2007 5 8 3 9.38 8 100
2003 10 1064 2008 6 | 10 | 5 | 1563 | 11 100
2004 8 8.51
2009 6 10 3 9.38 9 100
2005 6 6.38
2006 13 13.83 2010 9 15 1 3.13 10 100
2007 8 851 62 6596 32 | 3404 | 94 | 100
2008 1 1170 —_
1thse = =
2009 9 957 ) ] X2=0,20, p>0.05, SHI=4
2010 10 10.64 X2=1,32, p>0.05, SHI=1
Giithsej 94 100

100
mor
02
m'03
04
05
u°06
m'07

‘08
m'09

Grafikoni 1. Paragitja grafike e rasteve me polipozé
té hundés dhe sinuséve paranazalé, sipas
viteve
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Tabela 3. Rastet sipas radhés sé rekurencave té polipozés sé hundés dhe sipas viteve
_ Rekurenca e [-ré Rekurenca e II - té Rekurenca e III - té Rekurenca e IV - té Gjithsej
e N % N % N % N % N %
2000 1 2.04 0 0 1 714 0 0 2 213
2001 4 8.16 3 10 2 14.29 0 0 9 9.57
2002 6 12.24 0 0 1 714 1 100 8 8.51
2003 6 12.24 3 10 1 714 0 0 10 10.64
2004 5 10.20 2 6.67 1 714 0 0 8 8.51
2005 1 2.04 3 10 2 14.29 0 0 6 6.38
2006 6 12.24 4 13.33 3 2143 0 0 13 13.83
2007 5 10.20 2 6.67 1 714 0 0 8 8.51
2008 6 12.24 5 16.67 0 0 0 0 1 11.70
2009 4 8.16 4 13.33 1 714 0 0 9 9.57
2010 5 10.20 4 13.33 1 714 0 0 10 10.64
49 52.13 30 31.91 14 14.89 1 1.06 94 100
Gjithsej
X2=5,82, p> 0.05, SHI=8
X2=12,67, p< 0.01, SHI=2

1.06%

W Rekurencal
® Rekurenca ll
m Rekurenca lll

M Rekurenca IV

Grafikoni 3. Paraqitja grafike e rekurencave te polipazés
se hundés , sipas radhés

DISKUTIMI

Ka shumé té dhéna té ndryshme lidhur me prevalencén e
polipozes nazale rekurente te pacientét gé jané operuar
nga polipoza unilaterale ose bilaterale. Eshté vlerésuar se
shkalla e rekurencés sé polipozés sillej prej 15% deri 25%.
Sipas Wynn dhe bp, faktori qé ndikonte né rritjen e shkallés
sé rekurencés sé polipozés ishte prania e sémundjeve
inflamatore té pacientit,p.sh., 80% e pacientéve me

astmén @é iu kishin nénshtruar FESS, kishin shkallé
rekurence né krahasim me 40% té pacientéve pa astmeén.
Poashtu 73% e pacientéve me histori té alergjisé dhe gé
ishin operuar me FESS, kishin rekurencé té polipozés(9).
Nése éshté nevoja pér operim, trajtimi afatgjaté me
spreje nazale kortikosteroide e zgjat kohén e paraqitjes sé
rekurencés. Sipas njé punimi té autoréve britanikeé (2007),
rekurenca éshté e zakonshme te 60 % té pacientéve te
té cilét éshté e nevojshme procedura tjetér brenda 5
viteve, kurse 5-10 % té pacientéve kané pérkegésim té
sémundjes. Polipet solitare té médha kané mé pak gjasa
té rikthehen por pacientét me polipe dhe astmén kané
mé shumé gjasa pér probleme té métutjeshme. Né njé
punim tjetér jané pércjellur 41 pacienté gjaté periudhés
20 vjecare, 85 % té tyre ende kané vuajtur prej sémundjes.
Teté pacienté, prej tyre 7 me intolerancé ndaj aspirinés, i
jané nénshtruar 11 ose mé shumé ndérhyrjeve kirurgjike
gjaté késaj periudhe. Né njé punim tjetér té botuar né
Medscape, gjaté periudhés 3 vjecare té studimit, 53
pacienté jané operuar 1 heré, 26 % jané operuar 2 heré, 12
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% 3 heré dhe 9 % mé shumeé se 3 heré. 20 % té pacientéve
kishin rekurencé 1 muaj pas trajtimit kirurgjik. Koha
e rekurencés sillej prej 1 muaj deri né 27 vite, me kohé
mesatare prej 2.5 vitesh. Né materialin toné kemi hasur
né 94 raste té rekurencés sé polipozés nazale ose 16 %
prej numrit té gjithmbarshém té rasteve, prej tyre 88
raste kané gené te té rriturit, kurse 6 raste kané gené
te fémijét nén moshén 16 vjecare. Né tabelén 1 shihet
shpérndarja e operacioneve té rekurencave té polipozés
sé hundés sipas viteve. Mé sé shumti operacione jané
kryer gjaté vitit 2006 me 13.83% dhe né vitin 2008 me
11.70% ndérsa mé sé paku né vitin 2000 me 2.13%. Né
tabelén 2 shihet se sipas gjinisé né térési operacionet
e rekurencave té polipozés sé hundés kané gené mé té
shpeshta tek pacientét e gjinisé mashkullore me 65.96
% por pa dallim sinjifikant.Pér vitet 2006 dhe 2010
operacionet mé té shpeshta kané gené tek pacientét e
gjinisé mashkullore me pjesémarrje té barabarté prej
15% , pérderisa pér vitet 2002 dhe 2004 pjesémarrja ka
gené e barabarté sipas gjinisé dhe pa dallim sinjifikant
sipas gjinisé. Pér heré té paré té operuar kané gené 491
raste , pér heré té dyté ose rekurenca e paré jané operuar
49 pacienté, pér heré té treté ose rekurenca e dyte jané
operuar 30 pacienté, kurse mé shumé se 3 rekurenca kané
gené 15 raste. Koha e paraqitjes sé rekurenceés ka variruar
prej 2.5 muaj deri né 18 vite. Rekurencat e polipozés sé
hundés jané paragitur né tah.3 sipas rradhés sé tyre dhe
viteve. Numri mé i madh i takon rekurencés té paré me
52.13% dhe dallim sinjifikant krahasuar me rekurencén e
dyté, treté, dhe té katért, ndérsa sipas viteve dhe llojit té
rekurencés dallimi nuk éshté sinjifikant.

Autori Cheng (2007) rekomandon kété pércjellje ose
follow-up:

Dita 1-2: hegje té tamponadés dhe debridement té
sinuséve, késhilla pér kujdes té pacientit né shtépi,
pérdorim té yndyrnave lokale; Dita 4-5: inspektim dhe
debridement pér sigurim té kurimit té duhur; Dita 10:
inspektim, debridement, fillim té mjekimit me inhaler
steroid; Pas 2-3 javésh: inspektim, debridement pér
sigurim té kurimit komplet té mukozés nazale dhe té
sinuséve; Pas 5-6 javésh: inspektim, follow-up rutinor,
kujdes mjekésor. Pas 3 muajsh: e njéjté. Pas protokolit té
sipérm, follow-up né intervale 4-6 muajsh duhet té jeté i
mjaftueshém. Kéto udhézime mund té individualizohen
varésisht nga progresi klinik i pacientit. Né Klinikén
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toné e kemi pothuajse té njéjtén metodé té pércjelljes
postoperative té pacientéve.

KONKLUZIONET

Pérdorimi i FESS - it rekomandohet pér té gjitha
ndérhyrjet kirurgjike pér trajtimin e polipozés nazale dhe
sinuseve paranazalé;

Pacientét me polipozé té hundés duhet té jené té njohtuar
pér shkallén e larté té pérséritjes sé sémundjes;

Ndérhyrja kirurgjike duhet té shogérohet me kontrolla né
intervale kohore té caktuara né cdo 3 muaj, 6 muaj dhe 9
muaj;

Rekomandohet dhénia e kortikosteroideve dy javé pas
ndérhyrjes kirurgjike, me g@éllim té parandalimit té
paragitjes sé rekurencave;
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Ukaj F.!, Behramaj A.2, Ramku E.3

"Rhinology Ward, ENT Clinic, UCCK, Prishtiné, Kosové
2 Laryngology Ward, ENT Clinic, UCCK, Prishtiné, Kosové
3 ENT-paediathric Ward, ENT Clinic, UCCK, Prishtiné,Kosové

ABSTRACT
Objective: To assess the rate of recurrence of nasal polyps in operated patients.

Methods: A retrospective study was conducted on 585 patients operated for nasal polyps in a hospital set-up
between 2000 and 2010. The median follow-up period was 24 months (range 12 months to 50 months).

Results: During the study period, recurrences developed in 94 patients, with a rate of 16%.

Conclusion: Patients presenting with extensive disease suggested by C.T scan staging and patients associated with
asthma and verified allergy are at higher risk for the development of recurrences after surgery for nasal polyps.

Key words: Nasal polyposis, recurrence of nasal polyposis, risk factors of recurrence
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ABSTRACT

Objective is assessing the prevalence and predictors factors of feedings difficulties in children who underwent
cardiac open heart surgery in neonatal period and infancy. We address selected nutritional and caloric requirements
for children after cardiac surgery and explore nutritional interdependence with other system functions.

Methods This was a retrospective study in a tertiary referral hospital, and prior approval from the institutional
ethics committee was obtained. Information for 78 children (42 male and 36 female) was taken from patients
charts. The presence of feeding difficulties or disorders was assessed by a questionnaire when the child was 3 years
old. As a feeding disorder was defined as an inadequate food intake for age, failure of thrive or for few cases need
for tube feeding. Data were analysed with descriptive statistics and logistic regression.

Results From cohort of analysed children feeding problems occurred in 23%. At the time of study, refusal to eat
or poor appetite was reported as a significant problem in 19 children and subnormal height and/or weight were
recorded in 11 children. Early neonatal intervention and reoperation were identified as a risk factors for latter
feeding difficulties or inadequate intake. Children with feeding problems also tended to eat less than children
without feeding problems. There was a trend towards more feeding problems in patients with chromosomal
abnormalities or other associated anomalies.

Conclusion Feeding disorder is often and frequent long-term sequel in children after neonatal or early infancy
heart surgery. Patients with chromosomal and associated anomalies who underwent multiple cardiac surgeries
are at risk of developing feeding difficulties.

Key words: congenital heart defect, neonatal cardiac surgery, feeding problems, chromosomal abnormalities

What is known? What is new?

1. Children with congenital heart disease have problems 1. Patients with complex congenital heart disease and

with feeding caused by heart insufficiency chromosomal anomalies who underwent multiple car-
2. Patients with chromosomal and associated heart dis- diac surgeries are at risk of developing feeding difficul-
ease are at risk with feeding problems. ties.
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2. Asalack of paediatric cardiac surgeries in Kosovo, chil-
dren with congenital heart disease have been surgically
treated in many European and North American centres.

INTRODUCTION

A feeding disorder in infancy and during childhood is a
complex condition involving different symptoms such as
food refusal and faddiness, both leading to a decreased
food intake. It often results from abnormal feeding
development. Also, adequate nutrition is crucial and
challenge in children after surgery for congenital heart
disease. There is a worldwide reason for attention to
lesion or specific feeding problems, supplementation of
trace elements and minerals, and an organized approach
to pace, timing, and type of feeding are beneficial. These
patients need to be selected for preventive strategies and
nutritional intervention should be offered in order to
increase the caloric intake of the child and to develop a
sound feeding relationship in the family.

Babies with congenital heart disease often need more
calories per day than babies with normal hearts,
particularly if they are struggling with symptoms of
congestive heart failure. Feeding can be challenging for a
number of reasons, so parents and other caregivers often
work closely with the baby’s healthcare team to make
sure the baby is getting enough calories to gain weight
and grow.[1,2]

Adequate enteral nutrition may be difficult to achieve
early in neonates after cardiac surgery, but it is essential
for growth, wound healing, and immune function.
Feeding difficulties in infancy and childhood is a complex
condition involving different symptoms, such as food
refusal or inadequate intake leading to a decreased food
intake and malnutrition. Child’s feeding development is
determined by its constitution, the environment and the
child’s learning process.[3,4] Pathology in one or more of
these components can lead to a feeding disorder. Factors
of constitutional origin can be organic diseases, such
as disease of organs directly related to food intake or
transport, or diseases of other organ systems that disturh
the child’s feeding and digestion process by impacting on
its general health.[5] The child’s environment is defined
by the parent’s behaviour and the family’s cultural and
social background. Some children start with a purely
organic problem, that is, constitutional or mixture of
organic and non-organic components. Any imbalance
between parental expectations and the child’s feeding
progress could cause an interaction problem, generating
feeding disorders, such as food refusal, avoidance of
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aversion, on the part of the child. In most patients with
feeding disorders, there are a combination of different
factors that give rise to the disorder.[5,6,7]

Recent advances in cardiac surgery techniques and
progress in the pre- and postoperative care of new-borns
and low weighing children have substantially improved
the survival of infants with CHD.[4,8] This trend is creating
a growing “population at risk” for neurodevelopmental
and behavioural problems as well as for the developing of
feeding disorders. However feeding disorders tend to be
increasingly common, since advances in technology are
allowing more very ill children to survive.

Early identification of deficient oropharyngeal motor
skills and vocal cord dysfunction is crucial to establish
enteral nutrition safely and has been demonstrated to
improve clinical outcomes. The use of prealbumin as a
marker of nutritional state should be accompanied by
C-reactive protein given the influence of inflammation
on its levels. Insulin infusions may improve outcomes
in patients with postoperative hyperglycaemia. Trace
element abnormalities and earlyidentification of immune-
compromised states can aid in reducing morbidity in
children after cardiac surgery. Use of feeding protocols
and a home surveillance system for hypoplastic left heart
syndrome improves outcomes of those children.[4,5,9]

The aim of this retrospective study was to describe the
prevalence of feeding disorders in infancy and children
after open heart surgery. The study included 78 children
undergoing open heart surgery for congenital heart
defects in neonatal period and infancy between 2005 and
2010. Study group included patients which had survived
more than three vyears after surgery; all patients who
did not survive the first 3 years of life after surgery were
eliminated from the study.

Study was designed collecting data from medical
records of cardiological diagnosis, reports from surgery
intervention and outpatient correspondence as well
as fellow and assessment 3 years after surgery from
paediatrics cardiologist at tertiary level. In the lack of
cardiosurgical services in Kosovo all children were sent
abroad for surgery. Cardiological diagnosis from the
local cardiologist were compared with diagnosis at the
centre where the surgery was done and there we found
full compliance. Differently from the other centres
which used 2 vears for reassess the feeding behaviour,
we have chosen the period of 3 years as a reason that
few children have been sent abroad under treatment
with Prostaglandins where possibility for developing
neurological consequences are much higher. Otherwise,
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the period of 2 vears is taken from more centres in the
world as the ideal period to reassess feeding behaviour
and only severe and relevant feeding disorders persist
until that age and because the prevalence of the feeding
disorders in the normal population has been well defined
at the age of 2 years.[7,10,11]

Analysed data included pre-operative data: birth weight,
type of congenital heart disease, associated anomalies
and syndromes, need for giving Prostaglandins and long
term of treating, based on the type of CH. The Cardiac
surgery data included: the centre where the surgery was
done, the type of surgery, the duration of extra-corporal
circulation or the duration of the operation in off bypass
operations. Post-operative data included: duration of the
mechanical ventilation, total hospital stay, in-hospital
feeding parameters which included the duration of tube
feeding, the onset of oral food intake, and whether the
child was referred to the speech pathologist on account
of severe difficulties in swallowing or sucking. In the
post-operative data we also have attached neurological
findings documented during the routine neurological
examination after the operation were labelled as
neurologic abnormalities.

To simplify data of cardiac disease included in study all
these were divided into two groups based on cardiological
findings before the surgery and on the intra-cardiac
morphology during the surgery: Group 1: “simple cardiac
disease” in which an complete anatomical repair is
possible by one intervention. Group 2: “complex congenital
disease” in which are necessary two or three cardiac
intervention to achieve on anatomical or physiological
repair. Most patients of the Group 2 underwent two
interventions and whereas few of them are preparing for
third-stage of palliation.

Based on the age of children when they underwent
surgery all patients are divided into three groups:

Group 1: Children underwent complete cardiac surgery
on the neonatal period;

Group 2: Children where the first surgery was in neonatal
period and the second was in infancy;

Group 3: Patients where cardiac surgery was done at the
infancy period.

The questionnaire was designed to obtain information
for quality and quantity of the nutrition, on feeding
behaviour and food intake, whether it was appropriate
for the age of 3 years old. The questionnaire include also
body weight gain, needs for artificial feeding, present
of gastro-oesophageal reflux and frequent respiratory
infection (aspirate pneumonia).
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Feeding disorder was defined as the presence of one or
more of the following criteria at the age of 3 years, based
on the information given from care provider.

Group 1: Child is partially or completely dependent on
tube feeding;

Group 2: Feeding is not adequate for age and mostly is
based on the drink or takes pureed food;

Group 3: Child manifests delays in obtaining foods, there
is a failure of thrive, the body weight is under third
percentile, child manifests anaemia etc.

In the absence of cardiac surgery services in Kosovo all
children were sent abroad. Based on the country where
surgery was done all children can be divided in four
groups:

Group 1: Italy (mostly Genoa, few of them in Bergamo,
Padua, Bologna and Verona) - 54/78 (69 %);

Group 2: Albania - 12/78 (15.4 %)
Group 3: Turkey - 6/78 (7.7 %)
Group 4: Other countries 6/78 (7.7 %)

STATISTICAL ANALYSIS

Data were analysed using the SPSS 15.0 for Windows
statistical software. We analysed continuous variables
which are expressed as the median (range) and
dichotomous variables as numbers and percentage.
Multivariate logistic regression analysis was performed
to determine the independent influence of risk factors
on abnormal feeding problems. Univariate analyses were
performed using the chi square test or Mann - Whitney
U-test. Also Spearman’s correlation coefficient were
calculated to determine the correlation between different
risk factors.

RESULTS

The study group consisted of 78 patients. Median birth
weight was 3.35 kilograms, with a range from 2.8 to 4.6,
median gestational period was 39 weeks (range from 32 to
41 weeks). The patients underwent surgery for CHD at a
median age of 16 days, ranging from 8 to 27 days (Group 1),
18 days, ranging from 12 to 31 days (Group 2) and 5 month
and 16 days, ranging from three month and 22 days to
7 months and 12 days (Group 3). Clinical signs of heart
failure were presented in 43/78 (55 %) patients. Open
heart surgery with the use of cardiopulmonary bypass
was performed in 62 patients (79 %). The most frequent
surgery was resection of the aortic coarctation 21/78 (27
%), large ventricular septa defect 17/78 (22 %) and arterial
switch operation for transposition of the great arteries
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13/78 (16.6 %). Malformations syndromes were present in
11/78 (14 %) children. (Table 1 and 2)

Initially, feeding through the nasogastric tube was in
43/78 (55 %) children (all neonates and 6 infancies). After
3 years feeding through the nasogastric tube continued
only in 3 patients. The remaining patients obtained a
nasogastric tube on introduction of the anaesthesia
as a routine procedure to start early feeding within
the first few post-operative days. None of them needed
gastroscopic tube.

Table 1. Type of congenital heart defect, number of

patients and percentage

N %
Aortic coarctation 21 27
Ventricular septal defect 17 22
Transposition of the great arteries 13 16.6
Tetralogy of Fallot 8 10
Complete atrioventricular canal 6 77
Pulmonary atresia with ventricular septal 5 6
defect
Total anomalous pulmonary venous return 4 5
Double outlet right ventricle 3 3.8
Double inlet left ventricle 1 13

Table 2. Patients with malformations syndromes and
with normal feeding, feeding disorders (FD)
and neurological abnormalities (NA).

Normal | FD NA
Trisomy 21 2 2 4
Microdeletion 22q11 2 1 0
Turner syndrome 2 0 0
Unclassified dysmorphy syndrome 0 1 1

Feeding status after 3 years

From the study group of 78 children, 9 patients (11.5 %)
were diagnosed with feeding disorders. There was noted
a strong relationship between the type of the surgery,
duration of mechanical ventilation, age at the surgery,
duration of perioperative tube feeding and centre
where surgery was done (all R > 0.8, p > 0.01). Patients
which undergo complex surgery (univentricular heart
palliation, double outlet right ventricle), with small age
at the time of surgery, and longer ventilation were more
frequent in the group with abnormal feeding compared
with those with normal feeding behaviour. Also patients
with malformations syndromes manifested higher rate
of neurological and feeding difficulties. The multivariate
logistic regression analysis included the variables that
were significant in the univariate analysis since there
was a very high correlation between the three variables:

Review I

type of CHD, age at operation and reoperation of the
univentricular heart.

DISCUSSION

Retrospective analysis of the data of children underwent
open heart surgery shows that feeding disorders are a
relevant problem on this population. This study has not
included all aspects of energy balance as we have not
attempt to assess time spent and energy expended in
activity, thermogenesis, or other non-resting metabolism.
Using a similar definition of feeding problems and
age of children at the time of study, the prevalence of
severe feeding problems is much higher in population
of children who underwent open heart surgery (23%)
in compare with healthy children (1.42%).04,6,12] This
prevalence is almost as frequent and in correlation with
age at the time of cardiac surgery and type-complexity
of CHD. Cardiac diseases are a significant constitutional
factor which contributes to the development diseases in
other organs and systems including a secondary feeding
difficulties. Simultaneously, our study shows that at the
age of 3 years feeding difficulties were not depended
from birth and gestational age, haemodynamics status
pre and postoperatively but the greatest impact on the
development of feeding disorders have general medical
condition such are: age of children who go through the
surgery, duration of the medical ventilation and type of
surgery, reoperation. Since these three variables were
strongly interrelated, only early feeding disorders and
multiple surgeries remained significantly associated with
feeding problems at age of three years in the multivariate
regression analysis.

Besides other relevant influences on the development
of feeding disorders in our study significant implication
has a fact that children are treated in several different
Europeans Centres, mostly in Italian’s, and in some
of cases cardiovascular system were affected as a
consequence of that some are children have been longer
treated by Prostaglandins (one 38 and the other one 36
days). From this we can conclude that severe and long
hypoxemia, caused by the primary disease and long-
term Prostaglandin therapy, are crucial for developing
neurological and feeding abnormalities.

There was a high variability of the cardiac diagnoses in
our study group. We found that univentricular repair was
associated with a higher risk of feeding and neurological
disorders in compare with simplex and at once corrected
anomalies. This can be explained by the various degree of
intracardiac mixing and volume overload, various degree
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and duration of hypoxemia which is present in children
with univentricular heart. These children often require
palliative surgery within the first few days of life, followed
by at least two other open-heart surgeries.

In our study the group the type of malformation
syndromes was heterogeneous. It is known that not all
syndromes are associated with feeding disorders; in
our study in patients with trisomy 21 and those with
microdeletion 22q11, the prevalence of feeding disorders
is high, whereas in Turner’s syndrome the prevalence is
not present. The presence of feeding disorders in children
with chromosomal and malformations syndromes is
reported to be higher than in children without such
syndromes due to the associated developmental delay,
oral malformation and neurological comorbidity. In
most children with malformation syndromes, several of
the above-listed risk factors co-occur, which increases
the probability of the manifestation and persistence of a
feeding disorder.[13,14]

There is considerable inter-individual variability in
the manifestation of feeding disorders within one
and the same syndrome category. In our study group
children with chromosomal abnormalities had a higher
prevalence of abnormal feeding development at the age
of 3 years. Also, the effect of malformation syndrome
on latter feeding difficulties can be mediated by other
risk factors such as more complex cardiac disease and
neurological comorbidity. The association between
neurological disorders and feeding problems is a well-
known phenomenon.[8,15] Neurological abnormalities
such as muscular hypotonia are frequent in children with
congenital heart disease and are often diagnosed before
cardiac surgery.[13,15] Among those neurobehavioral
abnormalities there was also an absent suck or poor
feeding efficiency. In our study we found that neurological
abnormalities at the time of surgery were associated
with abnormal feeding behaviour at 3 years of age. This
association persist after correction for other factors:
children with neurological abnormalities were six time
more likely to manifest later feeding disorders than
those without neurological problems. Thus, confirmed
neurological abnormalities before the surgery can
contribute to the development of feeding disorders as an
independent risk factor.

CONCLUSION

Babies with congenital heart disease often need more
calories per day than babies with normal hearts,
particularly if they are struggling with symptoms of
congestive heart failure. Feeding can be challenging for a
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number of reasons, so parents and other caregivers often
work closely with the baby’s healthcare team to make
sure the baby is getting enough calories to gain weight
and grow. Simultaneously, children who require cardiac
surgery in neonatal period and early infancy are at
increasing risk of developing a feeding disorder at 3 years
of age. This is a result of a complex multi-factorial process.
Independent risk-factors include severity of CHD, age of
child who goes through the surgery, type of operation
and re-operation, duration of mechanical ventilation,
previously diagnosed neurological abnormalities and
presence of malformations syndromes. These factors
provide key evidence as to which children need to be
referred to multidisciplinary team who will care for
elimination or minimization of feeding problems on
these sensitive categories. Whenever feeding problems
are reported, nutritional intervention should be offered
in order to increase the caloric intake of the child and to
develop a sound feeding relationship in the family.
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ABSTRAKT

Qellimi i punimit éshté vlerésimi i prevalencés dhe faktoréve parashikues pér véshtirésité né ushgimin e fémijéve
té cilét iu nénshtruan operacionit té hapur né zemér né moshén neonatale dhe foshnjéri. Né kété drejtim jané
vlerésuar nevojat ushqyese tek fémijét pas operacionit kardiak, ndikimin dhe efektet ndérvarése ushqyese me
funksionet tjera té oragnizmit tek fémija kardiopat.

Metodologjia Studimi éshté retrospektiv dhe éshté kryer né Qendér té nivelit terciar, me miratimin paraprak
nga Komiteti Etik. Né studim jané pérfshiré 78 fémijé (42 meshkuj dhe 36 femra); té dhénat jané marr nga
dokumentacioni me té cilin posedojmé pér kéta fémijé. Prania e shenjave klinike e véshtirésive dhe ¢rregullimeve
né ushgyerje éshté vlerésuar me njé pyetésor deri né moshén 3 vjecare. Si ¢rregullim i té ushqyerit éshté marre
pamjaftueshméria e té ushqyerit pér moshé, déshtimi né gélltitje ose, pér disa raste, nevoja e té ushqyerit me tub.
Té dhénat jané analizuar dhe pérpunuar né ményré statistikore dhe me anen e regresionit logjistik.

Rezultatet Nga grupi i fémijéve né studim probleme né té ushqgyerit jané regjistruar né 23% té fémijéve. Refuzimi
pér té ngréné ose oreks i dobésuar éshté regjistruar si problem i réndésishém né 19 fémijé kurse gajtésia trupore
dhe/ose pesha nén vlera pér moshé éshté regjistruar tek 11 fémijé. Ndérhyrja e hershme kardiokirurgjike né
moshén neonatale ose rioperimi éshté identifikuar si faktor i rrezikut pér véshtirésité e té ushqyerit ose marrjes sé
pamjaftueshme té ushgimit. Eshté regjistruar njé trend i rritur pér pengesa ne ushqim tek fémijét me crregullime
kromozomale apo me anomali shogéruese.

Pérfundim Cregullimet né ushgim jané té shpeshta dhe me sekuela té rénda tek fémijét pas intervenimeve
kardiokirurgjike né moshén e hershme neonatale ose né moshén e foshnjérisé. Né rrezik jane posagérisht fémijét
me ndryshime kromozomale ose ata mé anomali tjera shogéruese.

Fjalét kyce: anomalité e lindura té zemrés, kardiokirurgjia neonatale, problemet e té ushgyerit, anomalité
kromozomale
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ABSTRACT

Birth asphyxia results in a significant percentage of neonatal morbidity and mortality. A key factor in the
management of this complication is the early and accurate detection of brain damage following asphyxia. The
identification of early noninvasive biochemical markers of disease is a crucial issue of the current scientific
research, particularly during the first period of life, since it could provide useful and precocious diagnostic
information when clinical and radiological signs are still silent. The ideal biomarker should be practical and
sensitive in the precocious identification of at risk patients. Brain damage and sepsis are common causes of severe
morbidity with poor outcome and mortality during the perinatal period. The measurement of brain constituents,
such as S100B protein, may be an alternative and a direct indicator of cell damage in the central nervous system
when clinical and laboratory results remain unclear to the end. The purpose of this research is to determine the
kinetics of S100B protein in the biological fluids at an early stage of a circulatory disorder. This will make possible
the monitoring of certain events even at the earliest stage of a brain damage, such as neurodegenerative diseases,
cerebral tumors, cerebral traumas and cerebral diseases. Measuring blood levels of this protein as a marker for
brain trauma is the easiest and most widely used in laboratories worldwide.

Keywords: S1I00B protein, brain-specific biological marker, hypoxic-ischemic encephalopathy, cerebral hemorrhage,
asphyxia

INTRODUCTION

Biomarkers are molecules released by or specific to a
particular organ, can give a glimpse into the physiologic
or pathologic status of that specific organ Biomarkers
can be obtained from the blood, urine, cerebrospinal
fluid (CSF), or any other bodily fluid. In neonates with
brain injury, biomarkers may be able to predict the
degree and location of injury shortly after the injury
occurs (1). The use of noninvasive laboratory biomarkers
has become a key element in clinical practice throughout
the last decades. The research of new hiological markers
enabling a precocious identification of neonates at risk
of neonatal diseases, allowing a close monitoring of the
disease and providing information about prognosis,
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represents a strategic objective of several current
researches (1,2). A “biomarker” is a characteristic which
is objectively measured and evaluated as an indicator of
physiologic biological processes, pathogenic processes,
or pharmacologic responses to a therapeutic treatment.
The development of a biological marker starts with
the discovery and identification of a new biomarker,
is followed by a close evaluation of its accuracy, and,
thereafter, evaluates the impact of the marker on clinical
outcomes(3,4). Therefore, the identification of early
biochemical markers of disease is a crucial issue of the
current scientific research, since it could provide useful
and precocious diagnostic information when clinical
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and radiological signs are still silent. Extensive research
has focused on biomarkers in an attempt to solve this
matter (5,6,7). Recent data marked serum elevation of the
S100B protein as an established peripheral biomarker
for detection of brain injury including traumatic head
injuries and brain damage following cardiac arrest and
stroke. In the past decade, a substantial number of studies
illustrated the potential use of S100B testing in order to
detect brain damage in asphyxiated newborns.(8,9). This
review summarizes the available data regarding the use
of S100B as a biomarker of brain damage following birth
asphyxia.

MATERIAL AND METHODS

32 patients from Intensive Care Unit of the University
Children Hospital from the time 2014-2017 year. The
patients were asphyxiated full-term neonates, with
HIE gr.1, 2 or 3 according to SarnatSarnat classification,
with an Apgar score below 5, with or without the need
for mechanical ventilation. A serum blood sample was
obtained from each patient at 24h after admission:
4t and 7* S100B levels were measured using ECLIA
(Electro-Chemi-Luminiscence Immuno Assay) method.
We analysed neonates with chronic brain injyry due to
intrapartum suffering of the brain according to S100B
protein.Asphyxiated full-term neonates were supposed
to meet the criteria of the International Classification of
Diseases, and the World Health Organization, Revision
10. In the first minute the Apgar score ranges from
0 - 3, with a need for resuscitation (severe asphyxia),
or in the first minute the Apgar score ranges from 4 to
7 (intermediate asphyxia), with or without the need for
mechanical ventilation.

RESULTS

Differences in the three measurements of S100B protein
in the group of asphyxiated full-term neonates

As the results in the first two measurements do not meet
the criteria for ANOVA for PM, the Friedman test is used
instead.

Table 1. Tabular representation of the results of the
Friedman test
. .| Standard

Arithmetic PR . Mean
Measurement| N mean de\(/éabt)lon Min | Max rank
Day 1 32 0,642 0,352 {0,100 1,350 | 1,40

Day 4 32 0,680 0,414 (0,090 1,900 | 2,07

Day 7 32 1,078 1,001 [0,020 | 4,300 | 2,53

Review I

The value of the Friedman test is %2 (2; N = 32) = 19.33,
p < 0.001, which indicates that there is a significant
difference between the three measurements.

Table 2. Tabular representation of the results from
theWilcoxon test
\\%illléiig%rgﬁ Day4-Day1 | Day7-Day4 | Day7-Day1
Z Asymp. Sig. -1.983(a) -2.881(a) -3.179(a)
(2-tailed) 0.047 0.004 0.001

a Based on negative ranks
b Wilcoxon Signed Ranks Test

Asphyxiated full term neonates

a7

A ~ 1,078

0,8 ‘//
0,680

0.6 —0;6%"
0,4
0,2

0

Day 1 Day 4 Day 7

Chart1. Average values of S100B protein in

asphyxiated full-term neonates

The Wilcoxon test shows a significant difference in the
values of S100B protein in asphyxiated full-term neonates
between Day 1 and Day 4 (on level 0.05, where the value
is greater on Day 4), between Day 7 and Day 4 (on level
0.005, where the value is greater on Day 7) and between
Day 7 and Day 1 (on level 0.001, where the value is greater
on Day 7).

Results of the average values of S100B protein in all
measurements as a function of mechanical ventilation in
the subgroup of asphyxiated fullterm neonates

Table 3.  S100B protein in the subgroup of asphyxiated
full-term neonates on mechanical ventilation
Standard Mai
Measurement| N |Arithmetic |devidation| Min | Max alﬂ
(SD) ran
Day 1 3 1,733 1,086 0,990 |2,980 | 1,67
Day 4 3 1,620 1,504 0,220 | 3,210 | 2,00
Day 7 3 1,890 1,904 0,300 | 4,000 2,33
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Prematures neonates

1,950
1,900

1,850 // i
1,800 —
1,750 LSWES —
1,700
1,650 T~ pd
e —~"1,620
1,550
1,500
1,450
Day 1 Day 4 Day 7

Chart2. Average values of S100B protein in all
measurements in the subgroup of asphyxiated
full-term neonates with and without
mechanical ventilation

The multivariate analysis of variance was conducted in
order to assess whether there is a difference between the
subgroup of asphyxiated full-term neonates that are on
mechanical ventilation and the subgroup of asphyxiated
full-term neonates that are not on mechanical ventilation,
on a linear combination of the average S100B protein in
all three measurements. The value of the Pillai’s Trace
test is statistically significant: Pillai’s Trace = 0.314,
F (3, 25)=3.808, p=0.022, n2 = 0.314 and shows that
there are statistically significant differences in the three
measurements with higher values of S100B protein in the
children without mechanical ventilation.

DISCUSSION

Hypoxic-ischemic encephalopathy (HIE) is a condition
with a huge impact on the newborn. As a result of
perinatal asphyxia, several organs could be affected,
and there is a possibility for development of certain
conditions such as cerebral palsy, epilepsy and mental
retardation (10, 11). Its clinical signs are the progressive
involvement of neurological functions, which also
includes a breathing problem, a reflexes disorder, a
change in consciousness and convulsions. According
to the literature, the incidence of HIE varies from 0.1-
0.4% of births (12,13). The central nervous system reacts
differently depending on the gestational age, the type of
injury and treatment. Premature neonates are known to
have deeper periventricular injuries, in comparison with
the full-term neonates whose injuries are located in the
cortico-subcortical area (14, 15). Depending on a complex
biochemical cascade, different forms of neuronal death
can occur. Several changes in anaerobic metabolism occur
in the event of a decrease in blood-brain circulation,
such as glycolysis, elevated concentrations of inorganic
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phosphates and lactates (16, 17). What is crucial is the
brain’s ability for autoregulation, which is maintained by
the cerebral flow that should be stable with regard to the
changes in the cerebral perfusion pressure by adjusting
the cerebral vascular resistance. As a key protective
mechanism, the autoregulation function protects the
brain from ischemia and hypoxia during hypotension or
from hemorrhage and edema during hypertension. On
the one hand, in the stage of reduction of the cerebral
flow, autoregulation depends on the ability of the
cerebral circulation for vasodilatation. On the other
hand, the high level of neural activity requires a high
level of basal circulatory flow (18). Unwanted neurological
complications in newborns with hypoxic-ischemic
encephalopathy (HIE) are strongly associated with poor
cerebral perfusion in the first hours after birth (van Bel et
al. 1993), which increases the possibility of exacerbation
of the brain injury (Osborn et al. 2003). Similarly, it has
been shown that after the initial recovery and restoration
of the cerebral blood flow, there is a transient secondary
fall in cerebral pressure, and this has been confirmed in
numerous experimental studies (Conger & Weil, 1995).

Its duration and speed correlate with the severity of
the brain injury (Karlsson et al. 1994; Huang et al. 1999).
The importance of this delayed hypoperfusion lies in the
fact that it occurs because of the unrepaired primary
damage to the endothelial tissue, thus extending the
primary ischemic brain injury (Hossmann, 1997; Ten &
Pinsky 2002). At the same time, it reflects the decreased
metabolic demand, oxygenation and activation of certain
mediators (Michenfelder & Milde, 1990; Gold & Lauritzen,
2002). However, in certain areas of the brain tissue there
is an increase in oxygen consumption and a decrease
in the cerebral metabolism as a result of the reduced
cerebral pressure that initiates lipid peroxidation, which
is suggestive of severe oxidative stress. In this context, an
experiment on sheep demonstrated that abruption of the
carotid artery results in a fall in blood pressure after 30
min., but it is gradually restored after 6 hours (19,20). In
the same study it is described that in full-term sheep, the
return of the cerebral pressure, after primary damage,
occurs after 12 hours, while in pre-term sheep in the first
few hours. This depends on the differences in maturation
and severity of the insult.Based on previously published
results, there is evidence that oxygen consumption is
reduced during secondary hypoperfusion following
asphyxia or ischemia in newborn and fetal sheep
(Rosenberg, 1986; Gunn et al. 1997), and there is no change
in cerebral oxygen extraction (Gunn et al. 1997).
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There is evidence of a significant increase in cytochrome
oxidase after 30 minutes of hypoxia and hypercapnia in
a newborn sheep, along with reduced oxygen utilization
by the brain during this stage (Shadid et al. 1999). This
evidence for reduced oxygen utilization is associated with
increased cortical local tissue PO2 utilization, which is
a real and direct proof of tissue oxygenation during
secondary hypoperfusion. These results indicate that in
the postasphyctic stage of hypoperfusion cerebral flow
is related to the suppressed cerebral metabolism, but it
is all regulated under physiological conditions that are
characteristic only of the brain, while their real ratio
is dependent on the strength and magnitude of neural
activity (Thompson et al. 2004). Findings that cortical
tPO2 was increased suggest that cerebral flow is not
reduced as much as metabolism, which is constant.
Additional factors contribute to hypoperfusion, such
as the increased activity of the sympathetic nervous
system (Quaedackers et al. 2004) or the increased
number of free radicals (Rosenberg et al. 1989; Shadid
et al. 1998). This mechanism of reduction of the cerebral
metabolism after asphyxia is either a passive function
of the cerebral hypoxic injury or an active regulatory
inhibition which could facilitate the recovery. Potential
inhibitory neuromodulators are known to be elevated,
including GABA and others (Nguyen et al. 2004). Recent
studies give hope that by administering alpha-adrenergic
receptor antagonists shortly after asphyxia, secondary
hypoperfusion of other affected organs is prevented in the
asphyxia in both full-term and preterm fetal sheep. This
kind of treatment is also associated with the prevention
of early postasphyctic convulsions (Quaedackers et
al. 2004). This means that the transient suppression
of cerebral metabolism may actively and timely be
regulated if detected at an early stage, thus protecting
the brain from further damage. All these mechanisms
are mentioned in favour of the introduction of a possible
biological marker that can provide longitudinal and early
information on adverse events in the brain. In asphyxiated
full-term neonates, the early increase in S100B protein
was found to be predictive of HIE and subsequent adverse
neurologic outcomes (20,21). As it is known that the
ischemia-reperfusion injury is pathophysiologically a
major complication in newborns, the increased blood
value of S100B protein has been indicated as an index of
brain injury in patients undergoing surgical procedures
(22) and premature neonates with respiratory distress
who are subjected to high-frequency ventilation or ECMO
- extracorporeal membrane oxygenation (23,24). The
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next step in brain neuroprotection is the identification
of biomarkers that can facilitate clinical decisions.
Biomarkers will help clinicians identify neonates that
will respond to hypothermia and those that will need
other new neuroprotective interventions. If clinicians are
able to stratify patients using biomarkers, neonates will
be protected from exposure to unnecessary, ineffective
therapies. Furthermore, these same infants may benefit
from other specific therapies more tailored to their
biological profile. Biomarkers will be a key feature of
future neuroprotective trials and will help gage the
intervention’s short- and long-term efficacy. Based on the
results of this research, it was established that the serum
level of S100B protein increased significantly on the first
day in the subgroup of neonates with asphyxia, which is
an early signal of a potential danger of developing cerebral
palsy. In addition, serum S100B protein facilitates the
early differentiation of the subgroup of premature
neonates who display signs of intracranial hemorrhage.
The early application of the hypothermia principle,
especially on the calvaria, would produce a beneficial
effect in these subjects.

CONCLUSION

The discovery of neonatal brain injury biomarkers is a key
step in neonatal neuroprotection. Biomarkers may enable
the clinician-scientist to screen infants for brain injury,
monitor the progression of disease, identify injured
brain regions, and assess the efficacy of neuroprotective
strategies procedures in clinical trials. In addition,
large-scale validation of the potential hiomarkers is
required, because the potential confounders (especially
for biomarkers that are non-organ specific such as
inflammatory mediators). Currently, clinicians do not
routinely use biomarkers to care for neonates with
brain injuries. This review will examine potential
biomarkers the bedside clinician-scientist may use to
hone the treatment of neonates with hypoxic-ischemic
encephalopathy. S100B protein is a good indicator for
establishing an onset of brain damage in full-term and
premature neonates, especially in the first 24 hours
after the delivery, which makes it a good indicator for
an early intervention as well. Therefore, S100B protein
should be measured immediately after birth, within the
first 24 hours, as a biochemical screening marker for
fetal distress, and at the same time for HIE in neonates
with asphyxia and in premature neonates with CNS
hemorrhage.
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ABCTPAKT

[Topommnnara acuKcHja pes3yiaTupa co CUMHIHUMUKAHTEH TPOLIEHT Ha HeOoHATajieH MOPOUAUTET U MOPTAJIUTET.
Knyuen daxTop Bo MOHATAMOIIHUOT TPeTMaH Ha OBaa KOMIUIMKaIIMja € paHO U HaBPeMeHO NIUjarHOCTUIINparme Ha
MO30UHO OIITETYBahe Mpein3BUKaHo off achukcnja. Vnentudnkaiyjara Ha paHu HEMHBA3UMBHN OMIOXeMUCKN MapKepu
3a OorecTa ce KJIyJHO TIpalliarba 3a MOMEeHTaJTHUTe HAaydHU MCTPasKyBarba, 0COOEHO BO TIPBUOT MEPUO]] Off }KUBOTOT,
KOra BCYLIHOCT U € MOYKHO /1a ce 0b6e30ei KOpUCHa U HaBpeMeHa [ujarHocThuka uHdopmMalifja Kora KIMHUIKNUTe
1 PaZUOJIONIKUTE 3HALM Ce CeVITe JlaTeHTHU. VeamHuor buomapkep Tpeba f1a buje mpakTUUeH U CeH3UTUBEH 3a
HaBpeMeHa ujeHTrudUKaluja Kaj pusuuHnUTe rnalreHT. PaHaTa qujarHosa Moske Ja [JoBefie 10 [10rojieM TepareBTCKU
MPO30pell U fa o MoJo0py HEOHATATHUOT MCXOl. MO30UHOTO OIITETYBalhe U CerlicaTa Ce 3aeHUUKN TTPUUNHUTENN
Ha TeNKU MOPOWIMTETH CO JIONI MCXOMl U MOPTAJIUTET VIITe BO TepuHaTtajeH neproj. MepemeTo Ha MO30UHUTE
KOHCTUTYeHTH, Kako mro e C100b mportenHot, Mmoske fa Ouzle antepHaTVBEH U AUPEKTEH WHIUKATOP Ha KIIeTOUHO
OIITETYBame BO IIEHTPAJIHUOT HEPBEH CUCTEM KOTa KIMHUUKUTE U TAO0PATOPUCKUTE Pesy/ITaTh OCTAHyBaaT HejacHu
Ha Kpaj. Llesita Ha oBaa MCTpasKyBame e Ja ce yrBpau KuHetukara Ha C100Db mpoTerH BO OUOJIOIIKKTE TEYHOCTH BO
paHara asa Ha LIUPKYJIATOPHOTO MopeMeTyBatbe. OBaa Ke 0BO3MOKU MOHUTOPUPAe Ha OffpelleHN HACTaHU Iypy U
rpu paHa asza Ha MO30UHOTO OLITETYBakhe, KAKO IITO Cé HEBPOJereHepaTUBHUTE 3a00/1yBarba, liepedbpaHu TYMOPH,
LepebpasiHy TpayMu U1 1epebpasiHu 3abosyBama. Mepermara Ha CepyMCKUTe HUBOA Ha OBOj ITPOTEMH KAKO MapKep 3a
MO30UHa TpayMa e HajieceH M HajIIMPOKO KOPUCTEH BO TAO0PATOPUUTE BO CBETOT.

Knyuuu 360poBu: C100B mporenH, MO304YHO-CHeLu@UUeH OUOIOMIKKA MAapKep, XUIIOKCUUHO-UCXEMUUYHA
eHiedasonaTuja, Liepebpasia xemoparuja, acpukcuja.
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INTRAVITREAL INJECTIONS AND DIABETIC MACULAR EDEMA:
ACTUAL THERAPY
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ABCTPAKT

Ien: [la ce nmpukaske epbMKacHOCTa Off aKTyeJ/iHaTa Tepalija 3a aujabetrnyer makynapet egeM (DME), Kako mpumapHa
MOHOTeparuja MpeKy WHTpaBUTpeasiHaTa aruidKaiyja Ha ABactuH (Bevacizumab), n Bo KoMObUHMpaH TpeTMaH CO
nlacep hoToKoarynaruja.

BoBeq: /locera npumenyBaHata GokajHa jacep (oToKoaryiaiuja ocTaHyBa CTaHAApieH TpeTMaH, HO CTYIUU
ja moTBpAyBaAaT aryIMKaOWIHOCTa M 3HAUEHETO Off JOMNOoJHUTe/IHaTa Tepanuja 3a DME, Kako npuMeHara Ha aHTH-
VEGF mpemnapatute 1 MHTpaBUTPEATHOTO arIiIparke Ha KOPTUKOCTEPOUIU, KO BETyBaaT Mofo0pyBarke, OJJHOCHO
cTabuasaliyja Ha BUHATa OCTPUHA.

MaTepujan u MeToju: PeTpocrieKTUBHA, obcepBaliMoHa, He-KoMIIapaThBHA cepuja co BKayueHu 51 oko co DME,
tpetupann co 0,04 ml/1.25 mg Bevacizumab o npunnunior “rio orpeba” (PRN), a cenapupaHu Bo offiesieHn IpyIin
BO 3aBMCHOCT Off TIPMMapHUOT TpeTMmaH. [lanpeHTure 6ea aHaIM3UpPaHU I10 Nepuog o 12 Mecel, cO HallpaBeH!
PEeIIOBHY KOMITJIETHU O(DTaIMOJIOIIKY aHaJIN3H.

Pesysrraru: [IpBara rpyma, caMo co MHTpaBUTpeasHa aryiMKalija mokaka 3HaduTesHO ofobpyBambe Ha VA 3a 0,22
+ 0,1. Bo BTOpara rpyma, co KoMbuHMpaH TpetMmaH, VA ce nomobpu 3a 0,17+ 0,08; a rpymara caMo co jacep, IoKaxKa
nopobpena VA 3a 0,16+0,04

Bo opHoc na OCT ananusure, BO TpBara rpyra MMa HaMajlyBame Ha 1ieHTpasHaTa MakynapHa febenuna (CMT) 3a
82,69 pm, 1o rpuMeHn 3,42 UHEKLMK BO ITpoceK. Bo rpyrara co KOMOMHMpPaH TPeTMaH, CO BO IIPOCEK I10 eJjHa Jlacep
doToKoarynanuyja 1 IpuMeHu 3,52 NHjeKLMY HaMaJlyBambeTo n3HecyBa 123,73 pm, a Kaj TpeTtaTa rpyria, IalieHTy CaMo
Ha Jlacep nMma HamajyBame 3a 1,71 pm.

3akiydok: MHTpaBuTpeaHaTa arjiMkanpja Ha Bevacizumab e edukacen TperMman BO T0/100pyBamkeTo Ha BUHATA
ocTpMHa Kaj nauueHTtuTe co DME, HO npupoOMBKUTE ce OrpaHUuYeHU, BO BPEMETPaeHe BO OfpeleH BPeMEeHCKU
VMHTepBaJl.

KoMOMHUPaHUOT TPeTMaH pe3y/ITuparie co 3HAaUWTeJIHO HaMajlyBakbe Ha roTpebaTa 3a MHTpaBUTpeasiHa aruivkaruja
Ha WHjeKLIUU TIoTpebHM 3a perpecuja Ha eJieMoT.

Knyunu 36oposu: [[ujabetruen makynapet eneM (DME), Bevacizumab (ABactun), OnTruka KoxepeHTHa ToMorpaduja
(OCT), Jlacep dotokoarynanuja (LFC), LlenTpanta maxynapHa gedemura (CMT), BugHa octpuna (VA).

BOBE]]

Jlujaberec Memutyc (DM) e xpoHmuso 3abonyBame co [lujabeTWuHa peTHHONATHjA Ce jaByBa PEUMCH Kaj CUTe
eeKT Ha PasIMUHK LieJIHM OpraHy, BKIYYYBAjKM ja M WHAMBUAYM cO JonrotpaeH paujaber. Ilo 20 ropunu
MpEeKHUIATA. OonenmyBame, 60% of MMIaTa O TUI 2 AUjabeT ¥ Peurcu
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100% o nmuiata co Tui 1 ke MaHU(ecTUpPaaT HEKOj 0OTUK
Ha petuHonaTuja. (1)(2)

HekBanuTeTHaTa KOHTpOJa Ha IIEKEpPOT BO KpBTa IO
3rojieMyBa PU3HKOT OfI /iMjabeTHYHaTa peTHHOMATHja
u [ujabetnyHaTa Hedpomarwja. (3) Cucremckara
XUIepTeH3uja e (DakTop Ha PU3HUK 3a pa3Boj Ha IBaTa BI/a
nujabeTMUHA peTHHONATHja U JujabeTHUeH MaKyIapeH
efleM, a XMIepIUIUeMijaTa To 3roJieMyBa PU3UKOT O]
HPOTEKYBalbe Ha PETHHAIHUTE KPBHY CaJloBH U 110jaBa Ha
eKCy/IaTMBHM JIeN03UTH BO MaKyaTa. (4)

lIMeHo BKyIHaTa MpeBaeHIla u3HecyBa 34,6% 3a 0110 Koj
o0muk Ha [IP, 7,0% 3a npomucepaTusHa [IP, okomny 6,8% 3a
JIME 1 10,2% 3a cnemuro. (5)

[IpnurHKTEe 3a BMCOKAaTa MHIMJEHI]A Ce KOMIUIEKCHH
¥ UHBOZBMpAaT TmoBeke (aKTopw, Kako Jiolia
KOMITEH3MPAHOCT Ha IMjabeToT, HeJIOBOJIHA 3/]PaBCTBEHA
| oTanIMOIONIKa eflyKaluja, HeHaBPeMeHO
IWjarHOCTUIMpabe Ha Oornecta, TMOCTaByBame Ha
VH/IMKAIIMja 3a jlacep TPeTMaH U M3BelyBame Ha UCTUOT
Kora epeKTuTe ce 3HauajHO orpaHuueHu. (6-10)

HeopmamHenHa cTyguja IpolieHyBa feKa 93 MuiuoHu
Jyfe BO CBETOT MMaaT JujabeTHUHA PeTHUHOIATHja Of
kou 17000.000 (-18%) umaaT mpomudepaTuBeH O0OIMK
Ha mujabetnuHa petuHonatuja, 21.000.000 (-23%) umaat
nujabernyer MakymapeH emem u 28.000.000 (-20%)
OIACHOCT 110 3ary0a Ha BUJIOT.(5)

DME e mocnefuila Ha MUKPO-BACKyJapHU TPOMEHM Ha
peTuHaTa KOM JI0BeyBaaT [0 aKyMy/alidja Ha TeYHOCT
BO MHTpapeTUHATHUTe CTPYKTYpH, Ha 1 MCK IujameTap
o (hoBeaTa, ¥ e PUCYTHA Kaj OKony 9% off AujadeTHuHa
nomnynanuja.(5,6)

[maBeH Tmpeflyc/loB 3a MPOMEHWTe € pa3BojOT Ha
aHrMoreHe3aTa Koja TIpeTCTaByBa OCI000[yBabe Ha
ompefie/ieHd  AHTHOTEHETCKN  BasompoiudepaTuBHI
cbakTopu Kou ce oc1000/IyBaaT BO PaMKH Ha XMIIOKCHjaTa
M HCXeMHYHaTa PeTHHAa WM PEeIUIIPOYHO WHBOJBUPAAT
MeXaHM3MHU Ha eHjoTe/lHa npomudepanyja, UHBasuja U
MUTpalHja 38 Pa3Boj Ha MATOJONUIKK KPBHU caioBu. (11)

[len Ha cTyaujaTa e fja ce mpuUKake euKacHocTa Ha
MHTpaBUTpeanHaTa amukanuja uHxuoutopu Ha VEGE,
Bevacizumab mpen ce kako mpuMapeH TpeTMaH Ha
THep3KUCTeHTeH qujadeTueH MakynapeH efem (DME)

MATEPHJAJI U METOH

Tpymotr mpeTrcTaByBa peTpOCHEKTHBHA, 00CEPBAIMOHA,
He-KOMITapaTHBHa Ccepuja Ha cjydau, co BKIydeHH 51 oKo

Review I

Kaj 41 marpyeHT (7 )keHu 1 34 Ma’Ku; CO IPOCEYHa BO3PacT
of1 58 + 2 rof1.) co mep3uCTeHTeH IujabeTHUeH MaKylIapeH
eneM, Tpetupanu co 0,04 ml unjekimja koja compku 1.25
mg Ha Bevacizumab, mo npuxiumnot “pro re nata“ (PRN),
a cermapupaHu BO Ofifie/ieHH TPy BO 3aBUCHOCT Off BUJIOT
Ha TpeTMaH.

Mopdonomku DME ce kmaacudunupaiie —cropes
knacudukanujata Ha Otani et al., Kako mgudysen
MaKy/apeH efieM, IMCTOU/IeH MaKy/IapeH efieM U Cepo3Ha
peTrHaJIHa abnaiuja, co Wi 0e3 Tpakuuja. (12)

3a Mepeme Ha IieHTpajHATa MaKylapHa Je0ennHa ce
Kopucteme Kamumep (macula thickness caliper-CMT,
13paseHa BO jm).

[Ipgata rpyma ce 17 oun co DME, Ttpetwpanu co
MHTpPaBUTpeasTHa arMKalja Ha Bevacizumab, maiuenTn
co mpoceuHa Bo3pacT of 62 (SD + 3) co amuiupaHu
3, 42 vnexkuuu. Bropara rpyma ja couMHyBaaT HCTO
Taka 17 ouM TpeTMpaHW CO KOMOMHMpAH TpeTMaH,
TIPEeTXOJJHO HAaITpaBeHa HajMasIKy Mo eJieH jlacep TPeTMaH,
a fononHuTenHO e BKiaydeH aHtu VEGF mpemapart-
Bevacizumab, Bo mpocek mo 3, 52 unjekiuu. TperaTa
rpyna ce 17 oun, camo co yiacep oToKoarynaiyja peoBHO
KOHTPOJIpaHu 6e3 I0TIONTHUTETHY UCTIe/IyBatba.

[amenTtuTe ce obpaboteHu 3a mepoof 1o 12 Mecery,
CO KOMIUIETHM O(TaJMONOMIKY aHAIN3H, BKIYUYBajKu
HajIo0po Koperupaxa BUIHa OCTPUHA, MEPEIbe Ha OUHHOT
TMPUTHCOK, OMOMHKPOCKOMHja, (DYHJOCKOIHMja, Meperme
Ha IeHTpaj/iHa peTHHa/JHa Je0elrHa CO KOMIAapaTHBHU
KOHTPOZIHM ~ aHa/lM3¥d Ha  ONTHYKAaTa KOXepeHTHa
tomorpacpuja (OCT) Ha 3agHMOT CerMeHT Ha OKOTO,
IIeHTPUPAHK Ha MaKyIa.

PE3YJITATH

[IpBara rpyma, 0ud TpeTUPaHM CaMO CO UHTPaBUTpPeaHa
aliMKaiyja Ha Bevacizumab, mokakaa 3HauMTeTHO
nofio0pyBame Ha BuHaTa octpuHa (VA) op 0,22 + 0,1 3a
nepuof of 12 Meceru off TpeTMaHoT. (Pur.1)

Bo BTOpaTa rpyma, co KOMOMHMPaH TPeTMaH Ha Teparyja,
BUJIHATa OCTHHA ce momobpu 3a 0,17+ 0,08 , a rpymara
caMo co HarpaBeH jacep, umMa VA nogo6pena 3a 0,16+0,04.
(@ur. 2, 3)

[lo HampaBeHaTa aHaju3a MU Mepemara YTBPAEHU CO
koHtponauTe OCT  aHanu3u, Bo TpBaTa Tpyna uMa
HaMaJTyBame Ha LieHTpajiHaTa MaKy/aapHa fgeoennHa (CMT)
3a 82, 69 um, co mpumenu 3,42 UHEeKLIUK BO IIPOCEK.

Bo rpymaTa co KoOMOMHMpPaH TPeTMaH CO BO ITPOCEK T10 efHa
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nacep poToKoarynaryja u IpUMeHH 3,52 MHTpaBUTPealHu TPeTMaH MMa HaMajyBame 3a 1,71 ym, mto peuncu e 6e3

alyIMKalMi HaMajyBambeTo M3HecyBa 123,73 pm a Kaj curHMMKaHTHO HaMajlyBamwe Ha moctoeukuot DME, T.e.
TpeTaTa Tpyla Kajie ce TaleHTH CamMo CO JIacepcKd Co cTarHaluja Ha cocrojoara. (dur.4, 5)

T,
.

- — ““"’—:.t.

®ur.1

_ —
[Tpuka3 Ha npomenute Ha DME npexy OCT Haof; marueHT o MOHOTepPanMCcKu TpeTMaH, rp.1 mpep v o
TpeTMaH / arMiupani 3 fo3u Ha Bevacizumab iv.

®ur.2

[Ipuka3s Ha npomenute Ha DME nipexy kommapaTtuer OCT Haof; mareHT co KOMOMHUpAH TPeTMaH, rp.2
HaIpaBeH j1acep 1 CeKVHJapHO alUTIMpaHy 2 1031 Ha Bevacizumab iv
D: 1301953450082 Name: Momcilo Ristovski Birth Date: 13,

/01/1953 Physician 1: Dr.Natasha Diagnosis 1: RD
) 00(R) - Macaka - 14/12/2016 - 351%0.4de
ODMR) |
1

5122014

®ur.3

rD.3 Mpe/I 1 1o HalpaBeH jlacep TpeTMaH
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®ur.5 I'paduuku mpuKas 3a npomeHuTe Ha VA

criopep Snellen chart kaj cepunre mareHTH

BakHo e fa ce HamoMeHe JleKa HpU 00OpabOTKa Ha
TIOJJATOLIKTE Ce OTBP/IM [ieKa MAL[UeHTHTe CO KOMOMHHIpPaH
TpeTMaH, KO IIPMMapHo 001Baa ABaCTHH, a CEKYHIapHO
ce u3Befie yacephoToKoaryaijaTa Mokaxkaa roroiema
perperja Ha MAaKy/IapHUOT €IeM MOCeOHO AaHATOMCKH,
HO ¥ (PYHKIMOHA/IHO HACIpPOTH MPUMAPHO HalpaBeHa
nacepdoToKoaryarja, HO MOPaJii HEXOMOTEHOCTa Ha
TOAIrPYIIATE He Ce aHa/Tu3Kpaa.

JUCKYCHJA

[lujabetnynata  petuHomatuja  (DR) e  HeBpo-
BACKy/IapHO 3a00/yBame Ha peTHHATa Kajle PeTUHATHH
a0HOPMAJTHOCTH Ce pe3yITaT Ha MHKPOBacCKy/IapHH
MPOMEHH, T.e Ce jaByBa 3rojieMeHa Ba30IepMeadHIHOCT
CO HapyllyBame Ha XeMaTopeTHMHajHaTta Oapuepa (BRB)
Koja BKJIyUyBa MHOTYOpPOjHM (haKTOPU Mery KoM |
perynaiuja Ha caktopure Ha pact (VEGF) u MeHyBameTo
Ha BUTPEOPETUHATTHUOT UHTepdejC.

OuITeTyBameTO0 Ha KPBHUTE CaJioBM Wrpa MpUMapHa
yiora, a JIOJrOpPOYHATa XHUIEPrIMKeMHUja [OBeNyBa 10
3ajiebenyBame Ha Oa3amHaTa MeMmOpaHa, He-eH3MMCKa
IJIMKO3M/IaIMja, (popMUparme Ha CI000JHH pPafiuKamu U
ryOMTOK Ha TEPUIMTH, a TOa Pe3y/ITHpa CO BacKylapHa
[MIaTalyja, 3rofeMyBabe Ha KaIapHUOT XUPOCTATCKA

Review I

TIPUTHCOK U (hopMHUparbe Ha MUKpoaHeBpu3MiL(11)

AxymynanujaTa Ha TEYHOCT € BO HAJBOPELUIHHOT
IeKcuopMeH CJI0j, BO MHTEPIUIEKCH(OPMHUOT W
[0 HajJBOpelIHaTa JMMUTHA MeMOpaHa IITO IPaBH
JeCTPYKIMja Ha TKUBOTO, CO3/IaBeIe Ha IMCTHYHH
IPOCTOPY ¥ OILITETYBae Ha CJI0jOT Ha PeLeNTOPHUTE
KJIeTKH, KOe DeLMIIPOYHO BjMjae BpP3 KBAIMTETOT Ha
IleHTpalHaTa BUjHA ocTpauHa. (11-14)

Ho, He cekorail majoT Ha BUJOT € BO KOpeJalyja Co
KIMHAUKA CUTHU(DUKaHTHHOT efieM. DaKkTopuTe, Kako
XPOHULIUTET HA eIeMOT, TUIIOT U MHTEH3UTETOT Ha UCTHOT,
KaKo M IIPUCYCTBOTO Ha (poBeONapHU TBPAU EKCyHaTH
1 MaKy/lapHa MCXeMuja MMaaT BJMjaHHe BP3 KpajHHOT
ucxog,. (12)(15)

HopmanHo, MMHMMajHa KieToyHaTa mponudeparyja
Ha eHJIOTeJIHUTe KJIeTKH ce CJIyuyBa BO peTUHATa.
Xumokcyjata e TIOUETeH CTUMY/IC, WHJYKTOpP, IITO
TMpeM3BUKYBa 3rojieMyBame Ha OpojoT Ha (haKTopuTe
3a pacT, UHTeTPUHUTE M MPOTEMHA3UTe, KOU TMOHATaMy
BpumaT mponudepanrja ¥ MUTpalja, Peryaupajku ja
VEGF mRNA Bo peruHanHa eHpoTenHute KneTku, RPE
KJIeTKH, IepUIuTuTe, MumepoBuTe KIEeTKH ¥ TaHT/TUCKUTe
Kietki. (16)

3rojieMyBame Ha IIa3MaTCKUTEe KoHLeHTpauu Ha VEGF
HajITpBO OMIIe IPOHAjIeHH Kaj Mal[eHTH co IujabeT, 1 Toa
HAjBUCOKO HUBO Kaj TIAL[WEHTH CO MpeTpoudepaTnBHaTa
u mnpomudepaTuBHaTa (opMa Ha  [ujabeTHUHA
petuHomnatuja.(17)(18)

CTyouu TpUKaKyBaaT [eKa ITIaBHUOT HaTO(QU3UOIOMIKI
TIPOIIeC Ce COCTOM Off aKYTHH BOCIIa/IeHHja ¥ BacKyJIapHa
mucVHKIMja BO PETUHATHOTO M XOPOMZJATHOTO TKUBO
1ITo foBemyBa o xumnokcuja, VEGF ce sronemenn, 3aeHo
CO BOCIAJIUTETHATE MeJUjaTOpH, U Toa KAKO HAajuecTo
uHTepreykuH (IL)-1b, IL-6, IL-8, TNF-o, unTephepoH rama-
pamHo3a nportent (IP) -10, ¥ MOHOIMTH XeMOATPaKTaHT
nporeunu (MCP) -1. (16) VEGF-A uma joMiHaHTHa yora u
aKTUBMPA JIBa pelleNTopy Ha TUPo3uH-KuHa3a VEGF R-1u
VEGF-R2. (19-22)

Bevacizumab, e  peKoMOMHAHTHO  XYMaHM3MpPaHO
MOHOKJIOHAJIHO aHTHTEJI0, UMYHOITIOOV/IMH CO MOJIEKY/IOT
teskuHa off 149 KD Ho, ce yirre co “off label “npuemena Bo
odranmornorujara.

[lapanenHo co KOH3epBaTUBHUOT TPETMaH € ¥ eBOJTyIMjaTa
Ha TEeXHONONIKUTE JIOCTUTHYBata. ONTHYKATa KOXepeHTHa
ToMorpapja Ha  3aJJHHOT CETMEHT  OBO3MOXKYBa
objektBHa, MopdornomKka mporeHka Ha DME, maBajku
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HalpeyHy Mpeceli Ha PEeTHHOTO TKUBO M BHATPENIHHOT
nHTepdejc, KaKo ¥ KOMIapaTMBHU KOHTPOTHY CyMHUpaba
KOM JlaBaaT MOP(OJIOIKA U HYMPEPOIOIIKA MPUKa3 3a
IleHTpaJIHaTa MaKy/lapHa fieoenuHa. (Dur.1-3)

3AK/IYYOK

MHTpaBuTpeanHata  armMKangja Ha  Bevacizumab
(ABacTuH) e edpuKacHa BO NOIOOPYBameTO Ha BUHATa
OCTpMHA Kaj mainueHtTH co mnpumapen DME, Ho
NpUIO0MBKUTE Ce OrpaHMYeHM BO BpPeMETperme BO
ofipefieH BpeMeHCKU MHTepBaJl.

KoMOMHUPAaHUOT TPeTMaH pe3ynTHpaile cO 3HAUMTETHO
HaMajlyBame Ha TmoTpebara 3a WHTpaBUTpeanHa
alVIMKallija Ha WHjeKIUd TI0TpeOHM 3a perpecja Ha
ezfileMoT. TpeTMaHOT co MOHOTepaInuja Ui BO KOMOMHaIIja
co nacep (oTokoarynanuja e epukaceH 3a fujabeTyeH
MaKy/JapeH efileM HaclpoTH KOHBEHL[MOHAJIeH Jiacep
MeTO]I.

Hamor mepuop Ha ciefiee e MPEMHOTY KpaToK 3a
ma obe30emu crerupUUHK MPEIOpaky 3a TPeTMaH, HO
OBUe KPaTKOPOUHM Pe3y/ITaTu oXpabpyBaaT HATAMONIHM
TMPOCIIEKTUBHM CTYIUU CO Pa3/IMUHK TPYIIM TPETMaH M
TIOIONITO CTIEeJIEHhe.

MopepHuTte cTaBoBM 0OasvpaHu Ha OpOjHM KIMHUUKA
CTYIMM ja TOTBPAYBaaT moTpebaTa 3a KOHTUHYMPAH
KOMOMHMpDAH TpeTMaH Ha oOBaa TapreTHa TIpyna BO
Kopestalfyja co jobpaTa MeTaboIHa KOHTPOIA.
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ABSTRACT

Aim: To show the effectiveness of current treatment for diabetic macular edema (DME), the primary monotherapy
for intravitreal administration of Avastin (Bevacizumab), and combined treatment with laser photocoagulation.

Background: Laser photocoagulation remains the standard treatment, but numerous studies confirm the
applicability and benefits of additional therapy for DME as the application of anti VEGF and intravitreal
administration of corticosteroids, which promise improvement of visual acuity.

Material and Methods: Retrospective, observational, noncomparative series of cases, involving 51 eyes, with DME
treated with 0, 04 ml / 1, 25 mg Bevacizumab according “pro re nata regimen”, and separated into groups indicted
by the primary treatment. Patients were reviewed for 12 months, underwent complete eye examination.

Results: The first group with intravitreal administration of Bevacizumab, showed significant improvement of VA
for 0, 22 = 0, 1. In the second group, with combined therapy, improved VA to 0, 17+ 0, 8 and the third group with
laser, the VA for 0,16 = 0, 04

After the measurements of the control OCT analysis, in the first group there is a decrease in CMT for 82, 69
pm, received injections 3.42 on average. In second group with an average of 1 laser and intravitreal applications
received 3, 52, decrease is 123, 73 ym and in the third group CMT decreased by 1, 71 pm.

Conclusion: Intravitreal administration of Bevacizumab is effective in improving VA in patients with DME, but
the benefits are limited to a certain range. Combined treatment resulted in a significant reduction in the need for
intravitreal administration to control edema.

Key words: Diabetic macular oedema (DME), Bevacizumab (Avastin), Laser photocoagulation (LFC), Optical
Coherence Tomography (OCT), Central macular thickness (CMT), Visual acuity (VA)
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ABSTARCT:

Background: A typical hemolytic-uremic syndrome is a disease that primarily affects kidney function. This
condition, which can occur at any age, causes abnormal blood clots (trombi) to form in small blood vessels in
the kidneys. Atypical hemolytic- uremic syndrome is characterized by three major features related to abnormal
clotting: hemolytic anemia, thrombocytopenia and kidney failure

Case report: We present 6 year old male child with two hospitalizations in the period from 2012 to 2016. The
patient presented a high grade fever (38°C), vomiting, diarrhea and abdominal pain. There was a past history of
sore throat and fever. He was managed with transfusion of erythrocytes and plasma, the vital signs and the renal
function were monitored. Verotoxin was not found. Genetical testing showed no significant mutations.

Conclusion: Taken together, all the results and the relapsing nature of the illness, this disorder is described as
atypical hemolytic syndrome caused by unknown predisposing factors.

INTRODUCTION

Hemolytic uremic syndrome (HUS) as the name suggests
is characterized by hemolytic anemia, thrombocytopenia
and in most cases with kidney failure, although due to the
nature of the disease it can target other organs as well.

It is categorized as atypical because in the typical HUS,
the pathogenesis of the disease is due to the “shiga-toxin”
from bacterias such as Escherihia coli ( and others);
whereas in the atypical HUS the pathogenesis is mainly
genetic with a genetic penetrance of around 50%, so
triggering events such as environmental factors play a
role.

The disorder occurs most frequently in children under
the age of 5 years, as compared with an overall incidence
of 1to 2 cases per 100.000.(1) approximately 10% of the
cases with hemolytic uremic syndrome are classified
as atypical, since they are not caused by either STX-
producing bacteria or streptococci.(2)
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A 3 year old male was admitted to the Hospital with
diarrhea, vomiting and high grade fever (39°C). The
patient appeared pale, weak, with loss of appétit,
with dark stool and dark urine. There was a previous
history of upper respiratory infection treated with
antibiotics (amoxicillin). The examination revealed
hepatosplenomegaly, edema in both lower extremities
with hematomas.

The blood investigations showed low hemoglobin level
(HGB=62 g/L), low red blood count (RBC =2.4 x 10'%/L), low
platelets (PLT=34 x 10°/L), low hematocrit (Hct=15.3 %;)
high urea (36.2 mmol/L) High Creatinin (157 umol/L),
high bilirubin (65umol/L.). Liver enzymes were elevated :
AST 764 U/1; ALT 434 U/1; LDH 3869 U/I; GGT12 U/1. Total
proteins (52 g/L). The blood smear showed schystocytes.

The urine analysis showed albumin (+++), 10-12 Red blood
cells; 2-3 White blood cells and hyaline casts.
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The verotoxin test in the stool was negative.

Ultrasonography showed hepatosplenomegaly, the both
kidneys appeared enlarged and hyper echogenic with out
clear corticomedullary differentiation.

Due to the clinical presentation and the laboratory
results, a presumptive diagnosis of typical hemolytic
uremic syndrome was assumed. At this point the patient
was treated with fresh frozen plasma and filtered
erythrocytes.

After the treatment the child appeared clinically better.
The renal function, the blood investigations including the
platelets were normalized and the patient was discharged
in good clinical condition.

Three yvears later the patient was back and presented
with diarrhea, vomiting, high grade fever (38°C) and
abdominal pain. Four days before hospitalization he
presented again with upper respiratory infection and
was treated with antibiotics (amoxicillin). The laboratory
results were similar to the first hospitalization .The blood
investigations showed low hemoglobin level (HGB=69
g/L), low red blood count (RBC =2.53 x 10'%/L), low platelets
(PLT = 53 x 10°/L), low hematocrit (Hct = 18.7 %;) high urea
(19.8 mmol/L) high creatinin (124 umol/L), high bilirubin
(29,7 umol/l.) slightly elevated AST (53 U/l), normal ALT
(22 U/1), normal GGT (17 U/1), elevated LDH (1955 U/l) and
total proteins (52 g/L).

The urine analysis showed albumin (++), 8-10 red blood
cells, 2-4white blood cells and hyaline casts. SDS- PAGE
was done and showed nonselective glomerular with
incomplete tubular proteinuria.  Ultrasonography
showed no abnormalities. The test for verotoxin was
repeated and once again was negative, which definitely
excluded the suspicion for typical hemolytic-uremic
syndrome.

The presumed differential diagnosis were: aHUS,
thrombotic thrombocytopenic purpura (TTP) and other
tromboticmicroangiopathic related diseases.

Due to the unlikelihood of the repeating nature of typical
Hemolytic uremic syndrome thorough biochemical and
genetic testing was required for the establishment a
correct clinical diagnosis (Semmelweis University, 3%
Department of Internal Medicine, ResearchLaboratory).
Informed consent was obtained from the parents. The
results of the analysis of the complement and related
proteins are presented in the table 1.

Review I

Table 1.

ADAMTS]13 activity 77% ( 67- 147%)

75 CH50/ml (ref range 48-103
CH50/ml)

Classical pathway Hemolytic
test

Total complement activity,

alternative pathway 95 % (reference range 70-105%)

(WIELISA-AlL):
. 1,06 g/L.
Complement C3: (reference range 0,9-1,8 g/L)
. 0,25 g/L (reference range: 0,15-
Complement C4: 0,55 g/L)
(Clq antigen: 80(60-180 mg/L)
686

Factor H antigen: (reference range 127-447 mg/L)

103 % (reference range 70-130%)

Complement factorlantigen:

Complement factorBantigen: | 156 % (reference range 70-130%)

Anti- factor H IgG negative (43 AU/mL, ref <110)

autoantibody:

SC5b-9 (terminal 314 ng/mL (ref 110-252)
complement complex)

(3a anaphylatoxin 118 ng/mL (ref 70-270)

During the awaitfor the results, the patient was treated
with fresh frozen plasma and filtered erythrocytes.
After the treatment, the blood investigations and the
renal function were normalized with a persistent
microhematuria. All in all, the patient was dischargedin
good clinical condition.

The biochemical and genetic results which arrived later,
demonstrated that the patient was found to carry a
heterozygous mutation in CFHR5 (K144N). This variant
may or may not be considered as disease causing for
aHUS. In addition, the patient is heterozygous carrier of
two aHUS risk SNPs in CFH (the Q672Q and E936D), and 1
risk haplotype in MCP (MCPggaac). Finally, the patient is
also carrier of a protective aHUS variant (V62I) of CFH.

Collectively, these variants cannot be considered as
causative genetic predisposing factors for aHUS in this
patient, however, some of them can be considered as
aHUS risk increasing (or decreasing) variants only.

Taken together, based on the negative testing for
verotoxin and on the relapsing nature of HUS, the
disease can be classified as atypical HUS. Since normal
complement profile and negative genetic analysis do not
exclude aHUS, this patient can be classified as aHUS, with
unknown predisposing factors.
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DISCUSSION

The clinicalpresentation of aHUS is consisted of
three main signsmicroangiopathic hemolytic anemia,
thrombocyteponia and acute renal failure. Through
the diagnostic process typical HUS and TTP should be
excluded.(3)

Hemolytic uremic syndrome is divided in to two entities
based on the pathogenesis of the disease: typical and
atypical hemolytic uremic Syndrome

Typical HUS (Shiga-Toxin Associated) is the most common
type of HUS.(4) It is defined with exact pathogenesis
and clinical course.(4) The most frequent etiology in
typical HUS areshiga-toxin producing bacteria such as
Escherichia coli and Shigelladysenteria type 1.(5) Most
of the cases with typical HUS( 95% ) have an excellent
prognosis and relapses are uncommon.(4)

Atypical HUS (Non-Shiga-toxin Associated) consists a
diverse group of patients, where theshiga toxin producing
bacteria are not the main etiology.(2) Genetic, acquired or
idiopathic factors can be the cause for atypical HUS.(5)
Furthermore in several studies the genetic predisposition
was affirmed with demonstrating the regulation of the
alternative pathway of the complement system (factor
H, CD46 or MCP for membrane cofactor protein, factor
[, factor B and C3) whose main purpose is the creation
of the alternative C3-convertase(6) A connection with
CFH dysfunction due to anti- CFH auto antibodies has
been appointed as a possible reason for acquired HUS.(6)
In the development of the disease very common are the
triggering factors.(6) Triggering factors are: nonenteric
infections, viruses, drugs, malignancies, transplantations,
other underlying medical conditions like SLE.(3)

In our case prior to the aHUS episode the patient had
an upper respiratory infection, treated with antibiotics
(amoxicillin). Taken together patients with aHUS have a
poor outcome. End stage renal disease orirreversible brain
damage can be developed in more than 50% of the cases,
and 25% of the cases end up fatally.(1) The resemblance
between HUS, aHUS, and TTP make differential diagnosis
crucial.(7)In order to diagnose an aHUS case, the possible
diagnosis of TTP (with deficiency of ADAMTS13) and STX-
HUS (with positive verotoxin) should be eliminated.(8)
In our case TTP was excluded by the normal activity of
ADAMTSI13 77% (67- 147%). Typical HUS was excluded by
the negative testing of verotoxin and by the relapsing
nature of aHUS.

The treatment of aHUS is very restricted. The first choice
of treatment is the plasma exchange and it should be
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given as soon as possible. In patients with CD46 kidney
transplantation is advised. Eculizumab is new treatment
with monoclonal antibodies that block the cleavage of C5
and stop the complement cascade. The only downside
is the expensive price of this drug. Fluid maintenance,
electrolyte balance, control of the blood pressure and
prophylactic antiepilectic therapy are essential for
control of the disease.

CONCLUSION

Although it is thought of as a very rare disease, the
incidence of this disease is increasing .The diagnosis of
aHUS is clinical, so finding no mutated gene does not
exclude the diagnosis.
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ABSTRAKTI

Sindromi uremik hemolitik atipik éshté njé sémundj e qé kryesisht prek funksionin e veshkave. Kjo gjendje, e cila
mund té ndodhé né cdo moshé, shkakton ngjyzje té gjakut né abdomen (tromb) té cilat pastaj shkojné e shtresohen
né enét e vogla té gjakut né veshka. Sindromi uremik hemolitik atipik karakterizohet nga tri tipare kryesore gé
lidhen me koagulimin e gjakut: anemia hemolitike, trombocitopeni dhe déshtimi i veshkave.

Prezentimi i rastit: Ne paragesim rastin e njé fémije 6 vjecar mashkull gé ka patur dy shtrime né spital né
periudhén prej vitit 2012 deri né vitin 2016. Pacienti paragitet me temperaturé té larté (38 °C), té vjella, diarre dhe
dhimbje barku. Nuk kishte anamnezé me dhimbje té fytit dhe ethe. I éshté administruar transfuzioni me eritrocite
dhe plazmé dhe jané monitoruar shenjat vitale dhe funksioni renal. Verotoksiné nuk u gjet. Testi gjenetik nuk
tregoi mutacione té réndésishme.

Pérfundim: Té marra sé bashku, té gjitha rezultatet dhe natyra e sémundjes, éshté pérshkruar si sindromi
uremik hemolitik atipik shkaktuar nga faktoré té panjohur predispozues.
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UDHEZIME PER AUTORET

Kéto té dhéna jané né pajtim me
“Kérkesat uniforme pér Doréshkrimet e Pranuara né
Revistat Biomjekésore”
Dokumentin komplet mund ta gjeni né wwuw.icmje.org)
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Prof. Dr. Azis K. Pollozhani,
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Artikujt pér t'u botuar né Medicus do té recensohen.
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These guidelines are in accordance with the
“Uniform Requirements for Manuscripts Submitted
to Biomedical Journals”

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

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

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

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

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

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

Aziz K. Pollozhani, MD. PhD

Editorial Office, Str. 50-ta Divizija, No 6, 1000
Skopje,

Email: medicus.shmshm@gmail.com

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

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

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

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

Articles to be published in Medicus will be peer-reviewed.
The editorial board will take into account the reviewer’s
comments and may then promt the author for changes or
further work.
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gjetjet pérfundimtare (té dhénat dhe réndésia e tyre statistikore,
nése éshté e mundur), dhe konkluzionet kryesore. Vini theksin
mbi aspektet e reja dhe té réndésishme té studimit apo vrojtimit.
Nén abstraktin indentifikoni dhe shkruani fjalét kyqe: 3-5 fjalé
apo fraza té shkurtéra qé do té ndihmojné né paisjen me tregues
té punimit dhe publikimit té abstraktit. Pérdorni terme nga lista
e Index Medikus pér Néntituj Mjekésor (Medical Sub-Headings
[MeSH]); nése nuk ka term té pérshtatshém né MeSH pér disa terme
té reja, mund té pérdorni termet e dhéna.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

If a particular method used is well known then there is no need
to give a complete description. You can reference the paper in



Ay

pérmendni ndonjé modifikim/ndryshim qé keni béré. Jepni arsyet
pér pérdorimin e tyre dhe vlerésoni kufizimet e tyre. Né fund,
pérshkruani se si i keni analizuar té dhénat tuaja, duke pérfshiré
metodat statistikore dhe pakon programore qé keni pérdorur.

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

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

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

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

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

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

Information for authors I

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Shénoni té gjithé autorét kur jané gjashté e mé pak; kur jané
shtaté ose mé tepér, shénoni tre té parét, pastaj shtoni “et.al.”
Pas emrave té autoréve shkruhet titulliiartikullit; emri i revistés
ishkurtuar sipas ményrés sé Index Medicus; viti i botimit; numri
i véllimit; dhe numri i fages sé paré dhe té fundit.

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

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

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

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

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

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

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

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

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

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

Artikujt e revistave:

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

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

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

Librat dhe tekste tjera:

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

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

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

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

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

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

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

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

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

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

8. Legjendat pér Ilustrimet (Figurat)

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

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

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

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

Books and other monographs:

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

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

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

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

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

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

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

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

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

8. Legends for Illustrations (Figures)

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