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Betimi i Hipokratit

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

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

Né ushtrimin e profesionit ndaj té sémurit tek uné nuk do té ndikojé
pérkatésia e besimit, e nacionalitetit, e racés, e politikés, apo pérkatésia
klasore. Qé nga fillimi do ta ruaj jetén e njeriut né ményré apsolute. As
né kushtet e kércénimit nuk do té lejoj té keqpérdoren njohurité e mia
mjekésore qé do té ishin né kundérshtim me ligjet e humanitetit. Kété

| premtim po e jap né ményré solemne e té liré, duke u mbéshtetur né

"-' nderin tim personal.
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The Oath of Hippocrates

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

% entering medical practice, I do solemnly pledge myself to consecrate
¥ my life to the service of humanity. [ will give my teachers the respect
Ei,, and gratitude which is their due. I will practice my profession with

| o)

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

IA 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 . -
contrany to the laws of humanity. I make these
prorrz{"s'-és solemnly, freely and upon my honor
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Mjekésia e personalizuar- paradigmeé e re pér
shéndetésiné e shekullit XXI

mjekésisé qé pérdor profilin gjenetik té njé individi pér
té vendosur hapat e metejmé qé duhet ndérmarré pér
parandalimin, diagnostikimin dhe trajtimin e sémundjes.

Pérkundér arritjeve né drejtim té njohurive sa mé té sakta pér
pér té kuptuar sa mé thellésisht ¢fagjen e sémundjes né erén
post-genomike, akoma shumica e barnave jané efikase vetém
né njé numér té limituar té pacintéve. Nga perspektiva klinike,
pérzgjedhja e terapisé bazuar né metodologjiné shkencore deri
tani té njohur dhe né vecanti vendimi se cilin ilac pér cilin
pacient duhet pérdorur ose si duhet kombinuar ato, akoma
mbeten sfida té médha. Synimi pér té pasur mundési trajtimi
dhe intervenimi mé efikas té destinuara pér individé ose
grupe té caktuara individésh me fenotipe té njéjta molekulare,
mbetet i papérmbushur pér shkak té reakcionit té ndryshém
té individéve. Sot né mjekési, zakonisht vendimin pér trajtimin
e sémundjes e b&jné mbi bazén e eksperimentimit klinik dhe
“strategjisé sé gabimit” deri sa té gjejné trajtimin adekuat mé
efektiv pér pacientin e tyre.

Kjo qasje, sipas shumé té dhénave, ka rezultuar me efikasitet
té dobét té shumé barnave. Pérvec qé éshté treguar si njé
ndér shkaktarét pér rezistencén né rritje té rezistencés
antimikrobiale, metodologjia aktuale e pérzgjedhjes se
terapisé ka shkaktuar edhe uljen e efikasitetit terapeutik edhe
té shumé barnave tjeré dhe sidomos té atyre pér trajtimin e
sémundijeve degjenerative, tumoreve etj. (éshté konstatuar se
65% e grave shkaktojné rezistencé pér Tamoxifenin si rezulat
i strukturés sé ndryshme gjenotipale). Réndésia e madhe e
njohurive pér strukturén gjenetike té tumoreve me géllim

té pérshtatjes sé terapisé sa mé adekuate, ka determinuar
edhe zhvillimin e njé fushe té vecanté né kété drejtim -
Oncogenomics.

Me mjekési té personalizuar, kéto trajtime mund té jené té
pérshtatura né ményré mé specifike pér individin duke dhéné
njé pasqyreé té pérbérjes gjenetike té tij dhe késhtu duke
pérshatur terapiné né pérputhje me gjenotipin e tij. Gjenomi
personal pér ¢cdo individ do t'u mundésojé mjekéve qé té kené
informacion mé té detajuar mbi strukturén e tij gjenetike qé
do té behet bazé pér vendimmarrije né aplikimin e terapisé
pér sejcilin person vec-e-vec. Pérvec efikasitetit terapeutik,
kjo formé e pércaktimit té barnave do té keté edhe efektet e
veta edhe né ¢cmimin e trajtimit té sémundjeve (cost-benefit).
Pra, sikurse edhe éshté e shkruar né njé artikul té publikuar
né Pharmacogenomics me titull “Premtimi i Mjekésisé sé
personalizuar”, ku thuhet: "...terapi, me barin e duhur, me
dozé té duhur dhe pér pacientin e duhur" duke i pérshkruar
késhtu mundesité e reja qé hap mjekésia e personalizuar gé
padyshim paraqet njé paradigmé té re né mjekésiné e shekullit
21.

Bazuar mbi té dhénat e shumta dhe kredibile nga Institucionet
ndérkombétare shkencore sikurse jané: International Cancer
Genome Consortium, Intrnational Human Epigenome
Consortium dhe té tjera, né kuadér té Programit pér
hulumtime shkencore té BE-sé, HORIZON 2020, né vitet

qé vijné do té realizohet njé hulumtim né té gjitha vendet e
Evropés, duke synuar stratifikimin e grupeve pérkatése té

l | Mjekésia e personalizuar éshté njé praktiké e re e

Personalized medicine - new paradigm for the
health of the XXI century

uses the genetic profile of an individual to decide the
next steps to be taken for the prevention, diagnosis and
treatment of disease.

Personalized medicine is a new practice of medicine that

Despite the achievements in terms of more accurate
knowledge to understand as deep as possible the emergence
of the disease in the post-genomic era, most drugs are still
effective only in a limited number of patients. From the
clinical perspective, the choice of therapy based on scientific
methodology known so far and in particular the decision about
which medication to which patient should be used or how

to combine them, they still remain as big challenges. Target
to have treatment options and more effective intervention
intended to certain individuals or groups of individuals with
similar molecular phenotypes, remains unfulfilled because of
different reactions of individuals.

Today in medicine, usually the decision to make the treatment
of the disease is based on clinical experimentation and "error
strategy", until they find adequate treatment and more
effective one for their patients.

This approach, according to many data, has resulted of

poor efficiency of many drugs. Besides being shown as one

of the causes for the increasing resistance of antimicrobial
resistance, current methodology for the selection of therapy
has caused the reduction of the therapeutic efficacy of

many other medicines, especially those for the treatment of
degenerative diseases, tumors etc. (it was concluded that 65%
of women cause resistance to Tamoxifen as a result of the
different genotype structure)

The importance of the knowledge of the genetic structure
of tumors in order to adapt the most appropriate therapy,
has determined the development of a particular area in this
direction - Oncogenomics.

With personalized medicine, these treatments can be adapted
specifically to the individual by providing an overview of one’s
genetic composition and thus accommodate the therapy in
accordance with one’s genotype. Personal genome to each
individual will enable physicians to have more detailed
information on one’s genetic structure that will become the
basis for a decision on the application of therapy for each
person separately. Besides therapeutic efficacy, this form of
determining the drugs will have its effects in the treatment
of drug price (cost-benefit). So, as it is written in an article
published in Pharmacogenomics entitled "The Promise

of Personalized Medicine", which states: "... therapy, with
proper medication, the right dose and the right patient" thus
describing the new opportunities that personalized medicine
opens which undoubtedly represent a new paradigm in
medicine of the 21st century.

Based on the numerous and credible data from international
scientific institutions such as: International Cancer Genome
Consortium, International Human Epigenome Consortium
and the others, under the programme of the scientific
research of EU, HORIZON 2020, in the coming years there
will be realized a research in all European countries, aiming
relevant stratification of the population groups based on

153 | Medical Journal - MEDICUS
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pupullacionit mbi bazé té gjenotipit té tyre, qé do t'i shérbejé
krijimit té metodologjisé dhe praktikave té reja klinike pér
vendimmarrjen né pércaktimin e terapisé pér sejcilin individ
(Personalized Medicine) qé me siguri gé do té jeté njé arritje
e madhe né trajtimin e sémundjeve me efekte té pritshme
pozitive pér shéndetin e njeriut dhe né drejtim té uljes sé
kostos sé tratimit si pér individin po ashtu edhe pér sistemet
shéndetésore.

Prof. Dr. A. Pollozhani

Revisté mjekésore - MEDICUS | 154
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their genotype, which will serve to create new methodology
and clinical practices for decision-making in determining the
therapy for each individual (Personalized Medicine) that will
certainly be a great achievement in the treatment of diseases
of expected positive effects on human health and in direction
of reducing the cost of treatment for the individual as well as
for the health systems.

Prof. Dr. A. Pollozhani
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ABSTRACT

Objective: The aim of the study was to investigate the association between follicle-stimulating hormone receptor
(FSH) polymorphism at position 680 and pregnancy rates in women in the oocyte donation program (IVF-ET).

Materials and Methods: This research was conducted in the period from March 2011 to February 2013 in a
group of 42 women who entered the IVF procedure. The group of 42 women was composed on 21 women who
were donor oocytes and the same number (21) embryo recipient who underwent IVF clinic, IVF CENTER, in Peja
Republic of Kosovo. All donors underwent controlled ovarian stimulation (n=21) using rFSH in a ,,long protocol,,
and receiving a GnRH agonist triggering. Basal FSH, LH, E2 concentrations, taken on day 2 or 3 of the menstrual
cycle, were measured routinely in our biochemical laboratory. FSHR polymorphism was examined by polymerase
chain reaction (PCR). Women from all groups were classified based on polymorphisms at Position 680, occupied
either by asparagines (Asn) or serine (Ser) as Asn/Asn, Asn/Ser, and Ser/Ser genotype.

Result: In total (n=42) women the frequency distribution FSHR genotypes was; 30.9 % for the Asn/Asn variant,
40.4 % for the Asn/Ser variant, and 28.5% for the Ser/Ser variant. Differences in the AFC were observed between
the genotypes 12.3 + 47 Asn/Asn, 11.2 = 2.7 Asn/Ser, 10.5 = 2.5 Ser/Ser, with a statistical significance (P 0.001). The
basal levels of FSH were significantly higher in Ser/Ser group (7.61+3.21 mIU/ml) versus to those of the Asn/Asn
(5.20 £ 2.65 mIU/ml).The overall pregnancy rate for all patients who entered the program of IVF / ET were 30.9%
(42/13).

Conclusion: FSH receptor polymorphism is associated with different ovarian response to controlled ovarian
stimulation (COS), but is not an important factor in increasing the degree of pregnancy.

Keywords: Follicle-stimulating hormone receptor, ovarian response, ovarian stimulation, polymorphisms.

INTRODUCTION Knowing that there is a high risk of a poor outcome of
Evaluation of ovarian reserve has been the focus of the IVF treatment may help physicians as well as patients
much clinical research over the past several years (1). decide to withdraw from IVF treatment and to search
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for alternatives, such as adoption or oocyte donation.
To prevent patients from being wrongly assigned to poor
prognosis group, the markers that will be used for the
prediction of a poor prognosis need to be highly specific.
Assessment of ovarian reserve is valuable to determine
stimulation protocols and predicting ART outcome.
Many tests have been evaluated to predict cycle outcome.
(2,3, 4,5,). None of the tests has a 100% sensitivity and
specify used for poor ovarian response prediction. In
order to increase the prognostic reliability of each test,
combining the ovarian tests may be considered. A scoring
system using the combination of age, AFC, basal FSH,
basal AMH, E2 and inhibin B developed by Muttukrishna
et al.(6) predicted the ovarian response more accurately
than each of the parameters alone. Despite attempts to
standardize COH regimens for women undergoing ART
procedures, we commonly experience either low ovarian
response or ovarian hyper stimulation syndrome (OHSS)
even in those with smile endocrine profiles (7). This
individual variability in ovarian response necessitates
the identification of predictive markers of ovarian
hyper-or hypo response of corresponding COH cycles,
which would be of a clinical value in ART programs (8,
9, 33, 34). Differentiating clinical profiles; prediction
good responders, poor responders, and hyper responder.
During recent years, it has become evident that genetic
factors could explain the differences between individuals
in terms of drug response. These differences are due to
sequence variants in the genes encoding drug targets.
In the future, the treatment of a patient could be based
on her individual DNA. Presently, even though the
biological response to any given drug may be influenced
by hundreds of genes, progress is being made in the
identification of specific genetic variances, called single
nucleotide polymorphisms (SNPs) that can predict the
safety and effectiveness of certain drugs in individual
patients (10). Polymorphisms are little genetic changes
are responsible for individual variations and, new insights
have been gained in the investigation of the variability
in the gene that encodes hormones and receptors of
human reproduction (11) In the field of reproductive
health, hormonal and functional biomarkers are more
established as tools to predict ovarian response, but
in the future, genetic biomarkers may well be the best
predictive tool to guide individualized treatment. Genetic
traits that influence fertility may not have visible clinical
signs or abnormalities. If a patient’s genetic profile also
diminishes her response to fertility treatment, the failure
to consider the genotype when designing the treatment
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consequently leads to a suboptimal treatment strategy.
For example, a subset of young, normogonadotrophic IVF
patients may produce an adequate number of retrieved
oocytes and normal estrogen levels, but not respond to
COS as anticipated. These women require high doses
of FSH over long treatment periods and, despite good
prognostic indicators, have low implantation and
pregnancy rates ( 12, 13, 14, 15). One possible reason for
this hypo responder ‘normal’ population is that they may
have a genetic predisposition to a reduced sensitivity to
FSH. Follicle-stimulating hormone (FSH) is a key factor
in human reproduction. FSH and its receptor (FSHR) play
a major role in follicular development and regulation of
steroid genesis within the ovary. One possible reason for
this hypo responder ‘normal’ population is that they may
have a genetic predisposition to a reduced sensitivity to
FSH. Follicle-stimulating hormone (FSH) is a key factor
in human reproduction. FSH and its receptor (FSHR) play
a major role in follicular development and regulation
of steroid genesis within the ovary (16). The FSHR gene
is localized on chromosome 2p21 and spans a region
of 54 kb. It consists of 10 exons (17, 18). Hyposensitivity
to FSH may also be caused by a genetic variant of the
FSH receptor. Two FSH receptor variants that have
SNPs in the coding region have been identified and
well characterized (19). The SNP known as the Serine®?
(Ser®) variant causes the replacement of Asn with Ser
at the 680 position, which is located in the intracellular
domain of the FSH receptor protein (13). The second
receptor variant, known as the Alanine3”’ (Ala’”) variant,
is generated through substitution of threonine (Thr)
with Ala at the 307 position, located in the extracellular
domain of the FSH receptor (14). There is a very strong
linkage disequilibrium between the two SNPs. This
means that women who possess Thr® nearly always
have Asn®® present on the same allele, and women who
have Ala3 have Ser®® on the same allele (19). The clinical
picture of the differences in sensitivity to FSH in patients
who have assisted reproduction procedure is the starting
point for our study in which we tested the hypothesis
that different variants of the FSH receptor position 680
are responsible for the differences in FSH sensitivity and
clinical pregnancy between donor oocytes women and
recipient women.

PATIENTS AND CLINICAL ANALYSES

This research was conducted in the period from March
2011 to February 2013 in a group of 42 women who entered
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the IVF procedure. Women were prospectively recruited
in this study who underwent IVF clinic, IVF CENTER, in
Republic of Kosovo. All patients were resident in Kosovo
Dukagjin region. The group of 42 women was composed
on 21 women who were donor oocytes and the same
number (21) embryo recipient. Their mean + SD (range)
age of the donor group of women was 28.3 = 2.8 (25-30)
years, while the recipient groups of women, mean + SD
(range) 42.7 + 3.1 (41- 44 ) years.

Inclusions / Exclusions criteria. All women included
in the study gave their written consent for donation
oocytes, peripheral blood collection and suitable for
molecular analysis and other hormonal analysis. Our
clinic follows these criteria inclusive donor women. In
this study selected only infertility in women as donor
groups which are in the ART program exclusively for
male factor infertility. They must be aged between 25 and
30 years of age to have a regular menstrual cycle (16-30
days), all patients had functioning ovulation, normal body
mass index (BMI) (18-25 kg/m?), not history of endocrine
disease, and not use drugs or oral contraceptives for at
least 3 months before study entry, no family history of
inherited diseases, undergo a complete gynecological
examination, microbiological tests, karyotyping and
screening for infectious diseases such as HIV, hepatitis
B and C. Patients with polycystic ovary syndrome,
endometriosis or a previous history of ovarian surgery
were excluded from this study. Inclusion criteria
recipient women obviously elevated levels FSH >25-44.0
mlU/ml. For each patient the following variables were
recorded: age, body mass index (BMI), inter-menstrual
interval, basal (day 3 of the menstrual cycle) FSH, LH,
Prolaktin, E2, Progesteron and TSH, antral follicle count
(AFC). Genetic analysis of this research was conducted
at the Department of Medical Biochemistry, Faculty of
Medicine, University of Prishtina. The study was approved
by the Ethical Committee Faculty of Medicine, University
of Prishtina and written informed consent was obtained
from all participants.

Hormone assays. Basal FSH, LH, E2 concentrations,
taken on day 2 or 3 of the menstrual cycle, were measured
routinely in our biochemical laboratory in IVF CENTER.
Serum concentrations of FSH and LH were measured
by immunofluorometric assay (Amerlite: Ortho-Clinical
Diagnostics. Amersham, United Kington), where serum
Estradiol levels were measured by radioimmunoassay
(RIA) provided by Diagnostic Products Corp, (Los Angeles,
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CA), as described elsewhere (Imami et al., 2000). Intra-
and interassay coefficients of variation were less than 3%
and 8% for FSH, less than 5% and 15 % for LH, less than 5%
and 7% for E2.

DNAisolation and analysis. From each patient 10 ml venous
blood was drawn with EDTA addet as anticoagulant.
Genomic DNA was extracted from venous blood using
phenol/chloroform method as described by Medrano et
al.,(1990). The FSHR polymorphism at position 680 was
determined by polymerase chain reaction-restriction
fragment length polymorphism ( PCR-RFLP) analysis.
PCR amplification of the two DNA portions containing
SNP at nucleotide positions 919 and 2039 within exon 10
of the FSHR gene were performed according to Gromoll
et al (2000).PCR reaction mixture contained 0.1 ug of
genomic DNA,0.4Um of each primer:(upstream5 TTT GTG
GTC ATC TGT GGC TGC3’; downstream5’AAA GGC AAG
GAC TGA ATT ATC ATT3’), 1.25u of Taq polymerase, 1.5
mm of MgCI2, and 200um of dNTP. Following an initial
denaturation step at 94 0C for 5 min, samples were
subjected to 30 rounds of PCR. Products were digested
with 2IU of restriction enzyme BSrl (New England
Biolabs, USA) followed by electrophoresis on 2 % agarose
gel, and the digested products were identified using
ethidium bromide staining. Uncleaved band indicated the
asparagines homozygote (Asn/Asn), cleaved bandes the
serine homozygote (Ser/Ser), and simultaneous cleaved
and uncleaved bands the hetrozygote ( Asn/Ser).

Ovarian stimulation Protocol. Controlled ovarian
stimulation was induced in 21 donors women with
the standard “long” protocol, includes a subcutaneous
injection of a highly purified GnRH agonist, daily
tretment with 0.4 mg Suprefact (Suprefact, Aventis
Pharma,Germany) at mid luteal phase (on day 21 of the
preceding cycle of stimulation cycle), and continued until
down regulation of pituitary ovarian axis occurs which
was detected by ultrasonography in the form of thin
endometrium without ovarian activity or by occurring of
menstruation, and continued until onset of menstruation,
at that time the dosage was decreased to 0.20 mg daily,
this continued until the day of the human chorionic
gonadotrophin (hCG). Recombinant FSH (Gonal-F, Serono,
Switzerland) was used for COH. Exogenous recombinant
FSH was administered in daily doses (225-300 IU), varying
from three to four ampoules, depending on the patient’s
previous or anticipated response, age, basal FSH, antral
follicle count (AFC) and body mass index (BMI). Ovarian
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response to rFSH was monitored by transvaginal US,
serum E, measurement every third day from day 7 after
the beginning of ovarian stimulation. Ovulation was
triggered giving 10,000 IU hCG (Pregnyl®; NV Organon,
Netherlands) when at least two follicles attained 18-20
mm in diameter and oocyte retrieval was performed
34-35 hours after hCG injection by transvaginal guided-
ultrasound follicle aspiration under mild sedation and
analgesia. Luteal support was provided with progesterone
(Utrogestan®; Besins International, Montrouge, France)
initiated after oocyte aspiration and extended until
the 8th week of pregnancy or until the initiation of
menses. The intra cytoplasmic sperm injection (ICSI)
was performed according to conventional protocol(Jun et
al.,2006). Up to three embryos were transferred on the
third day after retrieval.

Endometrial preparation for embrio transfer in recipient
women. All oocyte recipients were undergoing hormone
replacement therapy. Women with ovarian activity
received in the luteal phase of their previous cycle either
birth control pills or, includes a subcutaneous injection
of a highly purified GnRH agonist daily tretment with
0.5mg Suprefact (Suprefact, Aventis Pharma,Germany).
In contrast, menopausal patients were treated with
a sequential regime of estrogen and progesterone
(Utrogestan 200 mg; Seid, Paris, France), a month before
the real treatment. Oral estradiol valuate (Progynova;
Schering, Spain, Madrid,Spain ) were increased as
follows:2 mg/d for the first 8 day of treatment, 4mg/d
for the following 3 day, and 6mg/d until a pregnancy test
was performed after embryo transfer or until vaginal
spotting was identified, in which case the cycle would
have been cancelled and would not have been included
in the study. After 13 days of E2 valuate administration,
the endometrial thickness and pattern were tested. If a
trilaminar pattern was observed in an endometrium with
a thickness of 7mm or more, the aforementioned dose of
E2 therapy was continued at least until the pregnancy
test was performed 2 weeks later. If the endometrium
was not seen to be sufficiently developed, the doses of
E2 valuate were increased to 8mg/day or four patches.
From the day of oocyte retrieval until the pregnancy
test was performed, 600 mg of micronized progesterone
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(Utrogestan 200 mg; Seid) were administered vaginally
daily.

STATISTICAL ANALYSIS

Statistical analysis was performed by a commercially
available software package ( SPSS Inc, Chicago, IL).
Data were analyzed for normal distribution . Data are
presented as the mean (+ SD) if distributed normally or
as the median and range if distributed non-normally.
To detect differences between grupes, Mann-Whitney
or Krukskal-Wallis tests were used if data were not
normally distributed. Multi linear regressions were used
to evaluate the association of basal hormones levels, type
of polymorphism, total rFSH dose, number of follicles,
mature oocytes , fertilization and pregnancy rate.
Pvalues 0.05 were considered statically significant.

RESULTS

Table 1 shows the general and clinical characteristics of
the donors women; no differences were observed in the
donor age 26.5 = 2.8 Asn/Asn, 28.2 = 5. 4 Asn/Ser and 28.5
+ 3.4 years Ser/Ser ( P = 0.148). Not statistically significant
difference was observed among three groups in BMI (kg/
m?). Differences in the AFC were observed between the
genotypes 12.3 = 4.7 Asn/Asn, 11.2 + 2.7 Asn/Ser, 10.5 +
2.5 Ser/Ser, with a statistical significance (P = 0.001).
As shown in Table 1; the overall frequency distribution
was 33.8% Asn/Asn variant, 42.8% Asn/Ser variant, and
23.8% Ser/Ser variant. The basal levels of FSH were
significantly higher in Ser/Ser group (7.61+3.21 mIU/ml)
versus to those of the Asn/Asn (5.20 + 2.65 mIU/ml) (P =
0.001). However, not statistically significant difference
observed among three groups in these parameters: basal
LH, estradiol levels, and FSH, LH, E2 levels after down
regulation. Differences in the Estradiol levels on the
day of the hCG administration were observed between
the genotypes; Asn/Asn group 1880 + 162 pmol/I versus
to those of the Ser/Ser 1450 = 158 pmol/l (P= 0.001). The
gonadotropin doses correlated with the genotype in the
FSHR polymorphism; women from the Ser/Ser group
required significantly more gonadotropin (1825 + 150 IU)
compared with the other groups 1570 + 65 IU for Asn/Asn
and 1600 = 150 IU for Asn/Ser (P = 0.001).
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Table1l General and clinical characteristics of donor women in relation to the FSHR genotype
FSHR genotype Asn/Asn Asn/Ser Ser/ Ser P value
%, (n) 33.3% (n=7) 42.8% (n=9) 23.8% (n=5)

Female age(years) 26528 282+5.4 285+34 ns
BMI (kg/m2) 233+29 27+25 24+23 ns
AFC (antral folicul count) 123+47 11.2+27 10.5+25 0.0001
Basal FSH (mIU/ml) 5.20 £ 2.65 6.10 £+ 2.09 761 =321 0.001
FSH leveles after down regulat (mIU/ml) 3.96 +1.14 4.08 £1.32 443 +1.24 ns
Basal LH (mIU/ml) 4.96 = 0.81 418 = 2.07 437+ 2.61 ns
LH leveles after down regulat (mIU/ml) 2.35+1.22 204148 3.07 £1.06 ns
Basal E2 (pmol/]) 60.45 +13.20 5723+ 18.10 52.84 £ 11,18 ns
E2 leveles after down regulat (pmol/l) 29.94+15.50 26.80+12.60 20.91+9.50 ns
Total rFSH dose (IU) 1570 + 65 1600 + 75 1825 + 150 0.0001
Peak E2 at hCG day (pmol/1) 1880 + 162 1760 + 132 1450 + 158 0.0001

*Data are presented as mean * SD; **Using student t-test , ns= not significant

The number of oocytes retrieved ten dent to be different
among FSHR genotype grupes. The Ser/Ser group (8.4 +
0.6) showed fewer oocytes compared to the Asn/Asn group
(10.5 + 1.0) and Asn/Ser (9.5 + 0.55) (P 0.160). No difference
was found between the three groups, either, in terms
of fertilization rate, high quality embryos, endometrial
thiknes at hCG day and number of embryos transferred
(Table 2). In addition, the clinical pregnancy rates per
embryo transfer in the Asn/Asn group were more than
other two groups but the difference was not statistically
significant (Table 2).

Table 2. The clinical characterisric of donor ovarian

Table 3. Shows the age and clinical characteristics of
the recipient women were observed and distribution
of FSHR genotype. No difference were observed in the
recipient women age; for Asn/Asn 42.7 +3.8 for Asn/Ser
43.2 = 2. 4 and 43.8 + 4.2 years for Ser/Ser (P = 0.590).
No difference was found between the three groups, in
endometrial thiknes at hCG day and number of embryos
transferred. There were no significant differences with
clinical pregnancy. The clinical pregnancy rates per
embryo transfer in the Asn/Ser group were more than
other two groups but the difference was not statistically
significant (P= 0.408).

stimulation data in relation to the FSHR Table 3. Clinical characteristics of the recipient
genotype woman and cycle outcomes to donor eggs
genotype
FSHR genotype Asn/Asn | Asn/Ser | Ser/Ser | P value
3% 8% 8% FSHR genotype Asn/Asn | Asn/Ser | Ser/ Ser | P value
%, (n) i o) 5y o 285% | 380% | 33.3%
(n=7) 0=9) | (n=5) %, (n) m=6) | Mm=8) | [m=7)
E’;’t-roii‘v)gg“es 105+1.0 | 95055 | 84+06 | 0.160 Female age(years) 427+38|432+24(438+42| 0590
No.of fertilized Endometriale
0.0t tertifize 6.5+051|62+0.39 [60+028| 0858 | |thicknessathCGday |105+15]| 9.0¢15 | 9515 | 0492
oocytes (mm)
Fertilization rate (%) |619+35(652+28| 71.4+5.2 | 0.492 No of transfer embryos 2.0 20 20 0.000
No.of emb Clinical pregnancy 33.3% 375% 14.2%
daya SO 1624031 | 612039 (602028| 0843 | |rate per transfer %, )| -2 | -3 | [l | 408
. Data are presented as mean * SD. Using student t-test and Chi-
thicknessat hCGday | 95=17 | 9416 | 91+13 | 0312
mim, .
(mm) As shown in Table (4);In total (n=42) women the overall
2‘31 §£ tggl(l);f?fa . 20 20 20 0000 | frequency distribution FSHR genotypes was; 30.9 % for
Y v the Asn/Asn variant, 40.4 % for the Asn/Ser variant, and
Clinical pregnancy 428% | 333% | 400% | (0y7 | 28.5%forthe Ser/Servariant. The clinical pregnancy rates
rate per transfer %, (n)| (n=3) (n=2) (n=2) : .
per embryo transfer in the Ser/Ser group were low than

Data are presented as mean * SD.Using student t-test* and Chi-
square test**

other two groups but the difference was not statistically
significant.
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Table 4. Distribution of FSHR genotypes in all
patients, and outcomes pregnancy rate
according to FSHR genotypes

FSHR genotype Asn/Asn | Asn/Ser | Ser/Ser | P value
- 0 30.9% 40.4% 28.5%
Total (n=42), % (n=13) (n=17) (n=12) ns
Clinical pregnancy
rate per transfer 38. 4% 29.4% 25% ns
between %, (n) FSHR (5/13) (5/17) (3/12)
genotype variant

The overall pregnancy rate for all patients who entered
the program of IVF / ET were 30.9% (42/13). These results
are not statistically significant between the donor and
recipient women;. 33.3% vs. 28.5% (21/7 vs. 21/6).

DISCUSSION

Success controlled ovulation during assisted reproductive
procedure depends on the application of the hormone
FSH. Due to the lack of predictive parameters large
number of expensive ampoules of FSH used in IVF clinics
for ovulation induction, treatment carries the risk of
excessive and clinical consequences (20, 21). The goal of
treatment is to get FSH sufficient number of eggs capable
of fertilization. Clinical studies have shown, however,
that patients react differently to FSH stimulation. While
some patients have a relatively low dose of FSH required
to produce a sufficient number of eggs, other patients
need to be stimulated with high doses of FSH in the same
results in terms of a sufficient number of oocytes (22).
Depending on the amount of FSH patients can be classified
as a good response (low dose FSH ) and poor response
(high dose FSH ) (23). Should adjust the dose stimulation
phase in time, so that a sufficient number of eggs do not
cause excessive represents a major problem in IVF
treatment. Thus, it was found that the response of the
patient to FSH stimulation, depending on the allelic
variant of the FSH receptor (14, 24, 34). The individual
amounts of FSH that can determine FSH receptor variant
patient . Because of these results can be expected in the
future analysis of genetic variants region FSH receptor is
determined to play an important role in planning
ovulation treatment. The ovarian response to FSH
stimulation relies on the interaction of hormones with
the membrane receptor (FSHR) in granulose cells
abnormal answer depends on the proper the molecular
structure of the hormone, receptor, and factors
associated with their interaction (25). Defective genes
FSH and its receptor may lead to resistance of the ovary,
and therefore, the genotype may be fun to play a
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fundamental role in determining the physiological
response to FSH stimulation (26). Mutations in the
receptor gene can result in amino acid changes that affect
the function of mutations conferring resistance to the
complete FSH (27), as well as partial loss of function of
FSHR were identified (14, 23), and that their frequency
may vary among different ethnic groups. We found
differences in distribution of the different FSH receptor
genotypes between normo-ovulatory patients and hyper
gonadotropic anovulatory patients. The resultes of our
study in a proven infertile Albanian population show a
prevalence results of the Ser/ Ser variant similar to that
in anovulatory infertile women, with a significantly lower
proportion of the hetrozygote form. The FSH receptor
variants Ser/Ser 680 were significantly more prevalent
among hyper gonadotropic anovulatory patients
(recipient patients). Earlier reports failed to establish
differences in prevalence of FSH receptor genotypes in
fertile and infertile women (28). A higher proportion of
the Ser / Ser variant in infertile women has also recently
been reported by Laven et al., who in a study of 30 normo
ovulatory and 148 normo gonadotropic anovulatory
infertile women found a significant increased prevalence
of the Ser /Ser variant in the anovulatory infertile women
(40 vs.16%). Gromoll et al (11) reported in a population of
161 ovulatory women a FSHR distribution of 29% in the
Asn/Asn group, 45% Asn/Ser and in Ser / Ser groups 26%.
Sudo et al, reported in a population of 522 Japanese
women an overall frequently of Asn/Asn, Asn/Ser, and
Ser/ Ser of 41%, 46.9%, and 12.1%, respectively ( 29). The
FSH receptor polymorphism combination Ser/Ser was
associated with higher basal FSH levels compared with
the Asn/Asn 680 and Asn/Ser variants. This might
indicate that the Ser/Ser FSH receptor polymorphism is
associated with decreased FSH sensitivity. In a recently
published prediction model, the individual FSH response
dose during ovulation induction therapy was determined
in part by the initial basal FSH serum concentration.
Lourtradis et al.,(10, 30), reported that good responders
are more often the Asn/ Ser type and in addition, the Ser/
Ser variant might be related to higher serum FSH levels,
while the Asn/ Ser is related to lover FSH levels. Although
we have a found a subtle elevation of basal FSH levels in
patients carrying the Ser 680 allele, like other authors.
These data suggest that the pituitary produces steadily
more FSH in the Ser/Ser group. Our data show that 3 FSH
levles are much higher in the subgroup of Ser/Ser
compared to the Asn / Asn and Asn / Ser (761 + 3.21 vs.
5.20 + 2,65 and 6.10 = 2.09 ), Ser / Ser homozygous groups
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require higher total doses of gonadotropins to achieve
multiple follicular development in relation to the other
two groups ( Asn /Asn and Asn / Ser at position 680 ).
Perez - Mayorga et al (14) also suggested FSHR genotype
plays a fundamental role in determining the physiological
response to FSH stimulation and that subtle differences
in FSHR could fine tune the action of FSH in the ovary . In
a study conducted in 161 young ovulation ( <40 years )
women undergoing IVF treatment, significant differences
in the number of ampoules of FSH to achieve an adequate
response has been observed. It was found that this
observation may be associated with genotype FSHR
patient , this type of polymorphism. Behre et al (23) also
carried out , a randomized controlled trial to further
study this observation and found that Ser / Ser homozygous
group results in lower levels of estradiol after stimulation.
This lower FSH receptor sensitivity can be overcome hy
high doses of FSH in the trial patients . From our results
showed differential estradiol response to FSH caused by
the SNP at codon 680 FSHR gene. In this study, the same
dose of FSH in COH resulted in significantly lower serum
estradiol levels in women with alleles Ser Ser at position
680 variants compared to women with Asn/ Asn and Ser
/ Servariants. This reaction can be overcome by increasing
the dose of FSH lower ( Table 1). Higher levels of FSH and
estradiol levels reduce associated with regression of the
corpus luteum occurred earlier in women with Ser680/
Ser680 genotype . Therefore , before the reduction of
ovarian hormone feedback Ser680/Ser680 women appear
not only encourages early increase in FSH levels at a
constant level during the follicular phase . The results of
this study have important evolutionary implications . In
fact , the amino acid asparagines at position 680 in exon
10 in the FSH receptor is highly conserved in other species
and in humans, but is now replaced by serine is detected
(31). This would mean Ser680 genotype recently appeared
in evolution. The emergence of Ser680 genotype in today
about 40 % of all human allele shows a strong evolutionary
pressure This variant , which can not be explained by
mere reproductive advantage . Despite the differences in
the levels of estradiol , there is no significant difference
in the number of follicles or download oocytes ,
fertilization rate , cumulative embryo score and
pregnancy rates , which means that , in accordance with
existing protocols , FSH may have overdosed in some
women , so putting them on the risk of OHSS , which
indirectly depends on excessive FSH stimulation . This
study is based on a very limited number of cases continues
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to be an isolated observation awaits confirmation in a
larger number of samples in the women’s Albanian
population. Women in Kosovo society in the last 10-15
years are delaying childbearing to pursue educational
and vocational goals putting you at risk for age related
infertility. From our results suggest that higher levels of
endogenous FSH required to achieve a physiological
ovulation in Ser680/Ser680 holder genotype . Our results
show that there is no evidence of differences degree
clinical pregnancy in women with different
polymorphisms, unlike some of the early studies that
provide a greater degree of clinical pregnancy in a variant
polymorphism. We found absolutely no difference in
others authors like number; of antral follicles, mature
pre ovulatory follicles, number of oocytes retrieved,
fertilization rate and number of embryos. By today’s
publications give different results on whether variations
in the FSHR is associated with the rate of pregnancy in
women during IVF / ET procedures (3, 22, 25, 30, 31,32, 33,
34) . Our data suggest that there is no difference between
genotypes in the degree of clinical pregnancies in women
during stimulation in IVF / ET. Obviously , the pregnancy
rate is influenced by many factors other than FSHR and
other markers ( 35, 36, 37,). We found in this study that the
outcome of the cycle is strongly associated with the
quality of the embryo and the day of embryo transfer.
Oocyte donation best model to estimate the determinants
of stimulation and embryo implantation potential. Older
people donated eggs are demographically different from
yonger donors who are often young, often have cases that
are divorced and remarried, and spends most successful
professional career. Donor young women of the same age
with normal ovarian function and , in our program of
donating eggs ( with primary infertility , with male factor
infertility ).

CONCLUSSION

In conclusion, this study shows, the Albanian population
that FSHR polymorphism at position 680 may be
associated with different ovarian response to COH,
but is not an important factor in increasing pregnancy
rates. These studies suggest that, in the future, it might
be possible to tailor FSH therapy to the patient’s genetic
background, and therapy adjust the doses and the timing
of stimulation. This would be of particular benefit in the
treatment of older women, who cannot afford any delay
in their race against the bhiological clock.
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ABSTRAKT

Objektivi: Qéllimi i studimit ishte pér té studiuar lidhjen mes té polimorfizmit té receptoréve pér hormonin
folikulo stimuluese (FSH) né pozicionin 680 dhe normat e shtatzénisé té graté né programin e dhurimit oocyte
(IVF-ET).

Materialet dhe Metodat: Ky hulumtim éshté kryer né periudhén nga Marsi 2011 deri né Shkurt 2013 né njé grup
prej 42 grave gé kané hyré né proceduré. Grupi i 42 grave né procedur té IVF ishte i pérbéré nga 21 femra gé ishin
donore té gelizave vezé té té njéjtit numér (21) marrése te embrioneve né kliniken e IVF-sé, IVF CENTER, né gytetin
e Pejés, Republika e Kosovés.

Té gjitha donatorét ju nénshtruan stimulimit ovarial té kontrolluar (n = 21) duke pérdorur rFSH mé protokoll,, té
gjaté,, dhe duke marrur njé agonist té GnRH . Vlerat basale té FSH, LH, E2, jane analizuar né ditén e 2 ose 3 té
ciklit menstrual, jané matur né ményré rutinore né laboratorin toné biokimik. FSHR polymorphism u ekzaminua
me metoden e reaksionit zinxhiror té polimerazés (PCR). Graté nga té gjitha grupet jané té klasifikuara né bazé
té polymorfizmit né pozitén e 680, e pushtuar me asparagin (Asn) ose serine (Ser) si Asn/Asn, Asn/Ser, dhe Ser/
Ser gjenotipe.

Rezultati: Nga numri total (n = 42) i grave frekuenca e shpérendarjés sé gjenotipeve té& FSHR ishte; 30.9% pér
variantin Asn/Asn, 40.4% pér Asn/Ser variant, dhe 28.5% pér variantin Ser/Ser. Dallimet né folikulet antral té
numéruara (AFC) ndérmjet gjenotipeve kané géné; 12.3 = 4.7 Asn/Asn, 11.2 + 2.7 Asn/Ser, 10.5 = 2.5 Ser/Ser, me njé
réndési statistikore (P 0.001). Nivelet basale té FSH ishin shumé mé té larta né Ser/Ser grupa (7.61 + 3.21 mIU/ml)
kundrejt atyre té Asn/Asn (5.20 £ 2.65 mIU/ml). Shkalla e pérgjithshme e shtatzénisé pér té gjithé pacientét qé
kané hyré né programin e IVF/ET ishte 30.9% (42/13).

Pérfundim: Polimorfizmi i receptorve té FSH éshté i lidhur me pérgjigje té ndryshme ndaj stimulimit te kontrolluar
ovarial (COS), por nuk éshté njé faktor i réndésishém né rritjen e shkallés sé shtatzénisé.

Fjalet kyqe: Receptoret e hormonit folikulo-stimulues, pérgjigje ovariale, stimulimi ovarial, Polymorfizmi.
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SUMMARY

Antiretroviral therapy significantly reduces transmission of HIV and has been shown to reduce mortality amongst
those living with HIV. WHO recommended that people living with HIV should start treatment at an earlier stage

Objective: The aim of this paper is to present HIV/AIDS epidemiological evidence of the Republic of Macedonia
with focus on ARV therapy, health needs and concerns of people living with HIV.

Methods: The paper is designed as a qualitative analitical cross sectional study, conducted during a period June -
November, 2014. To collect the needed informations, the second data analysis and key informant interviews were
used as methodology tools

Results: The total number of PLHIV enrolled in ARV treatment, care and support in R.Macedonia as of December
2014 is 99 (63.1%). PLHIV faced continuous stress of the lack of antiretroviral medication. Namely, the system for
supplying these medications is unsustainable and leads to delays in the procurement and exhausted reserves. The
created permanent risk of having the therapy terminated directly endangers the health and life of PLHIV.

Conclusion: Scale up of the care, treatment and support, addressing the challenges for sustainable provision of
ARV drugs as well as the capacity building on ARV treatment monitoring are necessary. The initiatives should be
made by the Health Insurance Fund of Macedonia in order to insure budget for the Clinic for infectious diseases
and febrile conditions exclusively for treatment of PLHIV.

Key words: epidemiology, ARV treatment, PLHIV, testing, counselling.

BACKGROUND

Health Organisation (WHO) launched the ambitious
target of reaching 3 million people in low - and middle-
income countries with ARVs by 2005. (4,5) Though the
target was not attained until 2007, it was seen by some
as a stepping stone to universal access. Considering the

At the beginning of the 21Ist century, very few people
in low- and middle-income countries had access to
HIV treatment. This was in large part because of the
very high prices of antiretroviral drugs (ARVs) and the
international patents that stopped them from being

manufactured at cheaper prices. (1,2,3) However, in
2001 drug manufacturers in developing countries began
to produce generic antiretroviral drugs under special
terms in international trade law. In 2003, the World

relative success of the 3 by 5 target, the international
community set another target in 2006 that aimed for
universal access to HIV treatment, prevention and care
by 2010. However, the heads of UNAIDS, UNICEF and
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WHO in 2008 conceded that most countries would not
meet the 2010 targets of 80 percent of those in need
receiving treatment. (5,6,7,8,9)

As the HIV epidemic matures, increasing numbers of
people are reaching advanced stages of HIV infection.
Antiretroviral therapy (ART) has been shown to reduce
mortalityamongst those infected and reduce transmission
of HIV. Taking all this into consideration, in 2010 WHO
recommended that people living with HIV should start
treatment at an earlier stage. These changings resulted
in an increase of the number of people considered to be
eligible for treatment in about 4.6 millions. In 2011, the
international community recommitted to the goal of
universal access and this time countries committed to
achieving it by 2015.(7,8,9) The goal of universal access is
also part of Millennium Development Goal (MDG) 6 which
includes the goal of halting and beginning to reverse the
spread of HIV/AIDS by 2015.(10)

However, although significant resources have been
allocated to the HIV response in recent years, evidence
indicates that many countries are far from achieving
universal access goals. Countries continue to face a
number of challenges in expanding and sustaining the
response to HIV. These include weak health systems, a
critical shortage of human resources and lack of long-
term sustained financing. (11,12,13)

R.Macedonia is a relatively small country from Central
WHO European region with total population of 2.022.547.
The total number of registered HIV/AIDS cases as of
December 2014 was 232 (157 AIDS and 75 HIV cases). More
than half of all HIV/AIDS cases have been reported in
the last 7 years with the biggest number of 35 cases in
2014. Most of the cases 93 (40,1%) were aged 30-39, and
the homosexual transmission became predominant
in the last 9 years. Up to now, the death rate of the
diagnosed with HIV remains at the high end, which
is explained with the fact that many of the HIV cases
have been registered at very late stage of AIDS as well as
high level of stigma and discrimination is confrontiing
people living with HIV (PLHIV). Although HIV prevalence
has remained very low, including among populations
considered most-at-risk, the presence of real limitations
in the surveillance system need to be taken into account
when interpreting the official data. R.Macedonia has
ratified all legally binding international instruments on
human rights. In addition, the country has committed
to a number of international initiatives and declarations
among which the most significant to the prevention and
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control of HIV/AIDS. The country has committed also to
the policies and legal documents of the Council of Europe
with respect to human rights protection, especially in the
health area. The aim of this paper is to present HIV/AIDS
epidemiological evidence of the Republic of Macedonia
with focus on ARV therapy, health needs and concerns of
people living with HIV. (14,15,16,17)

MATERIALS AND METHODS

The paper is designed as a qualitative analytical cross
sectional study, conducted during a period June -
November, 2014. To collect the needed information, the
second data analysis and key informant interviews were
used as methodology tools. The study was approved by the
ethics committees of the Institute of Epidemiology and
biostatistics with medical informatics, Medical faculty,
UKIM, Skopje.

The second data

The second data or existing information reviewed was
HIV/AIDS data extracted trough a review of published and
publically available governmental and non governmental
reports and national health agency web sides as well as
puplished reports of relevant international organizations
related to thisissue. Several databases(WHO, UN, UNAIDS,
ECDC, Eurostat, EMCDDA, Eurosurveillance) and country-
specific institutions (Ministry of health of R.Macedonia,
Clinic for infectious diseases and febrile conditions - CID
and Institute of Public Health) were especialy accessed to
obtain additional data particularly in the case of number
of PLHIV enrolled in HIV treatment, care and support
as well as the possibility to insign the protocol on ARV
treatment and care. Reports in languages other than
Macedonian and English were not the subject of analysis.
All sentences and quotes in this paper used from the
reviewed literature related to the issues of interest were
specially acknowledged by footnotes and bibliography.

Interview procedures

Potential interviewees were provided with an explanation
of the study and confidentality, and willing participants
provided oral informed consent. All interviews lasted 45
minutes to 1 hour. Following semistructured in-depth
interviewing procedures, a standard topic guide was
applied with openended questions around the main
themes as availability and affordability of ARV therapy,
health needs, institutional support, and personal
experiences of stigmatization/ discrimination. Interviews
were conducted in private one-on-one sessions by
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experienced interviewers. The total number of seventeen
key informer interviews were conducted including PLHIV,
health professionals, and relevant health authorities.
The written notes during the interviews were taken with
the agreement of the participants.

RESULTS AND DISCUSION
Health of PLWHA

The total number of PLHIV enrolled in ARV treatment,
care and support in R.Macedonia as of December 2014
is 99 (63.1%). There is no official information about the
total number of people who has been on treatment 12
months after the initiation of the ARV therapy. During
2014, 14 PLHIV were newly initiated on ARV therapy, out
of whom 98,2% (n=13) were on continuous treatment,
while one has died. In 2013, the actual number of PLHIV
that received psycho-social support and peer counselling
within the counselling centre at CID was (n=95) and
reached with peer education (n=16).

In R.Macedonia, HAART was initiated back in 2005 with
first line ARV drugs, extended with second line drugs the
same year. To compare, in all neighbouring countries the
effective combination ARV treatment was introduced
during a period 1997/98. The most significant strategic
document referring to the treatment care and support
of PLHIV is the National Strategy (NS) on HIV/AIDS,
which is adopted every five years. The current (third)
strategy adopted in 2013 refers to the period from 2012
-2016. Since the end of 2004, Global Fund to Fight AIDS,
Tuberculosis and Malaria (GFATM) is a major outstanding
contributor to the funding, that significantly boosted
Macedonia’s ability to implement activities planed in
the NS on HIV/AIDS. The Program for Protection of the
Population from HIV/AIDS is of the same significance as
NS on HIV/AIDS as provides the definition and budgeting
of the activities in this area. World economic crisis in
2009 and the financial crisis in 2010 abrupt the steadily
incline of domestic funding of the AIDS response. National
funding pledges are not meeting the original forecasts,
as envisaged in the GFATM proposals. As the World
economic crisis affected all public expenditures, the
Government decided to reduce all public costs, including
all Preventive programs. Since 2011, preventive activities
from the program have been drastically reduced, and
the biggest part of the program budget is allocated for
procurement of antiretroviral therapy. In the recent
years, the program is also subjected to financial cuts that
exceed 30%. This results in inadequate fulfilment of the
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real need of the people living with HIV.

PLHIV faced continuous stress of the lack of antiretroviral
medication. Namely, the system for supplying these
medications is unsustainable and leads to delays in
the procurement and exhausted reserves. The created
permanent risk of having the therapy terminated directly
endangers the health and life of PLHIV. Since 2005,
the procurement of antiretroviral therapy was made
through the Global Fund to Fight AIDS, Tuberculosis and
Malaria until 2011 when the obligation was undertaken
by the state (as a part of the first proposal for GFATM, the
Government officialy took the responsibility for covering
funding need for treatment of people living with HIV/AIDS
right after the international donation for ARV treatment
will end). However, regardless of the undertaken
obligation, the procurement of these medicines in 2011
and 2012 continued to be done through the UNICEF
Supply Division. This ensured the procurement of part
of the most necessary medicines under exceptionally
low prices. The procurements under this mechanism
are contrary to the Law on Public Procurements. (14)
Moreover, the experiences show that all medication that
is recommended for therapy by WHO and the European
AIDS Clinical Society for certain number of patients
cannot be provided through UNICEF. In particular, this
refers to the so-called third line of therapy.

The medications which are procured in this way are
not registered in R.Macedonia, which means that
procurements continuously rely on the so-called
emergency importation. This resulted in delayed supplies
and several stock-out situations, the longest of which
was the stock-out of the medicine with generic name
Nevirapine. It was not available for use in the period of
two months 2012/13.

The lack of willingness by the state to introduce functional
procurement mechanisms practically results in having
no consideration about the need to register more that the
already registered 5 medicines for treatment of PLHIV,
including the placement of these medicines on the
positive list of the Health Insurance Fund of Macedonia
(HIF). Among the registered medicines, only three
(zidovudine, didanosine and indinavir) are currently
included in the list by the HIF. According to the WHO,
one of them (indinavir) should be eliminated from use.
According to evidence-based medicine and WHO, these
three medicines cannot be used to make a combination for
antiretroviral treatment. Contrary to our country, most
of the countries in the region include the antiretroviral
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therapy in the List of medicines which are covered by the
HIF, and each of them includes at least 15 registered ARV
medicines.(18,19,20) Furthermore, there are no available
pediatric formulations of therapy for children living
with HIV in our country. At the end of 2012, there was an
urgent need for treatment of HIV-infection in a 6 years
old child.

At present, ART treatment is provided centrally at the
CID in the capital city. Its capacities have been improved
by establishment of a new AIDS in-patient department,
provision of equipment for monitoring of HIV infection
and ARV treatment. Care and support to PLHIV is
provided through the special out-patient counselling
centre for PLHIV at the CID as well as through home
visits organized by civil society organizations. According
to the CID, the administration of drugs to patients follows
the European AIDS Clinical society protocol on ARV
treatment and care, even though the Macednian version
of the protocol used at the CID is never available to be
insigned by the people receiving the treatment even they
insisted on that many times. People on ARV treatment
are not routinely tested for possible therapy resistance.

People living with HIV do not have access to free
vaccines against Hepatitis B, influenza and Haemophilius
Influenza Type B. The 2013 Program for mandatory
immunization of the population foresees the mandatory
immunization for the stated diseases in people with
established immunodeficiency, including the people
living with HIV. The CID, as the only reference institution
for treatment of HIV, has not received vaccines from
the Ministry of Health, although patients with HIV have
submitted official requests in March 2012 and 2013. In
middle 2014 200 vaccines were provided by the MoH to
the CID, but unfortunately with no promises for regular
procurement. (17)

CONCLUSION

Although, same achievements have been made since the
HAART was first initiated in the country in 2005, there
are still many important things needed to be done at
country level. Streamlining ARV drugs registration and
their availability on the local market is urgently needed.
Further scale up of the care, treatment and support,
addressing the challenges for sustainable provision
of ARV drugs as well as the capacity building on ARV
treatment monitoring are necessary, given the fact that
provision of ARVs falls under the responsibilities of the
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Government as of 2010 and few stockouts have been
already experienced both in 2010/11 and 2012/2013. The
initiatives should be made by the HIF in order to insure
budget for the CID exclusively for treatment of PLHIV.
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JOCTAITHOCT J10 TEPAITHJA HA JTUIIATA KO AKUBEAT CO X/B BO P.MAKEJIOHUJA

Bemuk CredhanoBcka B.!, 3acdupoBa liBaHoBcka B.!, CtedhanoBcka IleTkoBcka M.2, MuKuK B.3

! MHcTuTyT IHCTUTYT 3a eMMIeMUO/IOTHja i OMOCTaTUCTHKA CO MeMLIMHCKA MH(OopMaTHKa, MequIuHCKI
(axyrert, Yausepsurer ,,CB. Kupun u Metopuj“ - Ckomje

2 YauBep3uTeT AMepuKaHCKH Kojtell - CKorije

3 MHCTHUTYT 32 jaBHO 371paBje Ha PenyOmika Makenonuja - Ckomje

PE3UME

AHTUpeTpOBMpyCcHaTa Teparuja 3HAUMTE/IHO ja HamajlyBa TpaHcMucujata Ha XVB 1 [oka)kaHO ro HamaiyBa
MOPTa/JIUTETOT Ha nuiaTa co XVIB nadeknuja. C30 mperopauyBa HajpaHO MOKEH IIOUYETOK Ha Tepariuja Kaj jauiara
co XVB.

Ien: Tpygor MMa 3a LieJ1 J1a I'u [Ipe3eHTupa enupgeMmuonomkute dakru 3a XVMB/CUA Bo Pentybnuka MakejoHuja co
doxryc Ha APB TpeTMmaH, 30paBCTBEHUTe [IOTPeOU U TPUKUTE Ha JiMliaTa Kou skuBeat co XVB.

MeTopu: TpyfoT npeTcTaByBa KBaJIUTaTHBHA aHAJIUTUUKA CTYAUja Ha ITpeceK CIIpoBeieHa BO MepruoAoT jyHU - HOMBDU,
2014. TToparolMTe 3a UCTPasKyBAETO ce HOOMEeHM MIPeKy aHa/li3a Ha II0CTOeuKaTa HOKYMEHTalja M MHTepBjya co
KJIy4HU MHPOPMATOPHU.

PesynraTu: [lo nexkemBpu 2014 roguHa, BKYIHUOT 6poj Ha nuiia co XVIB Briaydenu Bo APB tpeTMaH n3HecyBa 99
(63.1%). Jlyreto co XVB nHdeKLMja ce COOUeHU CO KOHTUHYHMPAaH CTPec of HeJJoCTaTOK Ha aHTUPETPOBMPYCHA Tparluja.
CucreMoT 3a HabaBKa Ha OBUe JIEKOBU € HeIoCTOjaH U e MprUYMHa 3a JI0I[HeHhe Ha TeparnujaTa Kako U HeloBOJTHU
Hej3MHU pe3epBU. [[ocToemeTo Ha MepMaHeHTHHOT PU3MK O]l HeMae Ha Teparuja JUPEKHO AejlyBa Ha 37jpaBjeTo U
’KMBOTOT Ha nuiiaTa co XMB nHbekumja.

3akayuok: [logobpyBameTo Ha Tprbkara, TPeTMAHOT M TOAJpIIKaTa BO HacOKa Ha IocTojaHa HabaBKa Ha APB
TpeTMaH U 3ajaKHyBame Ha KaTlallUTeTHUTe 38 MOHUTOPUHT ce HeolxonHu. [loTpebHu ce nuHuLMjaTuBY off DOHAOT 3a
37IpaBCTBEHO OCUTYpyBare Ha P.MakeqoHHWja BO HacoKa Ha obe3benyBarbe Ha OyileT Ha KnuHUKaTa 3a MHMEKTUBHU
bomnecty 1 heOPUIHA COCTOjOM CO ITocebHA HaMeHa 3a TpeTMaH Ha nuiara co XMB.

Kayunu 360poBu: ermigemuonornja, APT Tperman, nuiia co XVB, Tectupame, COBeTyBame.
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ABSTRACT

Introduction: Treatment of locally advanced prostate cancer is referred to T3 or T4 clinical condition without
evidence of disease in lymph nodes or distant metastasis. In our practice we routinely recommend RP as primary
treatment for locally advanced prostate cancer or high risk prostate cancer[l]. Between the years 2007 and 2013
we realized 265 radical prostatectomies from which 47 were locally advanced diseases.

Objectives:

+ Evaluating the functional and oncologic result of RP in locally advanced prostate cancer.
+ Comparing this data with those obtained from organ confined disease cases.

+ Evaluating the discordance between clinical stage and pathological stage.

Patients and methods: From 2007 to 2013 we treated 47 patients who were evaluated to be clinically T3 diseased.
Local staging was routinely performed by digital rectal examination and transrectal ultrasound. Pelvic bilateral
lymphadenectomy was routinely performed in patients with Gleason score more than 7 in transrectal biopsy and
PSA more than 10ng/dl. Perioperative complications and one year functional results were evaluated, as well as the
% of positive margins and oncologic results.

Results: No serious in-hospital complications were noted and no reintervention was needed. Lymphatic
leakage was noted in 6% of the patients. Anastomotic stricture occurred in 5% of the cases requiring internal
urethrectomies. 4% of the patients experienced prolonged drainage of urine. In 12 months, complete continence
was 79 % and erectile function had fully been recovered in 5% and in 12% of patients who underwent a non-nerve
sparing or unilateral nerve-sparing procedure, respectively. The downstaging from clinical T3 to pathological T2
was observed in 22% of the cases.

Conclusions: Our experience with 47 patients confirms the surgical feasibility of RP for ¢T3 PCa, showing
complication rates comparable with RP in organ-confined PCa. Continence rates were also comparable with those
achieved after RP for localized PCa. The rate of impotence was more than 80%. Down staging occurred in 22% of
the cases becoming an important factor for choosing RP as primary treatment of locally advanced prostate cancer.

Key words: Prostate cancer, surgery, complications, down staging.

INTRODUCTION continue to present locally advanced prostate disease. It

Despite dramatic stage migration due to widespread is estimated that in 15% - 20% of cases prostate cancer is
prostate-specific antigen (PSA) screening, many patients diagnosed in T3 or T4 disease.
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Nowadays, clinical stage T3 tumours (cT3) are diagnosed
with lower tumour volume than in the past, enhancing
the opportunity for radical prostatectomy (RP) indications
in many selected cases.

Possible benefits of surgery for patients may include the
possibility of an organ-confined tumour in the pathologic
specimen due to over-staging of both T stage and grade.
It is estimated that in more than 20% of cases there is a
down staging from T3c to pathological T2 .

MATERIAL AND METHODS

From January 2007 to December 2013 we performed RP
with bilateral pelvic lymphadenectomy in 47 patients
with ¢T3 PCa.(Tab.1)

Patient and prostate cancer characteristics for Open
Retropupic Prostatectomies for 47 locally advanced
prostate cancer.

Table 1
" %
Age PSA level | Positive o .
Nrof | (vears) | (ng/ml) cores, pé):;tl;/e (gg;[;f)%
patient | median | median | median median | score n (%)
(range) | (range) | (range) (range) B0
5-6 | 4(8.5)
7 7(15)
47 162(48-74)| 8.75(3.5-26) | 4(2-10) {70 (15-95) 28(595)
9-10| 8(17)

Ultrasound guided prostate biopsies showed a median
Gleason score of 7. Prostate hiopsy was performed in
accordance with EAU guidelines performing 12 biopsies,
focusing on peripheral zone biopsies and to the sites
of abnormal digital rectal examination and abnormal
transrectal ultrasound findings. Local staging was
routinely performed by digital rectal examination and
transrectal ultrasound. In patients with PSA <10 ng/
mL and a bhiopsy Gleason score <7, N and M staging was
not performed, as the risk for nodal involvement in this
group is estimated to be very low (<4%).

Surgical Procedure

Actually, the aim was to have negative surgical margins.
The majority of palpable tumours generally originate in
the peripheral zone. Consequently, they are more likely
to extend into the posterolateral and rectal periprostatic
soft tissue. In this way, the neurovascular bundles
were usually resected widely on the side of the cancer.
Moreover, the posterior plane of resection was kept deep
enough and we routinely realised a complete excision of
the two layers of Denonvilliers’ fascia to reduce the risk
of positive surgical margins [3,4].

Original scientific paper

Unilateral or bilateral nerve-sparing surgery was feasible
in selected young patients with small cT3a tumours who
desire to keep the erectile function despite the increased
risk of positive surgical margins and incomplete tumour
excision. We performed extended lymphadenectomy in
all cases with PSA > 10ng/dl and Gleason score more than
7

Extended iliac lymphadenectomy does not have an impact
on survival, but it optimises pathologic staging with an
increased number of lymph nodes removed and number
of positive nodes. Moreover, a good staging based on an
extended lymphadenectomy helps us introduce adjuvant
hormone therapy when needed. Such treatment has
shown significant benefit on overall survival in patients
with positive lymph nodes after RP.

In the perioperative period, low molecular weight
heparin and compression stockings were administered
as thromboembolic prophylaxis. Oral ingestion and early
mobilisation was encouraged from the first postoperative
day. The urethral catheter was left in situ at discharge
and was removed after 12 days postoperatively. Patients
who remained incontinent in 1 year were offered the
possibility of an artificial urethral sphincter implant.

In 3 months postoperatively, patients were reassessed
for the first time and serum PSA was measured. For the
first postoperative year, patients were seen in 3-month
intervals. For the second and third vears, patients were
re-evaluated every 6 months thereafter.

Patients who underwent a unilateral nerve-
sparing procedure were offered treatment with
5-phosphodiesterase-inhibitors. ~ Further  treatment
strategy was based upon final histopathology and PSA
evolution. A slowly rising PSA (PSA doubling time >12
months) in the absence of positive surgical margins or
positive lymph nodes was interpreted as local relapse for
which the patient was treated with pelvic irradiation.
A PSA persistence in the presence of negative surgical
margins and any steep rising PSA (PSA doubling time <12
months) after a period of undetectable nadir were hoth
considered a sign of occult metastasis. Therefore, these
patients were treated with endocrine treatment.

RESULTS

The average age of the patients was 60.5 years old. The
average PSA was 11.3 ng/ml. No patient had undergone
pelvic radiotherapy before or neoadjuvant hormone
treatment. For our 47 patients, average operative time
was 125 minutes (range 60-230) with an average blood
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loss of 466 mL (range 150-1700). The urethral catheter
was removed in day 12.

No perioperative mortality was noted.

In the perioperative period no ureteral obstruction or
urinary retention occurred. In 5% of the patients, the
healing of the abdominal wound was delayed. Lymphatic
leakage was present in 2 cases (4.2%). When lower
urinary tract symptoms were present, a uroflowmetry
was performed within 12 months. 2 patients (4.2%) were
diagnosed with an anastomotic stricture.

In 12 months 39 patients were completely continent (82.9
%). Incontinence, for which protective pads were needed,
was only seen in 7 patients. Postoperative potency was
evaluated in 12 months. 42 patients were treated by a non-
nerve-sparing RP. 85.6% mentioned absence of erections;
10.4% experienced some tumescence, but not sufficient
for vaginal intercourse, and 4% patients had erections,
sufficient for successful vaginal intercourse. The average
age of these last patients was 57.5 years (range 46.4to 65.2
years old). (table2)

Table 2. Table of incontinence

Inkontinence in one year

Oncologic results

In table 3 we can see the oncologic result from which we
can stress the point of LN positivity around 32% with the
most of nodes found positive in the area of internal iliac
artery, stressing the fact that when we do the LN we have
to do an extended one.

Table 3. Table of oncologic results:

= g | %
= £ 5} 4 =

= B
"é_c B ° z =] = 2
» S| 2 || S = z g
z gelBE|g]| B (g | & 2
- §3|E2|E| 25 |2 | 8| 8|
g =23 &8 | E cs |2 S| & =
= ; 2. =
=|= |25 55|8| 8% [2=|E|g| &
el = | & = = 38 ==l =] S =
AHEEHE R
S| 2| = =| =% |[=E|&a|= =
12

. extended
47 (33.2] 12 | 12/0 |32 341 23 |15 onths

PSM = positive surgical margin; NVB=neurovascular bundle; LN=lymph
node; ITA=internal iliac artery; BCR=biochemical failure
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Regarding histopathology, positive surgical margins were
found in 10 patients (21.2%). Of these specimens with
positive surgical margins, 1 tumour was organ confined
(pT2), and 9 showed extra prostatic extension (pT3a).
(table 4).

Table4. The % of marzh involvement:
MARZH +

53.2%

o MARZH (+)
m MARTH ()

The distribution of positive margins is represented in
table 4, with the highest % of positive margins observed
in the posterolateral border of the prostate.

Table 5. Distribution of margins:

Distribution of positive margins

W e
B resterolateral
B Badder neck

| muktiple

DISCUSSION

Treatment options for locally advanced PCa represent:
Watchful waiting, RT, HT, surgery, and combinations
have been proposed.

In ¢T3 PCa, Thompson reported a 60 to 70% 5-year overall
survival with watchful waiting [8]. So PCa is therefore
regarded as a significant tumour with a considerable
associated mortality, especially in patients with a long
life expectancy. Thus, watchful waiting is only allowed
in a strict minority of selected patients with a generally
poor health status.

In 25-year follow-up, radiotherapy as monotherapy only
added a neglectable gain in survival. When patients did
not die of intercurrent disease, they were highly likely to
develop recurrence and to die of PCa.

In an attempt to improve disease-free survival and
overall survival, the combination of RT and HT was
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evaluated. Disease-specific survival and overall survival
rates in 5 years improved from 79% to 94% and from 62%
to 78%, respectively, in favour of combined RT and HT. By
many, the combination of external-beam RT and adjuvant
HT is since considered a standard therapeutic option in
patients with ¢T3 PCa.

Literature on the value of RP as an option for cure in
¢T3 PCa is limited. However, clinical evidence showing
5-year disease-specific survival rates ranging between
85% and 100% is available. Additionally, RP can prevent
local tumour-associated complications and provide a
clear definition of failure after therapy, compared to
the more vaguely defined failure parameters after RT.
Furthermore, overstaging of ¢T3 PCa ranges from 13 to
27% (pT2).

Recently, long-term follow-up of ¢T3 PCa treated
primarily with a prostatectomy has been published. The
majority of patients underwent adjuvant RT and/or HT. 5,
10 and 15-vear disease-free survival and disease-specific
survival rates were 85%, 73%, and 67% and 95%, 90%, and
79%, respectively [9].

With absent mortality, a perioperative complication
rate of 2.5%, and postoperative complication rate of
14.9%, our cT3 population is exposed to an equal risk of
complications compared to patients who undergo an RP
for cT1 or ¢T2 tumours.

Furthermore, in our series, functional results in 12
months show total continence (no pad necessary) in
82.9%. Finally, anastomotic stricture was encountered at
a rather low rate of 4.2%. Expectedly, potency rates were
poor in non-nerve-sparing RP.

Surgical margins after RP are of great importance in
progression and oncological outcome. Margin positive
status varies between 29% and 60.5% in the corresponding
articles. The lowest incidence of positive margins was
29% and was found in a population of predominantly
organ-confined PCa (73.7% pT2) .In our series of ¢T3 PCa,
it was 33.2%.

Our present analysis is not devoid of limitations. This is
a retrospective analysis of complications and functional
results, using data extracted from patients’ files. The
complications and functional results were compared
to data extracted from the literature. Nevertheless, we
believe that our analysis has its value in outlining the
incidence of complications and the functional results
that can be expected after RP for locally advanced PCa.
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Finally, a significant number of patients received adjuvant
or salvage RT and/or HT treatment following surgery,
limiting the interpretation of the results regarding the
value of surgery in locally advanced PCa. Accepting this
limitation, oncologic control with RP as a first step in the
treatment of locally advanced PCa is excellent.

CONCLUSION

Significantly many patients with ¢T3 prostate cancer are
overstaged (pT2)in the PSA era. RP, as part of a multimodal
treatment strategy for patients with cT3 disease, offers
cancer control and survival rates approaching those
achieved for cT2 disease. Pathological grade, ploidy and
margin status are all significant predictors of outcome
after RP. Complications and incontinence rates in patients
with ¢T3 disease mirror those after RP for cT2 disease.

So we can state that with the evidence acquired from the
data from literature and with the expertise gained from
the surgery, there is no reason why the surgeon cannot
propose to the patient, who is fit for surgery with a good
life expectancy, surgery as primary treatment for locally
advanced prostate cancer disease [2, 3, 4]. The percentage
of perioperative complication is also reasonable to
justify the proposal for surgery to our patient with some
specifics in the surgery stated before. This argument is
supported by literature when stating that even after 10
and 15 year follow-up, life expectancy is even better when
we compare results with radiotherapy or hormonal
treatment [5, 6, 7).
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ABSTRAKT

Hyrje: Kanceri i Avancuar i prostatés lokalisht i referohet T3-T4 klinikisht pa evidencé té metastazave né distancé
apo pérfshirje té nyjeve limfatike. Né praktikén toné ne i rekomandojmé rutiné pacientéve tané prostatektominé
radikale retropubike si zgjidhje té paré pacientéve me Kancer té avancuar lokalisht apo atyre me risk té larté.
Gjaté viteve 2007 - 2013 kemi realizuar 47 pacienté me sémundje té avancuar lokalisht té kancerit té prostatés.
Kemi matur komplikacionet perioperative dhe gjithashtu rezultatet funksionale gjaté follow-up-it té pacientit,
duke monitorizuar gjithashtu dhe té dhénat onkologjike.

Objektivat: Vlerésimi i rezultateve onkologjike dhe funksionale té kirurgjise sé kancerit té avancuar té prostatés
duke i krahasuar me ato té sémundjes sé kufizuar brenda glandulés prostatike. Vlerésimi i diskordancave klinike
dhe patologjike.

Pacientét dhe metodat: Gjaté viteve 2007-2013 ne vlerésuam 47 pacienté né stad T3, bazuar né ekzaminimin
rectal, EKO-n transrektale. Biopsia u realizua duke marré 12 fragmente me sonde transrektale. Skaneri u krye kur
PSA ishte mbi 20ng/dl. Rutiné kemi realizuar limfadenektominé né pacienté me Geason Score > 7 apo me PSA >
10ng/dl. Komplikacionet perioperatore jané vlerésuar, rezultatet funksionale dhe té dhénat onkologjike.

Rezultatet: Asnjé komplikacion serioz gjaté interventit apo pas interventit u vune re. Rrjedhje limfatike u vu re
né 6% te rasteve né periudhén postoperatore. Striktura e anastomozés u vu re ne 5% té rasteve duke u zgjidhur
me uretrotomi interne. 4% e pacientéve patén nevojé té mbajné meé gjaté kateterin se 3 javé. Infeksionet e plagés
u vuné re né 4% té pacientéve. Kontinenca e ploté u rikthye né 79% té pacientéve ndérkohé gé potenca seksuale u
rikthye vetém né 5% té pacientéve me proceduré nonnerv -sparing e né 12 % té rasteve me proceduré unilaterale
té nerv-sparing. Downstaging nga T3 klinik né T2 patologjik u vu re né 22% té rasteve.

Konkluzione: Eksperienca joné me pacientét me ¢T3 tregon se éshté e mundur té trajtohet kirurgjikalisht kanceri
lokalisht i avancuar i prostatés me rezultate onkologjike té péraférta me T2. Ky argument i mbéshtetur dhe né
faktin gé kemi gjithnjé alternativé e hormonoterapisé dhe radioterapisé si opsion shtesé. Downstaging u vu re
ne 22% té rasteve, duke gené ky njé faktor i réndésishém pér zgjedhjen e kirurgjisé si opsion primar. Té dhénat
tona mbéshteten dhe nga literatura, gé na tregon se rezultatet 10-15 vjecare té kirurgjisé radikale, krahasuar me
radioterapiné apo dhe hormono-terapinég, jané mé té mira se kéto té dytat.

Key words: Kanceri i prostatés, kirurgji, komplikimet, down staging.
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ABSTRAKT

Sindroma e fibrozés pulmonare té kombinuar me emfizemé (CPFE), éshté njé entitet i ri pér té cilén éshté
filluar té flitet vitet e fundit. Karakteristiké éshté bashkéegzistenca e emfizemés pulmonare né fushat e
sipérme pulmonare dhe fibrozés pulmonare idiopatike (IPF) né fushat e poshtme pulmonare né té njéjtin
pacient.

Provat funksionale respiratore (PFR) né kéta pacienté karakterizohen nga volume pulmonare statike
dhe dinamike normale ose lehtésisht té ulura, ndérsa hipoksemia e efortit dhe kapaciteti difuzues pér
monoksidin e karbonit (Dlco) jané vecanérisht té reduktuara. Faktori etiologjik kryesor éshté duhanpirja por
ende nuk éshté plotésisht i njohur mekanizmi fispatologjik me ané té té cilit tymi i duhanit shkakton
kété sindromé.

Hipertensioni pulmonar (HTP) éshté komplikacioni mé madhor, dhe pérbén faktorin kryesor qé luan rol né
mortalitet. Diagnoza bazohet né gjetjet radiologjike né tomografiné aksiale me rezolucion té larté (HRCT
toraksi). Prognoza éshté e kege. Pér terapiné nuk éshté arritur njé konsensus ende né rrethet mjekésore.
Pér kété arsye njohja dhe diagnostikimi i hershém i saj mund té ndihmojné né gjetjen e rrugéve té reja
terapeutike.

Fjalé kyce: Fibrozé pulmonare idiopatike, Emfizemé pulmonare, Hipertension pulmonar

HISTORIKU

Sindroma e fibrozés pulmonare idiopatike té kombinuar
me emfizemé (CPFE) éshté njé entitet i ri i zbuluar
vitet e fundit, interesi pér té cilén sa vjen e rritet.

Fibroza pulmonare idiopatike (IPF) dhe emfizema
pulmonare jané dy patologji té ndryshme nga njéra-
tjetra me vecori klinike dhe patologjike specifike qé
njihen mire nga mjekét pneumologé. IPF éshté patologjia
mé e shpeshté e njé grupi té madh sémundjesh té
quajtura sémundje intersticiale pulmonare (ILD).
Karakterizohet nga njé prognozé mé e kege krahasuar
me intersticiopatité e tjera, nga mortalitet i larté dhe

mbijetesé rreth 3 vijet nga koha e diagnostikimit (1,2).
Emfizema pulmonare éshté njé patologji e njohur
dhe e studiuar miré qé prej fillimit té shekullit té
XIX-té. Ajo karakterizohet nga zgjerimi jo normal dhe
permanent i hapésirave ajrore distalisht bronkioleve
terminale dhe destruksioni i mureve té tyre (3,4).

Pér heré té paré né literaturé egzistenca e njékohéshme
e IPF-sé dhe emfizemés né té njéjtin  pacient
pérmendet né vitin 1990 nga Wiggins et al, té cilét
kishin véné re né njé grup pacientésh duhanpires,
kéto dy patologji bashkéshogéruese por e pérshkruan
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kété gjetje si té rastésishme. Auerbach et Al. ishte i
pari qé e pérshkroi kété kombinim jo té rastésishém,
15 vjet mé paré né njé studim anatomo-patologjik
né 1824 pacienté (5). Né vitin 2005 Grubstein et Al.
pérvecse bashkéshogérimit té fibrozés me emfizemén
sugjeruan pér heré té paré lidhjen e ngushté té HTP-
sé te pacientét e studiuar dhe hodhén idené se duhani
ishte njé faktor i réndésishem risku pér zhvillimin
e tre alterimeve gé hasen: emfizemés , fibrozés dhe
rimodelimit té vazave té vogla gé si rezultat cojné
né zhvillimin e HTP-sé (6). Cottin né vitin 2005, ishte
i pari autor i cili e pérshkroi CPFE-né si entitet mé
vete, né njé grup prej 61 pacientésh. Me kété gjetje
ai térhoqi vémendjen e botés shkencore ndaj késaj
nozologjie té re (7).

EPIDEMIOLOGJIA DHE ETIOPATOGENEZA

Prevalenca e CPFE-sé nuk éshté e njohur dhe e
pércaktuar ende, megjithaté ajo vlerésohet té zeré rreth
5-10% té rasteve me ILD. Seksi mashkull ka prevalencé
té larté, né mé shumé se 95% té rasteve. Kjo shpjegohet
me faktin se duhanpirja éshté mé e shpeshté tek
meshkujt né krahasim me femrat megjithaté kjo teori
nuk shpjegon até qé jo té gjithé meshkujt duhanpirés
vuajné nga kjo sindromé. Ende nuk éshté e garté nése
lezionet emfizematoze dhe fibrotike progresojné né
ményré té pavarur nga njéri-tjetri apo njéri rezulton
si pasojé e tjetrit, duke gené se IPF dhe emfizema
pulmonare jané dy patologji me vecori klinike dhe
patologjike té ndryshme. Né shumicén e rasteve éshté
véné re qé CPFE ndodh né pacienté té njohur me
emfizemé pulmonare, né té cilét zhvillohet edhe
fibroza pulmonare dhe anasjelltas. Kéto dy patologji
modifikojné dekursin natyral té njéra-tjetrés. CPFE
meriton termin sindromé duke gené se ajo paragitet si
grup shenjash dhe simptomash ku cdonjéra prej tyre
rrit mundésiné pér té egzistuar tjetra. Kjo sindromé
prek kryesisht meshkujt > 65 vje¢ duhanpirés ose ish
duhanpirés té fugishém > 40 paketa/vite. Patogeneza
e saj éshté gjithashtu pak e studiuar. Pneumonia
intersticiale e zakonshme (UIP) gjendet mé shpesh
né egzaminimin histopatologjik. Duhanpirja stimulon
fibrogenezén qé éshté elementi bazé né patogenezén e
[PF-sé. Nga ana tjetér emfizema pulmonare raportohet
té jeté mé e shpeshté né meshkujt duhanpirés se né
femrat duhanpirése (8,9,23).

Ekspozimi ndaj azbestit dhe pluhurave té mineraleve
té tjera éshté paré se shkakton emfizemé pulmonare.
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Ndonése prezenca e emfizemés né azbestozé lidhet
me duhanpirjen, njihen edhe raste jo duhanpirés
me emfizemé té shogéruar me azbestozé ose silikozé
pulmonare (10). Kjo tregon se emfizema dhe fibroza
pulmonare mund té bashkéegzistojné né njé pacient
me ose pa praniné e duhanit.Té tjeré faktoré etiologjiké
té studjuar, gé luajné rol né zhvillimin e CPFE-sé jané:
mbishprehja e faktorit té nekrozés tumorale (TNF alfa)
dhe faktorit té rritjes sé trombociteve beta (PDGF beta).
Kéta dy faktoré né pulmonet e minjve kané shkaktuar
dilatacion té hapésirave ajrore (emfizemé) dhe fibrozé
pulmonare (22,24,25,26). Kohét e fundit éshté raportuar
rasti i njé gruaje 32 vjec, jo duhanpirése me CPFE dhe
té foshnjés sé saj 3 muajshe, diagnostikuar me pneumoni
intersticiale fibrotike. Néné e bijé ishin mbartése té njé
mutacioni té proteinés C té surfaktantit né genin
14 (SFTPC). Fakti se jo té gjithé duhanpirésit zhvillojné
CPFE dhe rasti i sipérpérmendur mbéshtesin idené se
edhe faktori genetik luan rol né kété patogenezé, por
nevojiten ende studime té tjera pér té shpjeguar kété
fenomen (22). CPFE-né e gjejmé edhe né sémundjet
e indit lidhor ndér to mé té shpeshtat pérmenden
artriti rheumatoid dhe skleroza multiple (11,12,13).

KARAKTERISTIKAT KLINIKE

Klinikisht simptoma mé e shpeshté éshté dispnea e
efortit NYHA (New York Heart Association) III-IV dhe
kolla e thaté ose me pak sekrecione. Né egzaminimin
objektiv, krepitacionet fine predominojné né 2/3
inferiore té fushave pulmonare bilaterale, gishtat e
tamburit (clubbing) etj.; mé té rralla jané: sibilancat,
cianoza periorale. HTP éshté e vecanta e késaj
sindrome. Ai pérbén komplikacionin mé té réndé né
dekursin natyral té CPFE-sé. Pacientét me CPFE kané
risk té larté pér té zhvilluar HTP (50%). Ky risk éshté
mé i larté se ai né IPF ose emfizemé té marré vecmas.
Me pérparimin e sémundjes, si pasojé e rimodelimit té
arkitekturés intersticiale dhe té shtratit kapilar vazal
,zulet kapaciteti funksional relativ pér shkémbimin
gazor dhe si rrjedhojé ndodh HTP prekapilar. HTP éshté
tregues i prognozés sé kege dhe mortalitetit té larté
né CPFE (14). Né kontrast me ndryshimet e shprehura
imazherike né HRCT, né spirometri, kapaciteti vital i
sforcuar (FVC), volumi ekspirator i sekondés sé paré
(FEV1) dhe kapaciteti pulmonar total ( TLC) jané né
vlera normale ose lehtésisht té reduktuar (15,16).
Hipoksemia né kété sindromé éshté mé e shpeshté
se né emfizemé ose IPF. Ajo éshté e moderuar dhe
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pérkegésohet gjaté efortit. Shkémbimi i gazeve éshté i
kompromentuar si pér shkak té emfizemés (patologji
obstruktive) né té cilén ndodh shkatérrimi i indit
pulmonar si pérgjigie ndaj tymit té duhanit por edhe
nga IPF (patologji restriktive) e cila shkakton ulje
té kompliancés pulmonare si rrjedhojé e fibrozés
dhe ndryshimeve strukturale té indit pulmonar (17-
22). Kapaciteti difuzues pulmonar pér monoksidin e
karbonit (DLco) né pacientét me CPFE éshté shumé
i reduktuar. Ai paraget njé faktor prognostik jo té
favorshém dhe bashké me FVC-né jané dy parametrat
kryesoré qé pérdoren pér té monitoruar ecuriné e
sémundjes (23).

DIAGNOZA

Diagnoza né CPFE bazohet né gjetjet imazherike né
HRCT (high-resolution computerised tomography; ose

Spirometria me volume Kkryesisht né vlera normale,
Dlco e ulét dhe hipoxemia né efort te njé pacient
duhanpirés duhet té ngrejé dyshimin pér CPFE.
Presioni sistolik né arterien pulmonare (PSAP) > 45
mmHg né ekokardiogramén transtorakale konfirmon
prezencén e HTP-sé.

KOMPLIKACIONET

Hipertensioni pulmonar éshté prezent nése PSAP >
45 mmHg né ekokardiogramén transtorakale. Risku qé
pacientét me CPFE té zhvillojné HTP éshté 50-90% (9).
Prezenca e tij éshté faktor prognostik i keq. Kanceri

Original scientific paper I

tomografia e kompjuterizuar me rezolucion té larté)
toraksi kombinuar me provat funksionale respiratore dhe
repertin klinik té pacientit. Né radiografiné pulmonare
vihen re: infiltrime retikulare ose mikronodulare né
fushat e poshtme pulmonare, mbiajrosje e fushave
té sipérme, sheshim i diafragmave, por radiografia e
toraksit nuk konsiderohet egzaminim i besuar pér
vendosjen e diagnozés sé CPFE, Fig 1.

Né HRCT toraksi vihet re: emfizemé centrolobulare dhe/
ose paraseptale né lobet e sipérme pulmonare, opacitete
subpleurale retikulare, bronkoektazi té traksionit,
opacitete “ground glass” dhe “honeycombing”. Ky i
fundit gjendet mé shpesh né pneumoniné intersticiale
té zakonshme (UIP) dhe paraget stadin e fundit té
fibrozés pulmonare Fig. 2 (a,b,c). Pérvec UIP mé rralle
hasen edhe lloje té tjera fibroze si psh: pneumonia
intersticiale jo specifike (NSIP).

Fig.1 Ro-grafi pulmoni P-A: Pacient mashkull

69 vje¢ duhanpirés 35 paketa/vite, i
diagnostikuar me CPFE.Vihet re patern
intersticial bilateral me infiltrate retikulo-
nodulare né té dy bazat pulmonare dhe
regjionet subpleurale (fibrozé), mbiajrosje e

fushave té sipérme pulmonare (emfizemé).

pulmonar ka gjithashtu njé prevalence té larté te
kéta pacienté, 42-46%. Tipi histologjik mé i shpeshté
éshté karcinoma me geliza skuamoze (27, 28). Pacientét
me CPFE dhe kancer pulmonar jané duhanpirés té
fugishém. Kéto raste kané prognozé shumé té kege.
Démtimi akut pulmonar (ALI) éshté njé komplikacion
tietér né CPFE; ai ndodh pas rezeksionit kirurgjikal
pulmonar .

ALl éshté mé i shpeshté né pacientét me CPFE
krahasuar me ata pacienté ¢é vuajné nga IPF ose
emfizema pulmonare vecmas. Veté CPFE rrit riskun
pér démtim pulmonar akut.
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Fig 2.

HRCT toraksi e pacientit té figurés 1.

(a)  Vihet re emfizemé paraseptale, centrolobulare dhe bula subpleurale bilaterale né fushat e sipérme

pulmonare.

(b+c) Infiltrime retikulare interstitiale né fushat e mesme dhe té poshtme me trashje té septumeve interlobulare,

honeycombing dhe bronkoektazi té traksionit.

TERAPIA

Opsionet terapeutike né CPFE jané té limituara.
Mjekimi me kortikosteroidé, imunosupresoré dhe/
ose antifibrotiké nuk ka treguar ndonjé pérfitim té
dukshém. Duhet inkurajuar ndérprerja e duhanit. Né
ata pacienté te té cilét histologjikisht predominon
inflamacioni aktiv (ground glass), mund té mendohet
pérdorimi i imunosupresoréve, por ky mjekim éshté jo
efektiv né pacientét me emfizemé dhe UIP né stad
té avancuar (honeycombing)(29). Hipoksemia trajtohet
me oksigjeno-terapi. Mjekimi i HTP-sé né CPFE nuk ka
ende konsensus. Transplanti pulmonar duhet té merret
seriozisht né konsideraté te kéta pacienté.

KONKLUZIONE

Pér CPFE-né ngelet shumé pér t'u studiuar. Kjo
sindromé éshté mé e shpeshté se sa mendohet (30%).
Prognoza e saj éshté mé e keqe se ajo e IPF-sé si
patologji mé vete. Parametrat funksionalé té ruajtur
(spirometria) mund té béhen shkak pér nénvlerésimin
e késaj sindrome. Prezenca e HTP-sé éshté njé e dhéné
e réndésishme. Kufiri ndarés ndérmjet IPF-sé dhe
CPFE-sé éshté ende jo i pércaktuar garté. Pacientét me
CPFE nuk duhet té pérfshihen né studimet gé béhen
pér pacientét e diagnostikuar me IPF ose té paktén té
shtresézohen.
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IDIOPATHIC PULMONARY FIBROSIS COMBINED WITH EMPHYSEMA; A NEW SYNDROME

Nikolla J.!, Zajmi A.!, Vyshka G.2, Hafizi H.

! Hygeia Hospital Tirana, Department of Pathology
2 Faculty of Medicine, University of Medicine in Tirana
3 University Hospital “Shefget Ndroqi”, Tirana

SUMMARY

The syndrome of combined pulmonary fibrosis and emphysema (CPFE) is a brand new entity provoking wide
discussions in the medical press. Characteristic to the syndrome is the coexistence of lung emphysema in the
upper pulmonary fields, and of the idiopathic pulmonary fibrosis in the lower fields, simultaneously at the same
patient.

Functional respiratory tests in these patients are typically characterized from static and dynamic lowered volumes,
effort hypoxemia and a reduced diffusive capacity of carbon monoxide. The main etiological factor is smoking,
although the physio-pathological mechanisms remain still unclear.

Pulmonary hypertension presents a major complication of CPFE, imputed for its role in the mortality of the
syndrome. The diagnosis is based in radiological findings, such as high resolution axial tomography. The prognosis
is poor, and medical authorities are still far from reaching a consensus regarding the treatment options.
Therefore, an early diagnosis might be very important for an otherwise highly invalidating medical pulmonary
condition.

Keywords: Idiopathic pulmonary fibrosis, lung emphysema, pulmonary hypertension.
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CKPIHUHT 3A IPEMATYPHA PETHHOIIATHJA BO PEITYB/IUKA
MAKEJIOHHJA

SCREENING FOR RETINOPATHY OF PREMATURITY IN REPUBLIC OF
MACEDONIA

Taremmu b.!, Vcjanocku 1., [lumoBcka-JopgaHoBa B.!, T'ony6oBuk M.!

! KabuHeT 3a mpeMaTypHa peTHHONAaTHja, YHIBep3uTeTcKa KnuHuka 3a ounn 6onectu-Crorje, MeauIMHCKA
dakynret, Yuusepsutert ,,CB. Kupun u Metonuj“, P.Makemonuja

Medicus 2015, Vol. 20 (2): 181 - 187

AIICTPAKT

BoBep: [IpemaTypHa peTtuHoMaThja MpeTcTaByBa 3ab0/yBare KOe Ce jaByBa Kaj MpeflBpeMeHO0 POofieHu fiella U I'
3achaka KpBHUTE CajloBM HA MpEKHUIIATA HA OKOTO BO TEeK HA pa3BojoT. Toa pesyiTupa Cco pa3Boj HAa BaCKy/lIapHU
LIAHTOBMU, CO HEOBACKY/IapU3allija 1 BO MOTEIIKUTe (GOPMU, CO TpaKLMOHa abjalija Ha peTuHa. LlenTa Ha oBa cTyauja
e Jla ce OIUIIIe BOBEIYBAETO, PE3Y/ITATUTE Off CKPUHUHIOT U TPETMaHOT Ha MpeMaTtypHa peTuHoraTuja Bo Perybriuka
MakeioHuja.

MaTepujaix u metongu: Ce 13paboTu CTyOUja Ha rpecek (“cross-sectional”), Bo Koja 6ea BKIyuUeHU CUTE HOBOPOLEHU
co nopoauiHa teskuHa of <1500 rp. win moManky u/unm pogeHu Bo 30 recralycka Hepesia WK II0PaHo BO IIePUO]]
oa Maj, 2009 mo Maj, 2014 rog. OuHOTO [HO Ha JeljaTta Oellle mperaefaHo co MHANPEeKTeH o(hTaIMOCKOIT BO UeTBpTaTa
TocTHaTalHa Hefena. [TpeMaTypunibaTa KOU pa3Buja IparoBHa bosecT 6ea TpeTupaHu co gacepdoToKoaryaiyja.

PesynraTu: [[pyMeHETHOT KPUTEPUYM Ha CKPUHUHTOT BO OOHOCOT HA POJIM/THATA TEKUHA U TecTalicKaTta CTapoCcT
BKJydyBa 1630 pusnuHm mpeBpeMeHo PoJieHM fiella, co uaeHTrudnKamja Ha aktuBeHd POIT Kaj 197 mpematypycn Kon
Oea TpeTupaHu co nacepdoToKoarynaiyja Ha JBeTe OUl.

3axnygonu: ObTaMONIOIIKY CKPUHUHT ITPeTCTaByBa 6a3MUHO UCIIUTYBatbe BO KIMMHUUKUOT rmpucTtart Ha POTT. [lo6pa
cerleKIja Ha fiella BO HEOHATOJIONIKUTE eIMHUIIN CO BUCOK PU3MK 3a rojaBa Ha POII 1 TpaBoBpeMeHO 3aTllouHyBarke
Ha o Ta/IMOJIOLIKUTE TIperiefid, OBO3MOKYBa MTPAaBUIHO CITPOBEYBathe Ha IIpeBeHIIrja U JIeuetbe.

Knyunu 300poBu: pemMatypHa peTHHOIAaTHja, CKPMHUHT, MHAWPEeKTHA oTaMOCKOIHja, TacepdoToKoaryanuja.

BOBE]|

[IlpematypHa peruHomatvja Wi Retinopathy of Kaj npepspeme popeHute fielja HOPMAJIHUOT pa3Boj Ha

prematurity-POII, mpeTcTaByBa 3a00/1yBabe Koe ce jaByBa
Kaj TpeJBpeMeHO POofieHH fiella U TM 3adaka KPBHUTeE
CaJIoBM Ha MpEKHUI[aTa Ha OKOTO BO TeK Ha pa3BojoT.
Toa pesynrupa co pa3Boj Ha BacKyIapHU MLIAHTOBH,
CO HeoBaCKy/lapu3alyja M BO TOTEIIKUTe (hOpPMH, CO
TpaKIMOHa abyalyja Ha peTuHa. Pa3BojoT Ha peTHHATHU
BacKY/IapHU IIAHTOBY 1 HeoBacKynapu3aiujaTta mpu POII
ce BepyBa JieKa ce IOBP3aHu CO JIOKA/THATa UCXeMHUja, Koja e
JIOMUHAHTHA KapaKTePUCTUKA Ha TPy IpomiepaTUBHUA
PETHHOIATHY KaKo CpIecTa peTHHOMATH]a U InjabeTHIHa
peruHonatuja. ExmHcTBeHaTa crempduuHoct Ha ROP
ce OJJHECYBa Ha HeropaTa I0jaBa CaMo Kaj IpeMaTypHU
HOBOpPOJZIEHUMIba CO He3pe/ia ¥ HEKOMIIETHO BacKy/a-
pHu3upaHa Mpe;kHuILa. (1)

KPBHUTE CajloBM Ha PeTHHATA MOKe 71a Oujle MPeKHHAT,
Taka Ja nepudepHo TMOCTaBeHUTe [IEIOBH BO TEK Ha
CBOjOT pa3Boj OCTaHyBaaT 0e3 BacKymapusaluja. Bo
IleTIoBUTE HA pPeTHHa KOM Ce TOCTaBeHW TepudepHo
HacTaHyBa HUCXeMHja KOja CTUMYIMpa HeoBacKylapHa
npomudepanyja.  Pa3sBojor Ha  BUTpeopeTHHAIHA
nponudepanyja ¥ TpakiMoHa abnaiKja Ha peTHHATa
Ha BaKBa IMOJIOTa TpeJU3BUKYBa TpPaeH T'YOMTOK Ha
(byHKIIMjaTa Ha OKOTO. (2)

3a pa3BojoT Ha MpeMaTypHaTa PeTHHOIMATH]a OJITOBOPHH
ce Opojuu (hakTOpM Ha PU3MK KOM IO MOMpedyBaar
HOpPMAaJTHAOT Pa3B0j Ha BacKy/lapu3alijaTa Ha PeTUHATA,
a Mel'y HUB Haj3HayajHH ce: TecTal[icKa CTapoCT, POJIUIHA
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TeKMHa, JOATOTPajHO [jaBae Ha BHIIOK KUCIOPOJ
Y MHOTY JIPYTM, KOM Meryce0HO ce KOMOMHMpaaT H
JIOTO/THYBAAT.

JlekyBameTo Ha aKTHUBHHOT CTaJuyM € MOKHO CO
JeCTPYKIMja Ha aBacKy/lapHaTa peTHHa CO MeTOJuTe
Ha KpHO WIM jacepcka Koaryiaiuja Koja To IpeKuHyBa
pa3sBOjOT M  HampelyBameTo Ha  IpeMaTypHaTa
peTuHonatuja. (3-4)

Co mopUrHyBale Ha HeOHaTalHaTa Hera, OBO3MOMKEHO e
TIPEKUBYBabe Ha JIel[aTa co HUCKA recTaljcKa CTapocT U
HUCKA TeJleCHa TEKUHA, HITO ja 3roJieMyBa MHIM/EHIIaTa
Ha TpeMaTypHa PeTHHOIATHja M Pa3BHBAHe Ha TEIIKH
dhopmu. (5-6)

Perpecuja Ha Onmarute (opMu Ha MpeMaTypHa
PEeTHHOTIATH]a e BO3MOKHA ITPeKY CTIIPOBe/yBambe Ha Jo0pa
KOHTpO/IA W Peryialyja Ha MapaMeTpuTe Ha OMIITaTa
COCTOj0a Ha MPeMaTypycoT.

[IpeBeHIIMjaTa Ha MpeMaTypHa peTUHOMaTHja ce
(horycrpa Ha eTMMUHALMja Ha (haKTOPUTE Ha PH3UK M Ha
0 TAIMOJIONIKMOT CKPUHHUHT.

MyITHAMCIMIVIMHAPHUOT —TPUCTAN  Kaj peMaTrypHa
peTHHomaTtHja  ondaka OMIIT  MOHUTOPUHT  BO
HEOHATO/OIIKA eMHUIA ¥ O(TAIMONONKH CKPHHUHT
3a MpOIleHKa Ha Pa3BUEHOCTa Ha KpPBHATa Mpeka Ha
peruHara. IIperyefoT Ha OYHOTO JTHO CO HMHJMPEKTEH
OMHOKY/TapeH  o(Ta/MOCKOII ¥  OTKpHBame Ha
nopeMeTeHOCTa Ha Pa3BOjOT Ha BacKylapH3alujaTa BO
noueTHUuTe (hOPMH, OJTHOCHO BO TIOHUCKUTE CTAJUYMU Ha
peTHHOIATHjaTa, 0BO3MOKYBA 0O/IaroBpeMeHo e(rKacHO
JIeKyBalme M pas3Boj Ha [o0pa BupHa (YHKIMja BO
uaHuHa, Taka MPaBUIHMOT O(TaIMOMOIIKA CKPUHUHT
ce TI0CTaByBa KaKko 0a3MYHO MCTIUTYBAe BO KITMHUYKHOT
IpUCTall Ha TIpeMaTypHa peTHHONATHja, 3aToa IITO
0BO3MOJKYBa TPABWIHO M MPABOBPEMEHO CIIPOBENYBatbe
Ha IpeBeHI1ja U JIeKyBame. (7-8)

1 mokpaj cuTe HaIOpU KoM ce BIIOKEHU BO IIPeBeHIjaTa
U JIeKyBaweTo Ha [peMaTypHa peTUHOIATHja HU3
neTToroguuiHUOT mepuof, (2009-2014 rop.) Ha paboTa u
copaboTKa momery YHuBepsuteTckaTa KnnHuka 3a Ounu
oomect, Epuuuiata 3a UurensusHa HeonaTomomka
Hera u Tepamuja npu VYHuBepsuTeTckaTa KnuHuka
3a ['mHekonmormja M AKymepctBo 1M EpguHuilata 3a
NutensusHa Heonatonoiika Hera u Tepanuja u Opaenot
3a Heonaronoruja mpu YHuBep3utTeTckata KiMHMKa 3a
[lepujaTpuja, oBa 3abo/yBame M IIOHATaMy MPETCTaBYBa
ellHa Off BOJIeUKUTe MPUUMHU Ha CJIENM/IO Kaj JleTcKaTa
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nonynaija. Toa e U NpuYMHA 32 MOTUBOT CO OBOj TPV,
7la ce OCBET/IM MPOOIEMOT Ha MIPpeMaTypHa PeTHHOIATHja
Bo Peny0imka Make[joHHja ¥ Hay4HO fla ce 00padoTaT u
TIPUKaKaT Pe3y/ITaTuTe off I0JTOTO[UIIHOTO CIIefiehe Ha
TIpeJIBpeMeHO POJIEHHUTe Jielia U JieKyBatbe Ha 0Baa 00J1ecT.

CoBpeMeHUTe HCTpaKyBara YKaKyBaaT Ha OpojHUTE
(haKkTOpY KOM MMAAT B/IMjaHKe Ha Pa3BOjoT Ha TpeMaTypHa
PETUHOMATHja, 38 MOKHOCTA HAa KOHTPO/A U JIeKyBambe
Ha TIOYETHUTe CTajuyMu. VcTOBpeMeHO HampaBeHUTe
aHaMM3M Ha e(UWKacHOCTa Ha CJIOKEHUTe W CKAIUTe
XUPYPIIKA METOfIM Ha JIeKyBalhe Ha KpajHO TelIKUTe
craguymu Ha POIl cnemenu co abnanuja Ha peTHHa
n (ubpoBackyrapHa opraHu3aluja Ha CTaKIeCTOTO
TeNo, TMOKaKyBaaT JleKa HM MOCTUTHATUTE J[00pU
AHATOMCKH Pe3Y/ITaT! He ce MpaTeHH CO TOf[00pyBatbe
Ha BupHaTa ¢yHKUWja. M TOKpaj HamopoT Koj ce
BJIOJKYBa BO TpeBeHIIMjaTa 1 JIeKyBambeTo Ha IipeMaTypHa
peTHHONATHja, OBa 3abonyBame IIPeTCTaByBa efieH
0l BOJIEUKWTe TMPUUMHUTENIM Ha CJIENUI0 Kaj elaTta.
(9)

I'pyma Ha ocdramMonosu of moBeke 3emju Bo 1988 rop.
neduHMpana KiacM(UKAIMOHEH CHCTeM Ha AaKTHBeH
ROP, “International Clasification for Retinopathy
of Prematurity“ (ICROP) wmm lHTepHal[OHa/THA
Knacudukanmja Ha IlpemarypHa Perunomatmja. OBa
TMpecTaByBa OCHOBA 3a KOHTPOJMPaHH, PaHIOMU3MPAHU
KIVMHAYKMA CTYIMM ¥ CTaHaapA 3a  0QTaJIMOJIONIKH
cKpunuHT. (10)

[ToBeke MWIOT CTY/UM 3a CIIPOBe/IyBakbe Ha KpUoTepanuja
TMpeTCTaByBajie TIOYeTHA TOYKA 33 MYITUIIEHTPUIHO
KIMHWYKO McruTyBame “Cryoptherapy for Retinopathy
of Prematurity (CryoROP). (2) Bo oBaa cTyauja ce nmpaTu
epeKTMBHOCTA HA KpHOTepamujaTa 3a pefyliupame Ha
JIOIIMOT HKCXOJ, Ha aKTHBHATa peTHHOMaTHja. “Laser
Therapy for Retinopathy of Prematurity“ wmm “Laser
ROP Study” cmuno Ha “CryoROP” mpati aHaTOMCKHU U
(bYHKI[MOHATHH Pe3Y/ITaTH Ha JTaCePCKOTO JIEKYBambe .

HacokuTe 3a mpuMeHaTa Ha CyIIeMeHTapHaTa Teparuja
CO KMC/IOpOJ, TM TperopayyBa KIMHMYKATA CTYAHMja
“Multicenter Trial of Supplimental Therapeutic Oxygen
for Pre-threshold Retinopathy of Prematurity (STOP-
ROP). CymnemeHTapHaTa TepamMja €O KHCJIOPOZ BO
JleYerbeTo 3a PB IaT e TIpernopavaHa off Ashton u HeroBuTe
COpaOOTHUIM, KAKO HAYMH Ha MOMKHOCT 3a HaMajTyBaibe
Ha HeOBAaCKYIapHUOT OJrOBOP Kaj TpeMaTypHaTa
peruHonatuja. Phelpsi Rosenbaum u gmp. mokaskyBaar
JleKa Kaj MauKy co XMIIePOKCHUHY MHYIIMPAHH TIof[payja
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CO Ba300/MMTEpalMK, CyIUIeMeHTapHaTa Tepandja Co
KUCJIOPOJ] ja HaMaJTyBa peTHHA/IHATa HEOBACKY/Iapu3aliuja.
OBue mNpeIMMMHADHM CTYIUM Ce TOYeTHa TOukKa 3a
KnuHnukata cryauja Ha STOP-ROP.

IIEJIN HA TPYJIOT
[IpumapHu 11711 Ha 0BOj TP Ce:

B BaOKHOCTA HA CIPOBEIYBAETO HA CKPMHUHT
mporpamara Kaj mpeMaTypHH Jiella CO BHUCOK PU3MK
3a pa3Boj Ha aKTMBHa (hopMa Ha MpeMaTypHa
peTHHOIATHja, 3a CIPOBe/lyBalbe Ha COOJIBETHO
JieKyBalbe W CIpeuyBarme Ha IMOHATAMOIIHOTO
Harpe/yBarme Ha MaToJONIKKOT MPoIIeC 1

B jeuHUpame Ha MHKIY3UOHHTE KDPUTEPUYMHU 3a
pU3MYHATa TIONy/Ialiuja Ha TPeMaTypycH Koja Tpeba
Ila ce BKJIY4M BO ITporpamarta Ha ckpuHuHT Ha POII 3a
IpaBOBPeMeHO OTKPHMBame Ha peTHHOIAaTHjaTa.

A KaKo CeKyH/[apHH Lie/Ii Ha TPYIOT Ce:

B aHa/MM3a Ha BIMjaHUeTO HA OMIITHUTE PU3KK (hakTopu
Ha pa3BojoT Ha IpeMaTypHa peTHHOIAaTHja 1

B la ce Jafie MPHUOHeC 3a Pa3Boj Ha CTaHAPIHU
CMEpHHIIM Ha CKPUHMHTOT KOW BO MJIHMHA Ke OUaT
TIPUMEHJTUBU 3a CIIPOBeflyBame Kaj MCIUTYBaHATa
TOMy/alyja.

MATEPHJAJI U METOIN

l3paboreHa e crymuja Ha mpecek (“cross-sectional”).
Bo wucTpakyBameTo e mpuMeHeT cTpaTUduIpaH
MPUMepOK Kajie NITO OCHOBHAaTa Tpyma e (opmupaHa
Bp3 OCHOBA Ha KPUTEPUYMHUTE 3a PU3UIM 3a pa3Boj Ha
peTHHOMNAaTHja Kaj mpeJiBpeMeHo pojieHuTe Jiella, KOU ce
nekyBaat Bo Enunuilata 3a ViHTeH3uBHa HeoHaronoika
Hera u Tepanuja mpu VYHuBepsuTeTckaTa KnuHMKa
3a [uHekomorumja M AxymepcrBo, EpunuilaTa 3a
Nurensusna HeonaTonoika Hera u Tepanuja u OgmenoT
3a Heonaronoruja mpu YHuBep3uTeTckaTa KnuHMKa 3a
[legujaTpuja.

[lapameTpuTe Ha CKPUHUHTOT U ceJieKivja Ha MallieHTH-
KpUTEPUYMHUTe Ha O(TAIMONONIKUOT CKPUHMHT 32
npeMaTypHa peTHHONATHja ce TpudaTeHn cropeq
IpefaoroT o cTpaHa Ha AMepuKaHcKaTa AKagemuja
Ha [legujarpucka OdpranMonoruja. CenekiyjaTa Ha
CKPUHMHTOT ordaKka IpejBpeMeHO pOfIeHH Jiella Co
TejiecHa Te;KMHa Ipy parame off <1500 rp. v noManky, uim
rectarcka crapoct ofi 30 Hejie/ld ¥ IOMAJIKY, a I00KMBajie
KUC/IOPOJl, KAKO ¥ MPeMaTypycd KOW T'M NpeMUHYBaaT
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ropeHaBejleHUTe KPUTEPUYMH, HO MMaaT JIOTIOMHUTETHH
PU3HUK (haKTOPH BO TEKOT Ha Pa3BOjoT.

Co CKPUHMHTOT ce oraTeHH JIella KOM ce MperyiejaHu
ox Maj, 2009 rog. mo Maj, 2014 rog. HynTuoT-mpBUOT
ohTa/IMOJIONIKY TIpersie] Oeme cripoBefieH Bo 4-6 Heena
1o paraweTo. Bo HyITHOT oTa/MONONIKKM Tperyies of
TIOHATaMOIITHOTO C/lefielhe Ce MCKydyBaaaT jieljata co
TPaBUJTHO pa3BHeHa KPBHA MpesKa Ha pPeTHHATA.

[lonatamy ce mperjefiyBaaT IpeMaTypycH  Kafie
ce TpaTd pa3BOjOT Ha KPBHUTE CAflOBM JI0 CaMaTa
nepudeprja, oOpHYBajki BHUMAHIE MPU OfCTAIyBarbe
BO pa3BojoT. Kora IocToM MaTONOMIKO OfCTAMyBame I
3HAKOBM Ha TpeMaTypHa pEeTHHOIATHja ce WMEeHyBaaT
co craguyM. IIpuapKyBajku ce Ha KpUTEPUYMUTE
Ha  lHTepHaupmoHanHaTa  KiacuduKamuja  3a
npemarypHa peruHonatuja (ICROP) 3a cekoj mperyeq
BO [IOKYMEHTal[ijaTa Ce BHECYBaaT MOJATOIM 3a
JOKa/M3alija Ha 3aBPIIETOLMTE HAa KPBHUTE CaJiOBH,
TH. 30HM ¥ HUBHHOT WM3IJIE[l, CIipeMa O30MIHOCTa Ha
CTa/IUYMOT.

Co cekoj HapefieH 0(hTaJIMOJIOIIKH TIperyie]] IPUMePOKOT
ce HaMajyBa, a IlefiTa HA JleTeKi[jaTa e aKTHUBHATa
(hopMa Ha cTa[UyM 3 Ha peMaTypHa PeTHHOIATH]a, UKe
TIOHATaMOIITHO HaIpe/yBambe o ajleKBaTHO JIeKyBambe, BO
HajrosieM 0poj MoJke Jla ce CIIPeuH.

Bo Tek Ha MeTTOrOAMIIHUOT HePHof, O O(TaIMOMOIIKH
CKPMHUMHT u37BoeHM ce 197 mpeMaTypycd cO aKTHMBHa
dopma Ha peTuHomatHja off TpeT ctemeH (threshold
retinopathy) u crpoBefieHa e nmacepgoTOKOaryIaLujcKa
IeCTPYKIIMja Ha aBaCKy/lapHaTa peThHa.

CKpWHUHTOT Oellle CIIPOBefieH 3a BpeMe Ha MPecTojoT
Ha mpemarypycute Bo Oppenenuero 3a HTeH31MBHA
Heonaranmna Hera u Tepammja mpu YHuBep3uTeTCKaTa
Knuuuka 3a ['uHekonoruja M AKyllepcTBo WM
no ornymrawero Bo Kabuneror 3a IIpemaTypHa
PetvHomatnja mpu YHuBep3uTeTcKaTa KiuHuKa 3a
ounu bonect Bo Cromje. IIpernefoT Ha OUHOTO JHO €
HarpaBeHo BO IIMPOKa 3eHuIa. MakcumanHa Mupujasa
ce TIOCTUTHYBa co Kameme Ha sol. Phenyilephrine 2.5%
wm sol. Cyclopentolate (.5% nBa maT efjeH yac Tpef
nperniefot. llpernefor peanusupaH e cO UHIMPEKTEH
OnHORy/mapeH odraaMockonm u nyma op 28 JI. 3a
nojio0ap mpersies; Ha Tepud)epHUTE JI€JIOBM Ha PeTHHA
ce KopucTH WHjleHTaTop. VHTepmanmebpanHaTa puMa
ce JIP)KU IIMPOKO OTBOPeHa co MOMOII Ha Oredapocrar
Wi ekaprep. CopaboTKaTa IIOMely MepCOHANOT Ha
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HeIUjaTPUCKUOT TUM ¥  O(TaJIMONIOTOT OBO3MOXKYBa
CHTYPHOCT TIPM OJIP)KYBarbe Ha CTA0MTHOCTA Ha OMIITAaTa
37IpacTBeHa COCTOj0a Ha JieTeTo, J00ap MpUCTar Ha OKOTO
1 00e30e/1yBa YCJIOBM 3a JIeTaJIeH Mpersie]] Ha peTHHATa.

EBanBallija Ha CKPUMHUHTOT - Bo TeK Ha CKPHUHUHIOT
HA0JI0T Ha OYHOTO JIHO Ce MHTePIPeTHPa BO COTJIaCHOCT CO
MHTepHaloHaHaTa KiacuMKaIjaTa Ha IpeMaTypHa
peruHonatuja (ICROP). CremeHoT Ha mpeMmaTypHa
peTHHOIaTHja ce Kiacu(uIupa cropes HajBUCOKUOT
CTeleH Ha TPOMeHa BO OKOTO OfIIeJTHO, KOj € PerCTpUTaH
Ha HEeKoj Off TIper/ieiuTe, IypU UaKO Pa3BOjHUOT CTAIUYM
e JIoKa/iM3upaH Bo 30Ha III.CrienuduuHmTe OJATOLH KOj
ce OejiekaT ce TIPUCYCTBO Ha JMTIATHPAHU KPBHU CaJ[0BU
Ha peTHHa U CTeleHOT Ha 3aMaTyBake Ha CTaKJIecToTO
Teno. [lunaTaiyjata Ha KpBHUTE CajiloBU Ha peTHHA ce
HoJlefleHd Kako MPUCYTeH WIM OfICYTeH 3HaK IUIYC, a
3aMaTyBameTo Ha BUTPEYC KaKo MPUCYCTBO UITH OJICYCTBO
Ha KPB BO BUTPEYM.

Bo 3aBHMCHOCT Off HAoOJOT ce OfpefyBa W TEPMUHOT
Ha CJIe[HUOT TIperjiell OasMpaH Ha yIaTCTBaTa Ha
lHTepHalMoHaHaTa Kiacu(uKaluja 3a MpeMaTypHa
peTuHomNaTuja. PacnpocTpaHeTocTa Ha KpBHATa Mpexka,
OJTHOCHO JIOKa/IM3allujaTa Ha 3aBPUIETOIUTE HAa KPBHUTE
cajioBu TpeMa MHTepHalMOHa/HaTa KIacu(uKalpja 3a
TpeMaTypHa PeTHHOTIaTHja ce 00eJIeKyBaaT Co PUMCKUTE
opoesu I, I1 u II1.

Bo 30Ha I, KpBHUTE CajI0BM Ce IMPAT Off IUCKOT Ha OUHUOT
HepB Ha JiujamMeTap Koj e ToMaJl off JJBOjHaTa JlaJieurHa
IucK-Makyma. [Ipu mpernezor, paboT Ha BUIEOKPYTOT Ha
nyma of 28]] ce Haor'a Ha ONITUUKUOT JIUCK U 3aBPIIETOIUTE
Ha KPBHHTE CaJIoBM BHATpe BacKy/lapu3MpaHaTa PeTHHa.

Bo 30Ha II, KpBHMTE CaJj0BU Ce LIMPAT 1033y 30HaTa I, Ho
He TojjajieKy off IO/KUHATa Ha IujaMeTap 10 Ha3aaHHOT
el Ha 3amyecTaTa JauMHUja (orra serata). TpaH3uiuoHa
30Ha e JIOKaJIu31paHa e Bo 30Ha I, a e Bo 3oHa 1.

3ona III ja mnpercraByBa TeEMIOPaIHUOT [ieT Ha
nepudepujaTa Ha peTHHA, HA[BOP Off [MjaMeTapoT Ha
ofijlaJieueHOCTa Ha HA3aJIHMOT JIeJT Ha 0pa cepara.

Bo TeK Ha CKPUHHMHIOT, MOTMONHO pa3BHeHaTa KpPBHA
Mpexka ce ofbeneskyBa co 6poj IV, 3apaju MokHOCTa 3a
CTaTHCTHYKA 00pabOTKa.

CremeHOT Ha pPa3BOjOT Ha KPBHWUTE CAJIOBM Ha HUBHUTE
TEePMUHAJTHH JIeJIOBU KJIACU(DUIMpPaH e TIpeMa CTaJiyMoT
majmeHa oy VHTepHaioHanmHaTa KiacuduKangja 3a
npeMaTypHa peTHHOINaTHja, cTaguyM 1-3, OWTHM 3a
CKPUHUHTOT.
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Craguym 0 ce opHecyBa Ha TIPUCYCTBO  Ha
HeoBaCKylapu3MpaHa peTHHa Ha mepudepwja o
oj10eieKyBa cOCTOj0a HAa IIPABUITHO Pa3BUEHH 3aBPIIETOII
Ha KPBHUTe CaJioBH, 0e3 3HAIM OKApaKTepU3MpaHU BO
craguymure 1-3.

Craguym 1, ;eMapKai[ioHa TMHWja MpefiCTaByBa BUINBa
rpaHMIla Ha BacKylapu3MpaHa off HeBacKylapu3MpaHa
petrHa. Co BAKOB HA0Jl CKPUHUHTOT TPOJIO/IKYBA.

CraguyM 2, 0esieM, Kajie rpaHHI[aTa Ha BAaCKyIapu3paHaTa
0]] HeBaCKy/lapu3MpaHaTa peTiHa MOYHYBa fla ce MOJIUTHe
M3HaJ HMBOTO Ha peruHata. OBoj Haon Oapa OymHO
TpaTee Ha COCTOj0aTa Ha peTHHATA.

Craguym 3, Oemem co mpomudepanyja mpeMa BUTPEYC,
HAJIO}KYBa IIPeTIa3/IMBO IPaTekhe Ha pa3B0joT v LIMPEHETO
Ha Tpo/MQepaTHBHUOT MPOIIEC, 3a TIPaBOBPEMeHO MOKe
Ia ce BlMjae co nacepdoToKoarynaidja Koj ja gectpyupa
MCXeMUYHaTa neprdepHa peTuHa.

[lormonHo pa3BueHaTa KpBHA Mpexka, Kajie KPBHUTE
caJIoBMHA PeTHHA JI0CErHYBaaT 10 KpajHaTa nepudepuja
Ha peTHHa, IMPKYIapHO [0 Oopa cepaTa ofiroBapa Ha
ypeJieH Haof, ¥ [ieTeTo ce UCKITyJyBa of] OHATAMOITHUOT
odranmonomky ckpunuHr 3a POII, a o3HaueH e Kako
craguym 0, 3oHa IV.

HenoTnomnxo pa3BueHa MpeKa Ha KpBHUTE CaJJOBA oe3
3Halln 3a pETI/IHOHaTI/Ija e I/IHI[PIK&L[I/Iia 3a [NIOHAaTaMOIIHO
[paTeme. MHTepBaHOT Ha CjIeIHUTe IIperjieaun 3aBUCHU O]
30HaTa Kaje ce Haora 3aBpIIETOKOT HAa KPBHUOT 3HAK.

CTpyKTypa Ha TPUMEPOKOT -Pu3muHMTE TpeBpeMeHO
pOJIeHH Jietia 3a 0(hTaIMOJIONIKY CKPHHUHT I M37IBOjyBaaT
TeiujaTpuTe HEOHATOJO3H, IO CJIEIHAOT KPUTEPHYM:

m TenecHa texxuna noparame (TT) <1500 rp.; umm

m [ecranucka Bospact (I'C) 30 Hemeny Uy momara,

m JlejcTBO Ha ApYTH OTEKHUTETHU YCIIOBH Ha Pa3BojoT
nin

| HpnmeHa Ha KHUCJIOPOJ ITpH jieuemhe.

PE3Y/ITATH

[IpuMeHeTHOT MHKITY3MOHEH KPUTEPUYM Ha CKPUHUHTOT
BO OJIHOCOT Ha TeJleCHATAa TeKMHA U recTal[icKara CTapoCT
BK/IyuyBa 1630 pusuuHM mpenBpeMeHO PofieHH [iella, co
uneHTuduKayja Ha aktuBeH POII kaj 197 nmpematypycH,
mro mperctaByBa 12.09% u e mnpuOMKHO HCTa CO
TMPOLIEHTOT Ha TPeTHPaHu MpeMaTypycu BO eBPOTCKUTE

apxkasi. (Ipad.1)
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Brynen Gpoj Ha nperaefasH npeMatTypyci, n=1630

197 -12.09%

W npeMaty PHCHCD KM BETH
BACKY AP ]A i peTimna, Ged
a0 n=1433

B npesatypycn o ingennigaicauisia
waaxTanen FOML n= 197

I'pad. 1

[IpemMaTypycu BK/TyueHH BO CKpHHUHT IIporpamara
Ha [peMaTypHa PeTUHOMNATH]a i TPeTUPaHU
HeoHaTycH o acepoToKoarynaiuja Kaj
noMjarHoctuLupaH akTuBeH POIL.

EBONMYTUBHMOT pa3Boj Ha IpeMaTypHa peTHHOIATHja
MMa CBOM BPEMEHCKM W CTPYKTYpalHU OfipefHuni. Bo
TeK Ha CKPUHUHTOT MpaTeH e AMHAMU3MOT Ha Pa3BojoT
Ha KPBHHUTe cajioBH, OOPHYBajKkM BHMMaHHEe Ha 30HATa
BO KOj KpBHHUTE CaJlOBU Ceé pa3BUBaaT U COCTOi6aTa Ha
3aBpUICTOLIATe HA KPBHUTE CaJOBU KAKO W HUBHOTO
MOHANIake BO TEK HA PacToT.

Kora e pujarHocTMIMpaHa aKTMBHA peTHHONAaTHja -
threshold disease, HeomxomHo OWIO0 aKTUBHO [a ce
7lejcTBYBa BO POK 0ff 72 yaca, OJIHOCHO [ia Ce TPUCTaIu co
TeCTPYKIMja Ha HCXeMUYHATa HeoBaCKy/lapHa rnepugepHa
peTHHa, ce Co IieJl Jila ce CIpeud MOHATaMONIHKOT
TeK Ha MNPOMM(epaTMHBHUOT MPOLEC KOj BOAM IpeMa
abmanuja Ha petuHa. HauMHOT Ha JleKyBame € camo Co
nacepdoToKoaryaiuja co HOofieH jacep.

Kaj 197 mpematypycu HaripaBeHo e jacepgoToKoarynaruja
BO JIOKajHa aHecte3uja. Bo 2009 rog. Tpetupanu ce 7
npematypycu, 2010 rog. - 58, 2011 rog. - 37, 2012 rop. - 42,
2013 rog. - 30, momeka Bo 2014 roz. TpeTupanu obuine 23
npeMatypyci. (I'pad.2)

il
B i M TPeTIpAsI DpeAATPTON
o0 SacepehoToORGEY XM B0
” neping 0 MM foa
L1
1]
50
20
i1}
,
o] g HHN 2002 HH3 Ak
I'pad.2  Bpoj Ha TpeTupaHy HEOHATYCH CO

nacepgoToKoarynaiyja Kaj {ujarHoCTUIMpaH
aktused POII Bo mepuof o1 2009/2014 rof.
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[lpucyctBo Ha  xemodramMmyc 3apagu  GiopugHa
(dopMa Ha mpeMaTypHa PETHHONATH]ja ja OHEBO3MOKH
jaceporiepaijaTa Ha efHO OKO Kaj eflHO TpeMaTypue.
Jlekap HeoHATONOT WIM MeIWIMHCKA CECTpa Off
HEOHATOJIONIKUTe eJMHUII Oea TPUCYTHU 3a BpeMe Ha
MHTepBeHIrjaTa.

JIMCKYCHJA

Co mpemBpeMeHOTO parame KUBOTHHTE VCIIOBU Ce
peay3npaaT BO JJMHAMIYHA CPeMHA CO ITPOMEHJIUBH
napametpu. IIpo6reMoT Koj OBfie ce jaByBa e He3penocTa
BO PEry/IMparme Ha OJHOCKTEe CO HaJBOpEeIIHATa CPeyuHa
¥ criel[()MIHOCTHTE Ha II0TpeOuTe.

CornenyBameTo Ha CJIOKEHOCTa Ha TpPo0JeMOT Ha
TeopHjaTa Ha reHe3aTa, Pa3BOjOT M HAIPeNYBambeTO Ha
TMpeMaTypHa PeTHHONATHja ¥ MOMKHOCTA 3a MpeBeHIINja,
HaMeTHYBa MOCTOjaH JMHAMU3aM Ha Tpailiakba co KOU
ce CpeTHyBaaT HEOHATO/IO3M, O(TATIMONO3M U OA3UYHHU
HayUHHUIIH.

Bo kmMHMYKaTa paboTa ce CTaKHYBa MpeBeHIMjaTa, Koja
ce CIIPOBelyBa BO PaMKUTe HA HEOHATOJIOLIKAaTa Hera Ha
npematypycute. IlpumMeHaTa Ha KUCIOPOZIOT BO TeK Ha
JIEKYBameTo M Herata 0apa MOCTOjaHO MOHMTOPUPAKeE.
KucnopofioT ce omcepBupa Bo IBOjHA V70T, KaKo (hakTop
3a HaCTaHyBawe Ha MpeMaTypHa peTMHOMaTHja U KaKo
(bakTOp Ha Hej3MHA ITPEBEHIHja.

I[IpeBanennara Ha POII e pemynupaHa co pecTpHKIHjaTa
Ha mnpuMeHa Ha Kucmoponor. Co mopmoOpyBame Ha
HeraTta Ce OBO3MOKYBa IpeKUBYBame Ha [elara co
MaJia TellecHa TeKMHA ¥ HUCKA TecTalluja, Co HeIoBOJTHO
pa3BHeHu crcTeMy Ha opraHu. Co HeraTa u OfIp/KYBambeTo
Ha TpeJiBpeMeHO POJIEHHTe Jiella CO 3rojieMeH 30up Ha
dakTopy Ha PU3MK BO TPEKUBYBAHETO, CE 3rojieMyBa
uniuaeHaTa Ha POII u ce 3romemyBa co IOMeCTYyBaibe
KOH MOTEIIKUTE CTaJUyMHU.

ba3uyHo WCHUTYBame BO KIMHWYKMOT MPMCTaN Ha
TpeMaTypHa PeTHHOMATHja PeTCcTaByBa 0(TaIMOMOIIKH
cKkpuHuHT. [JobpaTa ceyleKIyja Ha JieliaTa co BUCOK PU3UK
3a 110jaBa Ha MpeMaTypHa peTUHOMATHja 1 MPaBOBPeMeHO
3aMOYHYBame Ha TperjiefjuTe OBO3MOKYBA IIPABHITHO
CIIPOBe/TyBarbe Ha ITpeBeHIIja U IeKyBarbe.

lpeanna mporpamMa 3a CKPUHMHT Tpeba fja omdatu
JeTeKIja Ha CUTe C/IyJyay Ha IIpeMaTypHa peTHHONaTHja
M JIa TH CJIe{, a MCTOBPeMEeHO Tpeba ja ce u30erHar
HEMoTPeOHNTe Ipere.

[Iporpamara 3a CKpUHMHT Ce pa3BUBa BO TeCHa COpabOTKa
CO TefIjaTap HEOHATOJIOT ¥ O(PTaIMOJIOT.
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Bucoko pa3BueHMTe [pKaBM MMaaTr VIATCTBA Ha
HanpoHaneH ckpunur. ITokpaj mocrojaHaTa copaboTKa
Ha HEOHATONOT KOj TO BOJIM MOHMTOPHHIOT HA OMIITATa
cOCTO0j0a, KPUTEPHYMHUTE 3a BJIe3 BO CKPUHUHT [TPOrpamaTta
MO3Ke fla ce iporupar. Taka, co ykaskyBarbe Ha TPUCYCTBO
¥ Ha JIPyT¥ MOKHHU (DaKTOPHM HA PU3MK, TIPEMaTypyCcUTe
CO TIOTOIeMa TecTalldja W TorojieMa TejlecHa TeXKWHA
BJIETYBAAT BO CKPUHUHT.

CTpareruja Ha CKpUHMHTOT Kaj TpeMaTypHa peTMHOMaThja
ce COCTOM BO Toa CO TperjefuTe Ha OYHOTO JHO Ha
npeMaTypuMibaTa Jla Ce HajjaT HempaBWIHOCTH Ha
Pa3BojOT Ha KpBHATa Mpeka, o Ile1 32 OTKpUBame Ha
aKTUBEeH OONMK Ha MpeMaTypHa peTHHOMATHja U CO
MIpaBOBPeMeHO JIeKyBatbe fla ce CTIipeur MOHATaMOLIHUOT
pasBoj.

TexHONMOMKKMOT MCUEKOP CO MOCTaBYBalbe Ha JIacepoT Ha
UHJIUpEeKTeH O(TaJMOCKOI, OBO3MOKYBa INpHMeHa Ha
71acep BO JIeKyBambe Ha aKTUBHUOT cTaguyM Ha POIL.

3AK/IYUOII 1

[IpeMaTypHa peTHHONATHja TMPETCTaByBa HajBaskeH
3aeTHIYKU TPOOIeM CO KOj ce COOuyBaaT MefujaTpu u
oTa/IMOTI03M1 ¥ € TTaBHA IPUUKHA 3a CJIETUIO Kaj flelia.

JacHo medbuHMpaHM yTaTCTBA Ha CKPUHMHTOT M TOCTOjaH
MOHUTOPMHT Ha OINITaTa cocTojba MpeTcTaByBaaT
OCHOBHM TIpaBWJIa 3a TIPUCTall Ha [peMaTypHaTa
peTuHomnaTuja. BpegHOCTUTe Ha ymaTCTBaTa Ce OMIITH U
BPEMEHCKH TTapaMeTpH.

CripeMa  yCBOEHUTe  KPUTEPUYMH,
cripoBefieH Ha 1630 mpemaTypycu.

CKPpUHHMHIOT e

CKpUHMHTOT pe3ylITHpalle CO OTKpHBambe Ha aKTHBHA
npeMaTypHa PeTHHONATHja WITO OWla W MHAMKAIWja
3a aKTMBHO jeuewe. Kaj 197 npemarypycu usBefieHa e
nacepdoToKoaryaiuja.

Temkara ommra cocTojoa MoKe 1a Oujle TpUYMHA 3a
KaCHO 3all0YHYBabhe Ha CKPUHUHTOT.

[IpemaTypHa peTMHOMaTHja € 3aBMCHA Off TeJleCHaTa
TeXKUHa U recTaljckaTa BozpacT. [loBeke e ycioBeHa off
recTarucKaTa Bo3pacT OTKOJIKY Off TeJiecHaTa TeXK1Ha Mpu
parame.

Cripema pe3ynTaTuTe Ha MY/ITUIUIA PerpecroHa aHamM3a
TO/KMHATA Ha JlaBambe Ha KUC/IOPOJ] ce MCTaKHYBa KaKo
3HayaeH (haKTop BO Pa3BOjOT Ha aKTWMBHaTa (hopMa Ha
npeMaTypHa peTUHOMAaTHja.

AcucTipaHaTa MeXaHMUKa BEHTUIIAIMja € CATHU(DUKaHTeH
(harTop Bo Te;kuHaTa Ha popmute Ha POIL
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Bonectute Ha  pecriMpaTOpHUTe OpraHd, WHTpa-
KpaHWjaTHUTe KpBapema KaKo 1 aluji03a 1 XurepKarHuja
BO TOpeMeTyBamaTa Ha TAacHUOT CTaTyC MOKaKyBaaT
CUTHU(UKAHTHO 3HAueHe BO Pa3BOjOT Ha MpeMaTypHa
peTHHOIMaTHja
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SCREENING FOR RETINOPATHY OF PREMATURITY IN REPUBLIC OF MACEDONIA
Tateshi B.!, Isjanovski I, Dimovska-Jordanova V.",Golubovik M.

!'Cabinet for Premature Retinopathy ,University Clinic for Ophthalmology,
Medical Faculty Skopje, R. Macedonia

ABSTRACT

Introduction: Retinopathy of prematurity is a disease occurs in premature infants and affects the retinal vessels
during development. The aim of this study is to describe the introduction, the results of screening and treatment
for retinopathy of prematurity (ROP) in Republic of Macedonia.

Material and Methods: We used cross-sectional study, which included all infants with birth weight <1500gr.
and/or born at 30 weeks or earlier from May 2009 to May 2014. Fundus of children was examined with an indirect
ophthalmoscope in the fourth postnatal week. Premature babies that developed thresholds disease were treated
with laserfotocoagulation.

Results: The applicable criteria of screening in terms of birthweight and gestational age included 1630 preterm
children with risk, from witch in 197 infants was identificated active form of retinopathy of prematurity.

Conclusions: Ophthalmic screening presents the basic research into clinical approach for retinopathy of
prematurity. Good selection of children in neonatal units with a high risk of retinopathy of prematurity and timely
initiation of ophthalmic examinations, allows proper implementation of prevention and treatment.

Key words: retinopathy of prematurity, screening, indirect ophthalmoscope, laserfotocoagulation.
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PROTOCOLS FOR DETECTION AND PREVENTION OF
RhD ALLOIMMUNISATION DURING PREGNANCY

[TPOTOKOJIU 3A IETEKIIUJA A TIPEBEHIIUJA HA RhD
AJTOUMYHU3ALINUJATA BO TEK HA BPEMEHOCTA

Velkova E'., Ismaili A", Useni S'., Dejanova Ilijevska V'., Mitevska L.

! National Institute of Transfusion Medicine-Skopje, R. Macedonia
Medicus 2015, Vol. 20 (2): 188 - 194

ABSTRACT:

Introduction: Mother’s alloimmunisation during pregnancy, also known as isoimmunisation, is defined as a
presence of irregular Red Blood Cells (RBC’s) alloantibodies in blood of pregnant woman that can lead to Hemolytic
Disease of the Fetus and Newborn (HDFN) or in severe cases to fetal demise.

Aim: to evaluate the RhD alloimmunisation during pregnancy among women in R. Macedonia and to propose
protocols that will improve healthcare and women safety during pregnancy.

Material and method: for 22.009 pregnant women in the period of 2004-2014, were done immunohematology
analyses: ABO blood group and Rh type, screening of RBC’s alloantibodies, Indirect Antiglobulin Test (IAT) with 5
panels of RBC’s antigens, enzyme test (two panels of RBC’s antigens), identification of RBC’s antibodies (Coombs
and enzyme panels), quantification of antibodies and blood group phenotypisation.

Results: total of 3.838 (17.42%) pregnant women were RhD negative. RBC’s alloantibodies were detected among 205
women, out of which 169 had sensitization toward RhD antigen and 36 pregnant women had multiple antibodies.
The prevalence of allosensibilisation in R. Macedonia is 4.74%; 112 (54.62%) RhD sensitized pregnant women didn’t
receive antenatal prophylaxis. Symptoms of HBFN didn’t show 50.93% of newborns, mild or strong intensity had
36.11% and 12.5% had fetal demise.

Conclusion: The most often reason for RhD sensitization of pregnant women in R. Macedonia is the lack or
inappropriate antenatal prophylaxis. It is expected that the wide use of a proposed new protocols will decrease the
percentage of women'’s RhD sensitization and the morbidity and mortality of newborns with HDEN.

Key words: Hemolytic Disease of the Fetus and Newborn (HDEN), Feto - Maternal Hemorragia (FMH), antenatal
and postnatal RhD prophylaxis, alloimmunisation.

INTRODUCTION

Mother’s alloimmunisation during pregnancy, also
known as isoimmunisation, is defined as a presence of
irregular Red Blood Cells (RBC’s) alloantibodies in blood
of pregnant woman that can lead to Hemolytic Disease of
the Fetus and Newborn (HDFEN) or in severe cases to fetal
demise.

blood group antigen can cause immunologic reaction in
people that don’t have that antigen, producing specific
antigen alloantibodies.

HDFN begins during intrauterine life, due to presence
of IgG antibodies of a pregnant woman against RBC’s
antigens of the fetus. In most of the cases, HDFN

The specificity of a blood group is determined by the
chemical structure of the antigen determinants that are
present in the carbohydrate or protein linked with lipid
on the RBC membrane, so called molecule carrier. The
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antibodies are connected with D antigen? as a result of
a higher sensitivity of this antigen compared with other
antigens, as well as because the high potential of anti-D
antibodies to destroy D- positive fetus RBC’s® /.
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When the antibodies are created and present in a woman’s
blood, during the time they can become invisible until
the new, next contact with antigen. Than, the immune
system reacts with increased level of antibodies°.

Until now, there are over 250 types of identified blood
group antigens, together with the corresponding
alloantibodies that are divided in 30 different systems,
such are: Rhesus (most important antigens are C,c,C% D,
E, e), Kell ( with antigens K and k), Duffy (with the most
important antigens Fy * and Fy"), Kidd (antigens Jk* and
Jkb) etc!.

Even though that Rhesus RhD immunoglobulin (RhIG)
for prevention of hemolytic disease of the fetus/newborn
(HDFN) is widely in use, still, the Rh alloimmunisation
remains significant problem in any country.

Around 600-700 new cases of Rh sensitization occur
each year in the United Kingdom®. It is estimated that
about 16-17% of RhD negative women who deliver an RhD
positive fetus will become alloimmunised if they don’t
receive RhIG.

There are two main reasons that cause RhD sensitization
during pregnancy. First one is missing or inadequate dose
of RhIG as antenatal prophylactic therapy. Not all women
are treated with anti-D globulin when is needed. The
second reason is presence of small, not-detected Feto -
Maternal Hemorragia (FMH) during the third semester of
pregnancy.

The measurement of fetus erythrocytes in the mother’s
blood circulation is useful method for estimation of the
amount of FMH and adequate RhIG, as well as for good
management of feto-maternal RhD incompatibility. The
amount of fetus erythrocytes is a vital indicator for
determination of therapeutic dose of RhIG and prevention
of sensitization of Rh-D negative pregnant woman who
carry Rh-D positive fetus®.

In R. Macedonia, the women’s alloimmunisation during
pregnancy is important public health problem that
require better management.

AIM

The objective of the study is to evaluate the RhD
alloimmunisation during pregnancy among women in
R. Macedonia and to propose protocols that will improve
healthcare and women safety during pregnancy.

Original scientific paper

MATERIAL AND METHODS

For the purpose of this study were performed
immunohematology analyses during the 10 years period
(2004-2014), at the Department for immunohematology
and antenatal testing at National Institute of Transfusion
Medicine in Skopje (NITM).

Retrospective and prospective study methods were used
in different stages of study; were analyzed 22.009 blood
(serum) samples and gained results from women during
their pregnancy and after delivering. For all of them were
done laboratory analyses of: ABO blood group and Rh
type, screening of RBC’s alloantibodies before and after
delivering.

After delivery were performed additional tests: Indirect
Antiglobulin Test (IAT) with 5 panels of RBC’s antigens,
enzyme test with two panels of RBC’s antigens,
identification of RBC’s antibodies with Coombs and
enzyme panels, quantification of antibodies and blood
group phenotypisation of antigens of the mother, father
and the newborn, according to detected antibodies.

The structured questionnaire was fill out by each
pregnant woman that accepted to participate in the
study, by which were provided anamnestic data from
respondents about RhD prophylaxis®.

RESULTS

In the study were included 22.009 pregnant women,
out of which 3.838 (1742%) were RhD negative. RBC’s
alloantibodies against antibodies of the Rh system
were detected among 205 women, with detected
237 alloantibodies, out of which 169 of women had
sensitization only toward RhD antigen and 36 pregnant
women had multiple antibodies.

In the first phase of data analyze, the prevalence of
allosensibilisation in R. Macedonia during pregnancy was
5.34%, with variations in some years between 3.25%-7.34%
(table 1). But, later, with deeper analyze of the answers
from the questionnaire, with recalculation, this final
result was changed to 4.74%. Some of women answered
that have received RhIG and some of the results were
false positive due to given antenatal prophylaxis.
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Tablel  Number of pregnant women and prevalence
of sensitized in R. Macedonia (year 2004-2014)
Total RhD % of RhD Prevalence

number . .

Year of | Pesative | negative | of I Rhig
pregnant | pregnant sensitized
pregnant o
women | women (%)

women
2004 1797 364 20,29 11 3.02 14
2005 1635 315 18.98 12 3.80 12
2006 1659 321 19.34 23 716 10
2007 2059 317 15.39 12 3.78 12
2008 2118 334 15.76 17 5.08 26
2009 2134 341 15.97 20 5.86 28
2010 2287 422 18.45 28 6.63 15
2011 2078 309 14.87 13 420 10
2012 2125 322 15.15 16 5.00 11
2013 2011 369 18.34 12 3.25 11
2014 2106 422 20.03 28 6.63 13
Total | 22009 3838 17,42 182 4.74 162

The biggest number of RhD sensitized pregnant women
(112 or 54.62%) didn’t receive routine antenatal prophylaxis
or RhD prophylaxis, especially in cases when there were
in any form of risk that contribute to sensitization (ex.
after miscarriage). If on that number add the cases with
inadequate prophylactic treatment, than the percentage
of inappropriate RhD protected pregnant women rise up
to 65.35%.

According to gained data from the performed research,
the reasons for RhD antigen sensitization that was
present among 205 women can be divided into several
groups:

m Pregnant women with post-delivery prophylaxis, but
without routine antenatal anti-D prophylaxis (AADP),
with lack of previous medical history about potential
attacks that might cause sensitization during
pregnancy (6 women or 2.92%)

m Pregnant women that didn't receive antenatal
prophylaxis after confirmed diagnoses of sensitization
(34 women or 16.58%)

m Women that didn't receive Antenatal anti-D
prophylaxis (AADP) in the previous pregnancies (78
women or 38.04%)
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m Women without antenatal and postnatal Rh-D
prophylaxis (35 women or 17.07%)

m Sensitized women as a result of inappropriate
prophylaxis (22 women or 10.73%)

m Pregnant women that developed sensitization before
28 week of pregnancy (19 women or 9.26%)

m Pregnant women with incomplete medical history (11
women or 5.36%)

By following the healthcare status of pregnant women
and later of the newborns of RhD sensitized mothers, was
possible to evaluate the clinical outcome of HBFN. Almost
half of the newborns (50,93%) didn’t show symptoms of
HBFN and they didn’t receive any therapy. Symptoms
with mild or strong intensity of HBFN were present
among 36,11% of newborns, followed by phototherapy,
exchange-transfusion or pre-term delivery; the rest 12,5%
of cases were with registered fetal demise (Table 2).

Table 2. Clinical outcome of newhorns delivered by
sensitized mothers (year 2004-2014)
Newborns with
Number of Newborns |Newbornson| intrauterine
Antibodies S without | phototherapy| transfusion,
sensitizations )
therapy /exsanguine hydrops
Hb<60g/1
D 182 87(478%) | 68(37.5%) 27 (14.6%)
C 29 20 (69%) 9 (31%) 0
C 1 0 1(100%) 0
E 4 4 (100%) 0 0
Total 216 111(50,93%) | 78(36.11%) 27 (12.5%)

The sensitization to other antigens of the Rh system, on
the second place was against C antigen, in some cases
without symptoms, but in other cases with mild or
intermediate clinical symptoms of HBFN.

This study during the period of 10 years, accompanied
by follow up of the clinical treatment, give the right to
the author to conclude that there is a need to revise
the current protocols for immunohematology analyses
during pregnancy and protocols for RhIG prophylaxis.
The proposed new protocols correspond to the newest
evidence based medicine practices that are present in
developed countries.

The graph 1 represent protocol for immunohematology
analyses during pregnancy°.
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Graph1 Protocol for immunohematology analyses

during pregnancy
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Protocol for RhIG prophylaxis in the antenatal period

L

Initial blood typing and antibody screening to all preg-
nant women, during the first trimester of pregnancy, no
matter if they are RhD negative or positive. By doing
this analysis in the antenatal period, will be achieved:

m Identification of RhD negative women that are
candidates for RhIG prophylaxis

m  Will be discovered alloimmunised women that
have to be on a monitoring for HBFN during
pregnancy

m Set up correct and on time diagnosis for HBFN,
further observation and appropriate management

m Identification of ABO blood type of the newborn;
in cases of diagnosed symptoms of HBFN the
treatment with blood components can start on
time

m To gain time and be ready for fast reaction if
there is maternal bleeding during delivery and
presence of severe anemia

If screening tests are negative, additional control
should be done in the period of 26-28 week of pregnancy.

Original scientific paper I

3. When screening tests are positive, but there isn’t medi-
cal history for RhD prophylactic treatment, it should
continue with additional tests for identification and
quantification of antierytrocites antibodies.

4. When there is a positive identification of antibodies
that cause HBFN with stronger intensity (anti-D, anti-
¢, anti-K), additional immunohematology laboratory
controls are necessary to repeat every 4 weeks until 24
week of pregnancy, after which the level of antibodies
have to be controlled every 2 weeks until delivery.

m For all other antibodies, according to their level,
is recommended to make regular immunohema-
tology laboratory controls at every 4 weeks until
delivery.

m During each control of antibodies, it is recom-
mended to do tests screening for presence of ad-
ditional anti-erythrocytes antibodies.

5. Clinically significant antibodies, are followed by their
quantity in serum. If the level is equal or higher than
1:16 for test performed with classic method in tubes
or 1:64 with method of micro-agglutination, every in-
creased titer with dilution that is higher than 2 levels
should be reported to the obstetrician.

6. In cases when there is a presence of clinically signifi-
cant antibody, it is necessary to perform blood group
phenotyping of biological father, which will help to de-
fine whether there is antigen on the fetus erythrocytes.
If the biological father doesn’t have antigen, there isn’t
arisk of HBN and no further analyses are needed.

7. If the biological father is a possible carrier of antigen
against which is present clinically significant antibody,
further tests are needed for detection of fetus alleles,
for which determination the best approach is non- inva-
sive method trough plasma analyze of a mother of fetus.

8. In cases with confirmed HBFN, the previous analyses
and ABO blood typing help to provide compatible blood
for intrauterine transfusion or exchange-transfusion.

Protocol for RhIG prophylaxis in the postnatal period

1. After delivery it is required to make immunohematol-
ogy test from umbilical blood of a newborn to:

m FEach woman that is RhD negative, but the
newborn is RhD positive

m All newborns that have intensive jaundice
and their mothers have a medical history of
alloimmunization
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2. Newborns that have positive results for Direct Antiglob-
ulin Test (DAT) and don’t have clinical signs of HBFN,
should be observed at least in the next 5 days and should
measure the levels of hemoglobin and serum bilirubin.

Protocol for RhDIG prophylaxis

m RhIG prophylaxis should be given at 26 to 28 week
of pregnancy if the woman is RhD negative and with
negative anti-D screening. If the test is done before
26 week of pregnancy, it has to be repeated before
application of RhIG.

m RhIG should be given if the pregnant woman is
Rh negative, antibody screening is positive, but is
negative for anti-D.

m Women that are sensitized on D antigen shouldn’t
receive RhIG.

m RhIG is not recommended if the pregnant woman is
RhD negative, but the screening and identification of
antibodies are positive on anti-D.

m RhIG is not necessary for pregnant women who are
weak D positive

m RhIG should be given to all Rh negative pregnant
women that don’t have anti-D antibody, within
the period of 72 hours after any kind of possible
sensitization such are:

m Pregnancy that is interrupted in >/=13 week
m  Amniocentesis
m Horion biopsy
m When the woman is D-negative and not sensitized

to D and the newborn is also D-negative, there is no
need for further tests or RhIG.

m If the mother is D-negative and there is no data about
D-sensitization, the newborn is D-positive (including
weak D), should do a test for FMH and to estimate the
necessary dose of RglG.

m In cases of prolonged pregnancy and delivery is later
that 12 weeks since the last dose of RhIG is given, this
preventive RhIG therapy should be repeated.

m When delivery is in the period of 3 weeks after
receiving antenatal RhIG, then there is no need of
postnatal RhIG, but it is required to measure of FMH,
which level should be >15 ml.

For women that are in risk of FMH, there is a need to
estimate FMH with qualitative and quantitative methods,
especially if there are episodes of repeated bleeding
during pregnancy.
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The routine screening for excessive FMH during delivery
is recommended from:

m American Association of Blood Banks (AABA)"

m UK Directives for the use of anti-D immunoglobulin
for RhD prophylaxis™

FMH should be evaluated for every RhD negative pregnant
woman that delivered RhD positive baby. For this purpose
is used semi-quantitative method with acid elution,
Klickhouer-Betke test. If this test confirm that there is
massive bleeding, higher that the “cut off for FMH”, than
should continue the analysis with other quantitative
method (flow citometry) that will evaluate the potentially
significance of the FMH™.

After the 26™ week of pregnancy, it is needed to assess the
need for additional dose of RhIG for women that have risk
or confirmed Feto - Maternal Hemorragia (FMH).

Women that have repeating bleeding during pregnancy,
RhIG should receive every 12 weeks adequate level of
anti-D, starting to count from the first application of
RhIG therapy.

Multiple doses of RhIG are needed if FMH is higher than
15 ml, which is rare during the pregnancy, but more
present during delivery.

RhIG >20ml express suppression to Iml Rh positive
erythrocytes. One dose of RhIG of 300ug is enough for
suppression of immunological response after exposition
of <15 ml. Rh positive erythrocytes. Up to 6 doses of RhIG
can be given in the same time, but total dose should be
injected not later than 72 hours (3 days).

DISCUSSION AND CONCLUSION

Severe HBN is almost always generated by antigens with
protein structure that can be present in the 4™ month
of pregnancy. The presence of D-antigen can be proven
on the erythrocytes membrane even during 5-6 week of
pregnancy, which can lead to early primary and specially,
secondary immunization of a pregnant woman, by
production of anti-erythrocyte’s antibodies from the IgG
class®.

Since the year 1960, was introduced postnatal prophylaxis
with Rh immunoglobulin’s (RhIG). The percentage of
RhD aloimmunisation during pregnancy dropped from
14% to 1-2% worldwide. This percentage in a developed
countries become even lower, reaching the level of 0.1%,
due to implemented additional antenatal prophylaxis in
the year 19795,
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The mother’s alloimmunisation in Sweden is 0.15%, while
6.2% in Kuwait. The prevalence depends on: time when
the screening is performed, the test sensitivity and the
population characteristics. In the populations with
high obstetric risk, the presence of alloimmunization
will be high because the risk factors are directly or
indirectly connected with FMH of the women in the
past. The antigen distribution has variations in different
countries. For example, in the Chinese population RhD
immunization is rare, because the prevalence of RhD
negative persons is very low (<1%).

The results from this study showed that the most often
reason for RhD sensitization of pregnant women in
R. Macedonia is the lack or inappropriate antenatal
prophylaxis.

The follow up of a confirmed potentially significant FMH
is very important issue. In that case, the pregnant woman
should be treated with adequate dose of RhIG that will
neutralize the fetal cells present in the mother’s blood
circulation.

One in every 1000 deliveries are associated with excessive
FMH. The risk factors can be determined in 50% of cases.
Therefore it is important to introduce regular screening
for all women to prevent excessive FMH. If there is a
confirmed case with excessive maternal bleeding during
delivery, for which flow citometry is appropriate and
sensitive method that can be used®.

The prevalence of RhD sensitized women in R. Macedonia
is 4.47%, which is twice higher than in developed
countries. RhIG prophylaxis is rare and inadequate.

The results of this study confirm the need for
implementation of protocols for immunology testing
during pregnancy and protocols for RhIG prophylaxis.
The management of RhIG prophylaxis can be improved
only with team work and better collaboration among
specialists in transfusiology, ginecology and pediatry.

The proposed protocols have to be widely used in public
and private healthcare organizations that provide
healthcare for women and newborn.

It is expected that the permanent and proper use of a
proposed new protocols will decrease the percentage
of sensitization among pregnant women and will also
decrease the morbidity and mortality of newborns with
HDFN.
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[IPOTOKOJIN 3A IETEKITHJA W ITPEBEHITUJA HA RHD AJIOUMYHI3ALIMJATA BO TEK HA
BPEMEHOCTA

Benkoga E.!, Ucmaunu A.}, Yeeunu C.!, [lejanoBa WnujeBcka B.!, MuTteBcka JI'.

"MHcTutyT 3a Tpancdysnona MenuiiHa Ha P. MakegoHuja

AIICTPAKT:

BoBep;: nMyHM3alja Ha MajKaTa BO TEK Ha OpeMeHOCTa, IT03HaTa KaKo aJIoMMYHU3aluja ce neuHUpa KaKo ITPUCYCTBO
Ha HeperyJapHu aHTUEPUTPOLIMTHU ajI0aHTUTe/la BO KpBTa Ha OpeMeHaTa yKeHa, KOM MOyKaT [1a Ipeu3BUKaar
Xemonurnuka Bonect Ha @etyc u HoBopogeno (XBDH) u Bo TelKky ciydau ryberme Ha IJI0[0T.

Ien: na ce ouenu RhD anouMyHMu3alvjaTa Kaj OpemeHu skeHu Bo P. MakezioHMja 1 J1a ce IIpeyIosKaT IPOTOKOIM 3a
yHarpejlyBame Ha 3/ipaBCcTBeHara 3aliTura 1 6e3beiHocTa Ha yKeHUTe U TJIOZI0T BO TeK Ha OPeMeHOCT.

Marepujan u MeTon: 3a 22.009 6pemenu >keHu Bo mepuog on 2004-2014 ce HampaBeHM HMMYHOXEMAaTOJIOLIKU
aHanusu: ABO u Rh  KpBHOrpymHa TuUMNM3aldja, CKPUMHUHI Ha aHTUEPUTPOLIMTHU aJIoaHTUTea, WHOUDPEKTeH
aHTUrNo6yMMHCKY TecT (IAT) co meT rnaHesim Ha epUTPOLIUTHY aHTUTeHU, eH3UMCKU TeCT (J1Ba MaHesIM Ha e PUTPOLTUTHU
aHTUreHn), naeHTrudrKaLyja Ha anTuepurpountHuTe anTutena (Coombs-0B 1 eH3MMCKHY TaHesn); KBaHTUgUKaLja
Ha aHTUTesIaTa U KPBHOTIPYINHA (heHOTUTH3Aa1H]a.

PesyiraTu: BKynHo 3.838 (17.42%) on 6pemenuTe 6ea RhD HeratuBHU. EpuTpoLUTHY amoaHTuTesa Oea JeTeKTUpaHu
Kaj 205 >xenu, ox Kou 169 6ea kKoH RhD u 36 skeHU nMaa ceH3MOMM3aIMja KOH MY/ITUITHY aHTHTesa. CUMITTOMM Ha
XB®dH nHe nokaskaa 50.93% opm HOBOpozieHUTe, 6J1arW 1 CPeHO TEUTKM CUMITTOMU MMaa 36.11% u 12.5% 3aBpimja co
deTanHa cMprT.

3akayuoK: Hajuecta npuurHa 3a RhD censnbunmsanpja Ha 6pemenuTe Bo P. MakemoHMja e He[OCTATOKOT WU
HeCOOMBEeTHATA aHTeHaTaHa mpodusiakca. Ce oueKyBa JleKa IIMPOKaTa yrIoTpeba Ha MpejiosKeHNUTe HOBU ITPOTOKOIHN
Ke ja HaMasiaT ceH3Mbunan3alyjaTa Kaj OpeMeHUTe U MOPOUANTETOT U MOPTAIMTETOT Kaj HOBOPOIEHUTE.

KnyuHu 300poBH: XeMO/IUTHUKa O0jTecT Ha (heTyc M HOBOPOJIeHO, (heToMaTepHasiHa Xxemoparuja (FMH), aHTeHaTaHA
1 nocTtHaTasHa RhD mpodwuiakca, anonMyHu3almja.
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DIABETI I SHTATZANISE SI FAKTOR RISKU PER PREEKLAMPSINE
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ABSTRACT

The frequency of diabetes is 2-3% in pregnant women and 90% of them have gestational diabetes. The frequency
of preeclampsia is around 6% in population. Its frequency is significantly much higher in the pregnancies with
diabetes and both pathologies are responsible for a high risk of perinatal and maternal morbidity and mortality in
the developed countries.

Women with diabetes during their pregnancy have increased risk for preeclampsia, despite other factors.

The Aim of this study was to determine whether GDM increases the risk for preeclampsia independently of other
risk factors.

Methods and Materials: We have reviewed all patient files (n=3218) of UHOG “K. Gliozheni” and UHOG “Queen
Geraldine” for the period 2005-2012. A case control study was used to investigate the relation between diabetes, as
risk factor, during pregnancy and preeclampsia.

Results: GDM occurred in 89 patients (3%) of all pregnancies (n=3218). There was a higher rate of preeclampsia in
the GDM group than in the group without GDM (6.1 and 2.8%, respectively).

Conclusion: The patient with diabetes during pregnancy is 2.4 times more likely to develop preeclampsia.

Key words: gestational diabetes, preeclampsia, perinatal mortality.

INTRODUCTION

Reproduction in women with Diabetes Mellitus before
the availability of insulin treatment was almost non-
existent. When a pregnancy occasionally did occur, it
usually ended as a disaster with the death of the mother
or infant or in many other cases with the death of both. In
1921, Banting and Best discovered insulin, and it became
available as a therapy for the disease"

Gestational diabetes mellitus (GDM) is associated with
an increased risk of maternal and perinatal short-
term and long-term complications?® and together with
preeclampsia they compose two of the main pregnancy
complications of pregnancy. Hypertensive disorders of
pregnancy complicate 5 to 8% of all pregnancies and are
the major cause of maternal death*, accounting for 37% of
direct maternal deaths.>

The relation between gestational diabetes and preec-
lampsia is not well understood, but several studies sug-
gest an association between the two diseases. ®’

The rate of preeclampsia is significantly higher in diabetic
pregnancies than in pregnancies in the population at
large.? Several authors have also reported an increase of
the frequency in gestational-diabetic pregnancies. %1

Women with gestational diabetes make up a heterogene-
ous group in many aspects. For example, they have differ-
ent grades of impaired glucose metabolism and different
times of exposures to the harmful factors. Furthermore,
women with gestational diabetes are often at an older age
and obese, but there are other factors that may be associ-
ated to preeclampsia t0o.?
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PE has been frequently reported as a complication of
gestational diabetes.? Several studies suggest underlying
common pathophysiology, including insulin resistance,
chronic inflammation and endothelial dysfunction.

Recent studies show an association of PE with altered
levels of angiogenic factors, including increased levels
of soluble fms-like tyrosine kinase 1 (sFlt1) and reduced
levels of placental growth factor (P1GF). PIGF is a placenta-
derived angiogenic factor, and sFltl is an alternatively
spliced circulating form of the VEGF receptor that binds
and reduces bioactivity of PIGF. Abnormalities in these
circulating factors that regulate angiogenesis have been
reported in PE. Itis not clear if this is true for women with
GDM who develop PE,”? but the altered anti-angiogenic
state in diabetic pregnancies may be one mechanism for
the increased risk for PE.*

The availability of the Albania Medical Birth Register
(MBR) makes it easy to analyze the association between
gestational diabetes and preeclampsia and scrutinize the
possible influence of several confounding risk factors.

The aim of this study was to determine whether GDM
increases the risk for preeclampsia independently of
other risk factors.

MATERIALS AND METHODS

We have reviewed 3218 patient files that were in pathology
pregnancies clinic of UHOG “K. Gliozheni” and UHOG
“Queen Geraldine” for the period 2005-2012.

The study was designed as a case-control study. It was
based on the review of medical charts of the subjects. We
investigated the relation between diabetes, as risk factor,
during pregnancy and preeclampsia.

The cases are women presented with diabetes
during pregnancy. Diagnosis is based on the finding
of fasting plasma glucose levels higher than 120 mg/dl
or postprandial glucose levels higher than 180 mg/dl.
We excluded subjects with chronic HTA, chronic renal
disease and prior hepatic disease. The cases are patients
that have been present in the pregnancy pathology clinic
in our hospital from 2005 to 2012.

The control group consists of pregnant women with
no diabetes. We excluded subjects with chronic HTA,
chronic renal disease and prior hepatic disease. Controls
have been present in the department of pregnancy
pathology and obstetrics in the same period 2005-2012
(random selection).
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STATISTICAL ANALYSIS

The following variables were taken into consideration:
Maternal age, residence, education, parity, gestational
age, blood glucose level, HbAlc measurement, personal
history of diabetes, maternal birth weight, presence of
polyhydramnios, and previous history of stillbirth and
incidence of preeclampsia.

Data were analyzed using univariate analysis. The
variables were divided and organized according to the
study objectives. The descriptive analysis of continuous
variables consists of the number of observations, mean
value, standard deviation, median value and minimal and
maximal values.

To explore the distribution of continuous variables, we
used standard graphic presentations like the histogram.
To explore the distribution of the observations according
to the categories, individual and cumulative frequencies
were determined.

Bivariate analysis was used to describe and test the
association of different variables. Association of
categorical variables was analyzed using the %2 and
Fisher’s exact test. The difference between the mean
values of the continuous variables according to the
categories was analyzed using the Student’s test.
Confidence intervals were calculated based on the
binominal distribution.

To quantify the effect of a variable on another variable
we used the Odds homogeneity test. Score’s test for odds
trend was used to test the association of two variables.
To take into consideration the effect of confounding
factors (parity, maternal age and maternal birth weight)
on the association of diabetes with preeclampsia we used
logistic multivariate analysis. Statistical analysis was
performed using Intercooled STATA 9.1.

RESULTS

GDM occurred in 89 patients (3%) of all pregnancies
(n=3218). There was a higher rate of preeclampsia in the
GDM group than in the group without GDM (6.1 and 2.8%,
respectively).

The study recruited an equal number of cases and
controls (89). The subjects in the case group (pregnant
women with gestational diabetes) and the control group,
(pregnant women without diabetes) were randomized
with no significant differences.



ARy

The potential confounders, maternal age, parity, chronic
hypertension, were included in the analysis.

It is evident that the majority of the cases reside in urban
areas (89%). This finding is consistent with the higher
prevalence of diabetes in urban areas.

Another finding is that a greater number of cases
result to have attended only the 8-th grade of school
compared with the controls (53% vs. 28%). This difference
is statistically significant. There was no statistically
significant difference of the parity between the two
groups. Approximately 87% of the cases have a plasma
glucose level higher than normal.

All subjects with preeclampsia are at a gestational age of
more than 20 weeks, 21% in the second trimester and 79%
in the third trimester.

HbAlc, which is considered a very important indicator
of the glucose metabolism was absent for the majority of
the subjects (70%).

The average birth weight is significantly different (p > 0.01
with the student test) in the case group (3715 g) and in the
control group (3242 g).

Stillbirths are reported more often in diabetic subjects
with preeclampsia (55%) compared to non-diabetic
subjects with preeclampsia (29%).

Polyhydramnios is encountered in 14% of the control
group and in 11% of the cases.

HTA is present in 14% of non-diabetic subjects. It means
that HTA is not a diagnostic criteria of preeclampsia.

Albuminuria in subjects without preeclampsia occurred
in 10-25%.

Preeclampsia in the cases and the controls cases

Preeclampsia is present in 24% of the cases and only 9%
of the controls (p = 0.01). Diabetic pregnant women are
2.4 times more likely to develop preeclampsia compared
with non-diabetic pregnant women (95% confidence
interval = 1.2-9).

Table1. The frequency of preeclampsia in the cases
and the controls group
NO YES TOTAL
65 24 89
CASES
7595 24.05 100.00
CONTROL 77 12 89
CASES 91.14 8.86 100.00
142 36 178
TOTAL
83.54 16.46 100.00
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Level of pre-eclampsia in
cases group

Level of pre-eclampsia in
control group

i ] 1129

Figure 1. Pregnant women with diabetes are 2.4
times more likely to develop preeclampsia
compared to pregnant women without
diabetes, for the same parity, age and birth
weight.

PREECLAMPSIA AND MATERNAL AGE FACTOR

Subjects with preeclampsia belong to the age-group
which is younger than 35 years (79%).

Table 2/a Numbers of births in non-diabetic women

(control group)
PREECLAMPSIA <35 >=35 TOTAL
NO 43 34 77
YES 10 2 12
TOTAL 53 36 89

Table 2/b Numbers of births in non-diabetic women

(cases group)
PREECLAMPSIA <35 >=35 TOTAL
NO 43 22 65
YES 18 6 24
TOTAL 61 28 89

NUMBER OF BIRTHS AND PREECLAMPSIA

If we take into consideration the case of the parity it will
be stated that in non-diabetic women (control group),
preeclampsia is more frequent in their first or second
pregnancy. In diabetic women (cases group), preeclampsia
is more frequent in their first pregnancy (42%).

Table 3/a Relation between preeclampsia and parity

(control group)
o | 1 [ 213 4
PREECLAMPSIA (g1 pry | girTH | BIRTH | BIRTH | BIRTH | TOTAL
NO nla2|lales 6 | 77
YES > |71 |1 1 | n
TOTAL TN 7 | 8o
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Table 3/b Relation between preeclampsia and parity
(cases group)

o | 1| 2| 3| 4
PREECLAMPSIA | pipry | BirTH | BIRTH| BIRTH | BIRTH [ FOTAL

NO 14 21 19 5 6 65
YES 9 6 5 3 1 24
TOTAL 23 27 24 8 7 89

Preeclampsia is higher in patients without GDM in first
pregnancy or second pregnancy, but in patients with GDM
the preeclampsia is higher only in the first pregnancy
(42%).

DISCUSSION

The result from this population-based study of more
than 3200 pregnant women demonstrates that GDM
is independently associated with a higher risk for
preeclampsia (OR = 3.9).

The relation between the gestational diabetes and
preeclampsia is not well understood, 15 however, several
studies suggest an association between these diseases.!

In a recent study in Finland, Suhonen and Teramo found
a combined rate of pregnancy-induced hypertension and
preeclampsia that was twice as high in their GDM women
compared to women without GDM.”

The study showed that fetal cell numbers were
indeed elevated in pregnancies with later developed
preeclampsia. This indicates that underlying placental
disturbances leading to increased fetal cell traffic in
preeclampsia occur early in pregnancies which develop
preeclampsia.

The lesion implicated in preeclampsia initially only
involves fetal/placental compartment, whereas once
the symptoms have become visible, the maternal
compartment is also affected.’® ¥

Women with GDM are characterized by increased insulin
resistance and/or defective insulin secretion?. Studies
support an association between preeclampsia and
increased insulin resistance. 2 The clinical syndrome of
both insulin resistance and essential hypertension has
been termed as the Syndrome X by Reaven.??

De Fronzo et al. found that hyperinsulinaemia inhibited
renal sodium transport in the proximal tubule, reducing
sodium excretion. Sodium retention could then result in
hypertension.
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Anderson et al. noted that insulin resistance was
associated with increased plasma norepinephrine levels
and increased sympathetic nerve activity, which could
raise blood pressure.*

Wuetal. reported that insulin enhanced vasoconstriction.
Insulin resistance might affect angiogenic pathways.
Increased concentrations of the anti-angiogenic protein
sFlt-1 and decreased concentrations of pro-angiogenic
proteins VEGF and PIGF are thought to damage vascular
endothelium and result in clinical preeclampsia.”

Thadhani et al. found that the risk for preeclampsia
among women with low levels of PIGF was further
increased when accompanied by high insulin resistance.
They hypothesized that because insulin regulates the
expression of genes involved in angiogenesis, deficits
in insulin signaling pathways might further disrupt
the balance between pro and anti-angiogenic factors,
which in turn could increase the risk for developing
preeclampsia.?

The etiology of preeclampsia is still not clearly
established. It probably has a multifactorial etiology and
the dysfunction of the vascular endothelium is considered
to play a crucial role.”

The placenta plays a central role in the pathogenesis of PE.
In animal models hyperglycemia increases feto-placental
angiogenesis and regulates glucose transporters since the
first trimester.?® Furthermore, hyperglycemia increases
capillary permeability through an increased production
of nitric oxide and reactive oxygen species. These
mechanisms may explain the increased placental and
fetal growth observed in pregnant women with diabetes.
Increased angiogenesis and endothelial permeability
observed in the placenta of pregnant diabetic animals are
similar to what is observed in human diabetic retinopathy
and nephropathy.

In previous studies investigating the potential value
of the first-trimester, maternal biomarkers for early
prediction of GDM reported promising results for
adiponectin, follistatin-like-3 (FSTL3) and sex hormone-
binding globulin (SHBG). 30

Studies show that screening for GDM can be provided by
a combination of maternal characteristics and maternal
serum adiponectin and sex hormone-binding globulin
(SHBG) levels at 11 to 13 weeks, because the risk of
recurrence of GDM, in both studies is very high.*

The study also shows that maternal age, residence,
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education, parity, hypertension and renal impairment
(albuminuria), have an effect on the risk for preeclampsia.
All these findings explain the effect of diabetes in
pregnancy on the maternal and fetal outcome (the rate of
complications in patients with preeclampsia is 15%).

It is evident that women with GDM differ from the
background population in factors such as age, BMI,
parity, and pre-existing hypertension. These findings are
in accordance with other reports.’ 33

There are several reasons for observed differences
between the GDM and the non-GDM group.

Subjects with preeclampsia belong to the age-group
which is younger than 35 years (79%). Age and obesity are
well known factors in influencing glucose tolerance.*
The screening system in which obesity is a reason for
performing OGTT, will increase the rate of obesity among
women with GDM. This underlines the need to consider
the influence of possible confounders.

Goldman et al. found a doubled rate of preeclampsia in
GDM women that approached but did not reach statistical
significance®. They reported a relation between
preeclampsia and maternal overweight.

In the literature there are discussions on the threshold
values of the plasma glucose levels used for diagnosing
diabetes during pregnancy. There are variations of the
criteria for performing OGTT, which means that there
must be some women with undiagnosed GDM in the
“non-GDM” group. In the current study this has resulted
in an underestimate level of the presented excess risk of
preeclampsia in GDM pregnancies.

Since GDM mothers are characterized by obesity,* it
is important to consider obesity as a risk factor for
preeclampsia in the analysis. A recently published study
of risk factors for preeclampsia in quiet a different
population of Latin American and Caribbean women
supports the finding of GDM as an independent risky
factor for preeclampsia.’

HbAlc, which is considered an important indicator of the
glucose metabolism was absent for the majority of the
subjects (70%).

Studies have reported an association between poor
glycemic control early in pregnancy and the risk of
preeclampsia.’® In early pregnancy, HbAlc > 8.0%
is associated with a significantly increased risk for
preeclampsia. Women who developed preeclampsia had
significantly higher A1C values before and during the
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pregnancy. These data suggest that optimal glycemic
control both in early stages and throughout the entire
pregnancy may reduce the risk for preeclampsia in those
women with type 1 diabetes.®

The U.K. National Institute for Clinical Excellence
recommends that if it is safely achievable, women with
diabetes who are planning to become pregnant should
aim to maintain their A1C below 6.1%.%°

The American Diabetes Association recommends that
A1C levels should be as close to normal as possible (<7%)
in an individual patient before conception is attempted.

Further large cohort studies with a larger data base are
needed to establish more clearly the association between
diabetes during pregnancy and preeclampsia, as well as
other factors that play a role.

As a summary, we may say that the high incidence of
preeclampsia in pregnant women with diabetes is not a
coincidence.

CONCLUSION

1. The present study has demonstrated an independent
and strong significant association of GDM with preec-
lampsia.

2. This increased preeclampsia rate may contribute to an
increased rate of perinatal complications among GDM
women.

3. Pregnant women with diabetes are 24 times more likely
to develop preeclampsia compared to pregnant women
without diabetes.

4. All pregnant women should be subject to systematic
screening to detect diabetes during pregnancy.

5. Pregnant women diagnosed with diabetes should be fol-
lowed up for an early diagnosis of preeclampsia.
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DIABETI I SHTATZANISE SI FAKTOR RISKU PER PREEKLAMPSINE

Ajazi R, Alikaj A.?, Golemi D.
I Obsteter Gjinekolog, SUOG] “Koco Gliozheni”, Tirané

2 Obsteter Gjinekolog, SUOG]J “Koco Gliozheni”, Tirané
3 Specializante Obsteter Gjinekologe, SUOG] “Koco Gliozheni”, Tirané

ABSTRAKT

Diabeti ndodh né afro 2-3% té shtatzanive dhe 90% e pacienteve kané diabet té shtatzanisé. Preeclampsia ndodh
né afro 6% té popullatés. Shpeshtésia e saj éshté mé e larté né ményré té dukshme né shtatzanité me diabet dhe
té dy patologjité jané pérgjegjése pér njé risk té larté té vdekshmeérisé perinatale dhe amétare né té gjitha vendet
e zhvilluara. Graté me diabet né shtatzani rrisin riskun pér preeklampsi pavarsisht prej faktoréve té tjeré.
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Qéllimi: Té pércaktojmeé nése diabeti gestacional e rrit riskun pér zhvillimin e preeklampsisé pavarsisht faktoréve
té tjeré.

Metodat dhe materialet: Jané marré né shqyrtim té gjitha dosjet e subjekteve té shtruara me diabet gjaté
shtatzanisé (n= 3218) né SUOG]J “K. Gliozheni" dhe SUOG] "Mbreteresha Gerladiné™ gjaté periudhes 2005-2012. Né

total ishin 89 paciente me diabet né shtatzani. Njé studim i tipit rast-kontroll u pérdor pér té pércaktuar lidhjen
ndérmjet diabetit si faktor risku né shfagen e preeklampsisé.

Rezultatet: Diabeti i shtatzanisé u has vetém né 89 paciente (3%) nga totali prej 3218. Shpeshtésia e preeklampsisé
ne grupin me diabet té shtatzanisé ishte mé e larté se né grupin pa diabet té shtatzanisé. (6.1 dhe 2.8% respektivisht).

Konkluzioni: Subjektet me diabet kané 2.4 heré mé shumé té ngjaré té zhvillojné Preeklampsi krahasuar me
subjektet pa Diabet.

Fjalé kyce: Diabeti i shtatzanisé, preeklampsia, vdekshméria perinatale.
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HOST AND VIRAL FACTORS IMPACT ON VIROLOGICAL RESPONSE
IN PATIENTS WITH CHRONIC HEPATITIS C, GENOTYPE 1B TREATED
WITH STANDART SCHEME

NDIKIMITFAKTOREVE TE INDIVIDIT DHE ATYRE VIRALE NE
PERGJIGJEN NDAJ MJEKIMIT NE PACIENTET ME HEPATIT KRONIK C,
GJENOTIPI 1B ME SKEMEN STANDARTE

Kristo A.', Leka N.2, Cela].!, Rapi E.}, Deda Xh.!, Sadiku E.!, Basho J.!
! Service of Hepatology and Gastroenterology, University Hospital Center “Mother Tereza” Tirana
2 Department of Morfology
Medicus 2015, Vol. 20 (2): 203 - 207

ABSTRACT

Introduction: Chronic hepatitis C (CHC), genotype 1b, represents the majority of cases in our country and the
most difficult to treat.

Aim: To asses the impact of host and viral factors on treatment response in these patients

Patients and Methods: We analyzed the data of 60 patients diagnosed with CHC, genotype 1b, treated in UHC
“Mother Tereza”, Service of Hepatology and Gastroenterology, with Peginterferon (180 pg s.c/week) and Ribavirine
(800-1200 mg/day). The duration of treatment was 48-72 weeks according to virological response. Success of
treatment or sustained virological response (SVR) was considered the situation with negative HCV RNA (< 50U1/
ml) 24 weeks after treatment withdrawal.

Results: From all patients 56 finished the treatment. The SVR rate was 53.5%. Median age of patients who
achievied SVR was 40,5 ys/old and Non-SVR was 39.4 ys/old, (P > 0.05). Female patients had higher SVR rate (64%)
versus males (45%) (p < 0.05). Patients with viral load < 800000UI/ml had higher SVR rates than those with baseline
viremia >800000UI/ml (p < 0.01). SVR rates were 66.7% in the group with BMI < 27 vs 22.2 % in patients with
BMI > 27 (p < 0.0001).

Conclusions: For genotype 1b in Albania age had not shown influence on SVR rates, while female gender, low
baseline viremia, and BMI <27 are positive predictive factors of SVR.

Key words: chronic hepatitis C, genotypelb, treatment response

INTRODUCTION prevalent globally (54.3 million, 30.1%); genotypes 2, 4, and

Hepatitis C virus (HCV) infection is one of the main
causes of chronic liver disease worldwide . It is estimated
that approximately 130-210 million individuals, i.e. 3%
of the world population, are chronically infected with
HCV(1). Genotype 1 (subtypes 1a and 1b) is by far the most
prevalent genotype worldwide of hepatitis C with a higher
prevalence of 1b in Europe and 1a in the US (2). According
recent studies HCV genotype 1 comprises 83.4 million
cases (46.2% of all HCV cases), approximately one-third
of which are in East Asia. Genotype 3 is the next most

6 are responsible for a total 22.8% of all cases; genotype
5 comprises the remaining < 1% (3). The HCV-estimated
prevalence in economically developed countries is
relatively low with 1%-2% of the adult population whereas
5%-10% in less developed countries (4,5). According studies
made by institute of Public Health in Albania and Service
of Gastrohepatology genotype 1b is prevalent in Albania
and represent nearly 70% of HCV infection, followed by
genotype 2 in 24% of cases, genotype 3 nearly 5% and 1%
genotype 4 (6).
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Acute HCV infection is asymptomatic in 50-90% of cases.
An average of 26% of patients with acute hepatitis C (range
20-67%) experience spontaneous clearance of the virus,
an event that occurs primarily during the first 3 months
after clinical onset of disease. If viremia persists for more
than 6 months, chronic disease should be considered (7).

Depending on the presence of co-factors (alcohol
consumption, diabetes mellitus, older age of acquisition,
HIV or other hepatotropic viruses confection) between
10% and 40% of patients with chronic HCV infection will
develop cirrhosis. Death related to the complications of
cirrhosis may occur, at an incidence of approximately
4% per year, whereas hepatocarcinoma occurs in this
population at an estimated incidence of 1-5% per year (2).

The primary goal of HCV therapy is to cure the infection,

which results in eliminating detectable circulating
HCV after cessation of treatment. Sustained virological
response (SVR) is defined as an undetectable HCV RNA
level (<50 IU/ml) 24 weeks after treatment withdrawal.
The combination of pegylated interferon (IFN)-a and
ribavirin is the approved and well accepted standard-of-
care (SoC) for chronic hepatitis C (8,9).

The factors that determine the likelihood of achieving SVR
are called predictors of response. They can be classified
as viral- factors (like genotype, baseline viremia) or host-
related (like age, gender, race, BMI, steatosis, fibrosis etc)
or as pre- or on-treatment factors depending on the time
point of evaluation.

AIM

To asses the impact of host and viral factors like age,
gender, BMI, and baseline viremia in the treatment of
patients with Chronic hepatitis C, genotype 1b.

PATIENTS AND METHODS

A total of 60 patients diagnosed with CHC genotype 1b
were included in this prospective study during the period
2008-2012. 28 patients (46.7%) were females and 32 (53.3%
) males with mean age 40.3 + 11.3 years old. Chronic HCV
infection was defined as both positivity of Anti HCV and
serum HCVRNA > six months. The patients included
in the study had no absolute contraindication to long
acting interferon and ribavirin therapy i.e. uncontrolled
depression, psychosis, or epilepsy; uncontrolled
autoimmune diseases; cirrhosis (Child-Pugh B7 or more);
pregnant women or couples unwilling to comply with

Revisté mjekésore - MEDICUS | 204

IS ISP

000000000000

adequate contraception; severe concurrent medical
disease, such as poorly controlled hypertension,
heart failure, poorly controlled diabetes, and chronic
obstructive pulmonary disease and also were not included
in the study patients with end stage renal disease and
hemoglobinopathies. All the patients were treated with
Peginterferon alfa-2a (180 pg s.c/week) and Ribavirine
800-1200 mg/day (according to body weight). The duration
of treatment varied from 48-72 weeks according to the
virological response. The treatment was extended to 72
weeks in slow responders (HCV RNA detectable at week 12
of treatment but undetectable at week 24). The primary
end point was SVR defined as undetectable HCVRNA
level 24 weeks after the end of treatment. Patients were
evaluated at baseline with AST, ALT, GGT, WBC, Hb, PLT,
HCVRNA, age, sex, weight, height, and at weeks 4, 12, 24,
48 ( and 72 for slow responders) and 24 weeks after end of
treatment. We assesed at baseline the weight and height
of the patients and calculated BMI according standart
formula. Data were evaluated with T test and univariate
logistic regression for the impact of age, gender (males vs
females) baseline viremia (>800000UI/ml vs <800000UI/
ml) and BMI (>27 vs BMI< 27) on SVR rates. P< 0.05 is
considered statistically significiant.

RESULTS

From all patients included in the study 56 finished the
treatment. In 4 patients the treatment was interrupted
because of severe adverse events (intersticial pneumonia,
severe thrombocytopenia, depression, hepatic deccom-
pensation). The overall SVR rate was 53.5% (Fig.1).

Study results

=N

n SVR (%)
' Non-SVR{%)

S

Fig.1: The overall SVR rate in genotype 1b patients

treated with peginterferon and ribavirin

Median age of patients who achievied SVR was 40,5 ys/old
and for those who had Non-SVR was 39.4 ys/old, without
significiant differences between the two groups (Fig.2).
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Fig.2:  Age impact on SVR rate in genotype 1b

patients treated with standart scheme

Female patients with genotype 1b had higher SVR rate
(64%) versus males (45%) (p < 0.05). SVR rates were
66.7% in the group of patients with BMI < 27 vs 22.2 %
of patients with BMI > 27 with sifnificiant differences
between the groups (p < 0.0001). Patients with genotype
1b and low viral load at baseline < 800000UI/ml had
also higher rates of SVR (68.7%) than those with baseline
viremia >800000UI/ml (36.3%) (p < 0.01) (Fig 3).
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Fig 3: Impact of gender, BMI and HCVRNA at
baseline on SVR rates in patients with
genotype 1b treated with standart scheme

DISCUSSION

In the pivotal clinical trials for registration of pegylated
IFN-a and ribavirin therapy, SVR was achieved in 46%-
54% of patients infected with HCV genotype 1 treated
with pegylated IFN-a-2a (180 microgram/week) plus
weight-based ribavirin (0.8-1.2 g/day) for 48 weeks.
According many studies with pegIFN/RBV treatment,
SVR rates were 40-50% in genotype 1 and 70-80% in
genotypes 2/3-infected patients in western countries
(2, 10). Some studies showed that prolonging treatment
up to 72 weeks in genotype 1 slow responders ( 11-13)
can increase SVR rates. In our study the SVR rate was
53.5% and importantly we extended the treatment to
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72 weeks in slow responders. In genotip 1 patients low
baseline HCV RNA level (<600,000-800,000 IU/ml or less)
was shown to be an independent predictor of achieving
SVR. (14,15). Based on these results, an abbreviated
regimen (24-week treatment with pegIFN/RBV) may
be indicated for patients with G1 and a low versus high
baseline viral load, and undetectable HCV RNA after
4 weeks of treatment. In our study we confirmed that
HCVRNA <800 000Ui/ml is a strong predictor factor of
SVR. Univariate and multivariate analyses performed in
most of the randomized control trials in patients treated
with peglFN/RBV dual therapy showed that younger age
significantly correlated with the likelihood of obtaining
SVR. Furthermore, higher SVR rates were obtained in
patients younger than 40-45 years old (14). In our study
age does not seem to effect the treatment. Importantly
we analised the group of patients with non-SVR and
noticed that 81,7% of patients had positive HCVRNA
at week 4. Early viral kinetics are useful in predicting
treatment response when treatment has been initiated.
With pegIFN/RBV treatment, it was clear that early viral
kinetics are the strongest predictor of achieving SVR:
obtaining a rapid virologic response (RVR), defined as
HCV RNA being undetectable at week 4 of therapy was
the strongest predictor of SVR, no matter what adverse
baseline predictors may have been present (16). We
analised the group with SVR and the result was that 64%
of them had RVR (negative HCVRNA at week 4) and 96.7%
had C-EVR (negative HCVRNA at week 12 of treatment).
In our study age seem to be a positive predictive factor in
female patients in which the median age was 40 years old.
The favorable therapeutic effect of treatment in females
may be related to high levels of estrogen in these women.
It has been proposed that estrogen may suppress hepatic
fibrosis through an effect that depends on its hepatic
tissue receptors, and improve the antiviral therapy (17). A
number of studies have found that patients with a higher
body weight have reduced response rates following
antiviral therapy (18, 19, 20). In our study BMI < 27 is a
strong predictor factor for SVR. Treatment failure in
obese patients may be due to inappropriate weight based
dosing or inadequate drug doses leading to lower serum
levels of IFN-a (21) and also increased expression of factors
that inhibit interferon signalling may be one important
mechanism by which obesity reduces the biological
response to IFN-a (19,22,23,24). Another important factor
that affect treatment in chronic hepatitis C is adherence
of patients to therapy which depends mostly from several
adverse events of interferon and ribavirine. Chances of
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achieving an SVR significantly decrease when patients
receive < 80% of the total dose of peg-IFN and/or <80% of
total ribavirin and/or during < 80% of the total period of
treatment (25). In our study we tried to manage accurately
the side effects of treatment and only in four cases we
interrupted the treatment because of serious adverse
events: intersticial pneumonia, severe thrombocytopenia,
depression and hepatic deccompensation. In the pegIFN/
RBV dual therapy, predictors of response helps the
patient and the physician to decide whether or not to start
treatment because this therapy is costly and is associated
with several side effects and also can help to predict the
chance of each patient to respond to the treatment or
if the treatment according to these predictors may be
extended or shortened. Nowadays where triple therapies
and interferon free regimens are present, it is possible, in
naive patients, to predict response to dual, triple or other
new therapies and choose between them.

CONCLUSIONS

BMI < 27, female gender, low baseline viremia are strong
positive predictor factors for SVR during treatment of
patients with CHC, genotype 1b in Albania. Optimising
weight before treatment is important in order to achieve
sustained virological response. Age does not seem to efect
SVR rates in CHC genotype 1b patients in Albania. Early
viral kinetics during treatment( RVR and C-EVR) are the
best predictor of responsevness. Good management of
adverse events increases chances of achieving SVR.
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NDIKIMI I FAKTOREVE TE INDIVIDIT DHE ATYRE VIRALE NE PERGJIGJEN NDAJ MJEKIMIT
NE PACIENTET ME HEPATIT KRONIK C, GJENOTIPI 1B ME SKEMEN STANDARTE
Kristo A."?, Leka N.2, Cela].!, Rapi E.!, Deda Xh.!, Sadiku E.!, Basho J.!

I'Shérbimi i Hepatologjisé dhe Gastroenterologjisé, Qéndra Spitalore Universitare “Néné Tereza” Tirana
2 Departamenti i Morfologjisé

ABSTRAKT

Hyrje: Gjenotipi 1b perfageson numrin mé té madh té rasteve né pacientét me hepatit kronik C dhe njékohésisht
mé té véshtirin pér tu mjekuar.

Qellimi: Vlerésimi i ndikimit te faktoréve individuale dhe virale né pérgjigjen ndaj mjekimit né kéta pacienté.

Pacientét dhe metodat: U vlerésuan té dhénat e 60 pacientéve me gjenotip 1b, té trajtuar né Shérbimin e
Hepatologjisé e Gastroenterologjisé, QSU “Néné Tereza” me skemen standarte: interferon té pegiluar (180 ug s.c/
javé) dhe ribavirin (800-1200 mg/dité). Zgjatja e mjekimit ishte 48-72 javé mbi bazén e pérgjigjes virologjike. Sukses
i mjekimit ose pérgjigje virologjike e géndrueshme (SVR) u konsiderua negativizimi i HCVRNA 24 javé pas trajtimit.
Rezultatet: Nga té gjithé pacientét 56 e pérfunduan mjekimin. Shkalla e SVR ishte 53.5%. Mosha mesatare e
pacientéve gé arritén SVR ishte 40,5vjec dhe jo-SVR 39.4vjec, (P > 0.05). Pacientét femra patén shkallé mé té larté
té SVR (64%) sesa meshkujt (45%) (p < 0.05). Pacientét me baseline HCVRNA < 800000UI/ml patén shkallé mé té
larté té SVR sesa ata me HCVRNA >800000UI/ml (p < 0.01). Shkalla e SVR né grupin me BMI <27 ishte 66.7% kurse
né grupin me BMI >27 ishte 22.2 % (p < 0.0001).

Perfundime: Per gjenotipin 1b ne Shgiperi mosha nuk tregoi ndikim te rendesishem ne pergjigjen ndaj mjekimit
kurse gjinia femer, HCVRNA e ulét ne baseline, BMI<27 mund te konsiderohen si faktoré parashikues pozitivé né
SVR

Fjale kyce: Hepatiti kronik C, gjenotipi 1b, pérgjigje ndaj mjekimit
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A COMPARING THE TREATMENT OF PAIN WITH CONTINUOUS
EPIDURAL ANALGESIA VERSUS SYSTEMIC ANALGESIA IN PATIENTS
WITH HIP FRACTURE

CIIOPE]IbA HA TPETMAHOT HA bOJIKA CO KOHTHHYHPAHA
EITU]TYPATTHA AHAJITE3HJA HACITPOTH CHCTEMCRA AHAJITE3HJA
KAJ TAITMEHTH CO CKPUIEHUIA HA KOJK

Temelkovska-Stevanovska M., Kuzmanovska B.., Kartalov A.}, Panovska Petrusheva A

! Univeristy Clinic for Anesthesia, Reanimation and Intensive Care, Medical Faculty,
Ss Cyril and Methodius University, Skopje, R. Macedonia
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ABSTRACT

Introduction: The systemic postoperative analgesia is unefficient in most of the patients with hip fracture,
which is the reason for pain, especially during leg movement.

The aim of this study was to compare the effect of continuous epidural analgesia versus sistemic analgesia, as a
pre- and post operative analgesia in patients with hip fracture.

Methods: Sixty patients with hip fracture were included and were randomly assigned to two groups of 30 patients:
SA group -patients with sistemic analgesia; and EDC group - patients with a continuous epidural analgesia. In all
patients pain intensity was measured at rest and passive hip flexion by using VDS (0 - 4) in several intervals: 1 and
12h before surgery, after analgesic treatment and 24 and 48 hours after intervention. The motor blockade was
measured at the same times only in patients from EDC group, along with the side effects in both groups.

Results: The values of VDS were significantly lower in patients from EDC group versus patients from SA group in
rest and movement in all time intervals for p<0.05. Motor block was 0 in all patients from EDC group according to
modified Bromage score. Registered side effects were sedation, dizziness itching and urine incontinence.

Conclusion: Pain relief in pre- and post operative period has been superior in EDC group versus SA group at rest
and movement in patients with hip fracture.

Key words: postoperative analgesia, epidural anesthesia,hip fracture.

INTRODUCTION

Hip fractures occur most commonly in elderly individuals
as a result of minimal trauma and vertical falls (1). Hip
fractures cause a significant pain in the preoperative and
postoperative period, which increases in an attempt to
move the injured or operated leg (2). Systemic analgesia as
a multimodal analgesia with an opioids, paracetamol and
non-steroidal anti-inflammatorydrugsisacommonlyused
method of treating acute pain, as well as postoperative
treatment of a hip fracture (3,4). The systematic analgesia
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in the postoperative period is unsatisfactorily in the
majority of hip fracture patients (5). Early mobilization
and early commencement of physical therapy are
important factors to reduce postoperative morbidity and
mortality in elderly patients (6). That is why in this age
group of patients an adequate postoperative analgesia
is necessary. Uncontrolled acute pain in elderly patients
can cause heart, lung and endocrine disorders (7). Trauma
and pain induce “a complex response to stress”, which is
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characterized by hormonal and inflammatory changes
that lead to immunosuppression (8). Effective analgesia in
patients greatly modifies the pathophysiological response
to stress, prevent or reduce postoperative complications
and improves patient recovery (9).

Epidural anesthesia is a central neuraxial block with
huge applicative value. As a continuous technique is
used as an effective method for postoperative pain relief
(10). Epidural anesthesia can be used as sole anesthetic
for procedures involving the lower limbs, pelvis,
perineum and lower abdomen (11,12). The advantage
of epidural anesthesia is the ability to maintain
continuous anesthesia after placement of an epidural
catheter, thus making it suitable for procedures of long
duration (13,14). This feature also enables the use of this
technique into the postoperative period for analgesia,
using lower concentrations of local anesthetic drugs or
in combination with different agents (15). Treatment of
pre- and post-operative pain with epidural application of
local anesthetic and opioids in patients with hip fracture
is essential because, continuous epidural analgesia
provides sympatholysis and relieve pain (16,17), and thus
reduces the incidence of cardiac and lung complications
comparing with systemic opioids administration (18,19).

The aim of this study was to compare the quality of pre-
and post operative analgesia with continuous epidural
versus sistemic analgesia in patients with hip fracture.

MATERIAL AND METHODS

This study was conducted as a prospective, randomized,
controlled clinical study at the University Clinic for
Traumatology, Orthopedics, Anesthesia, Reanimation
and Intensive Care and the Urgent Center in Skopje, in the
period from January 2013 to Mart 2014. Ethical approval
was granted by the Clinical Research Ethics Committee
of the University Clinic for Traumatology, Orthopedics,
Anesthesia, Reanimation and Intensive Care and Urgent
Center - Skopje and the Ethics Committee of the Faculty
of Medicine - Skopje. Informed consent was obtained
from every patient.

Inclusion criteria for the study: the study included 60
patients older than 65 years and ASA II - IV, surgically
treated due extracapsular hip fracture (fracture femoris
pertrochanterica, fractura femoris subtrochanterica,
fractura basocervicalis femoris - for a fixation with DHS
or DCS plate).

Exclusion criteria for the study: malignancy; dementia
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| confusion; history of coagulopathies; local anesthetic
allergy or allergy on tramadol and local lumbar infection
where block was intended to be performed.

Preoperatively, the following demographic characteristics
were registered in all patients: age, gender, body weight
(kg), ASA status (classification according to the American
Society of Anesthesiologists), duration of surgery, and
diagnosis (fractura femoris pertrochanterica, fractura
femoris  subtrochanterica fractura basocervicalis
femoris).

After the admission on traumatology clinic, patients were
randomly divided into 2 groups, each one consisting of
30 patients, depending on the method of postoperative
analgesia: SA group - patients pre and postoperatively
pain-released with sistemic analgesia (niflam 2 x 100 mg/
iv and tramadol 1 mg/kg/iv every 8 h); and EDC group -
patients pre- and postoperatively pain-released with
continuous epidural analgesia.

In patients randomized to epidural analgesia, an epidural
catheter was inserted in the lateral decubitus position
into the lumbar epidural space at the L2-L3 or L3-L4
interspace by loss of resistance method. A 3-ml test
dose of 0,5% bupivacaine was then administered. This
intervention was performed in recovery room and after
the ending of the procedure, the patients were transferred
to traumatology ward. Pre- and post operatively, pain
relief was provided with bupivacaine 0,125% - 5ml/h and
fentanyl 3ug/ml. Epidural bupivacaine (0.125%, 5 ml) was
administered when pain relief was inadequate (visual
descriptive scale score > 1). In patients with sistemic
analgesia, 100 mg niflam was administered when VDS > 1
(moderate pain) and if the pain still persisted in the next
30 min. and tramadol 50mg.

Two hours before surgery patients were sedated with
5 mg diazepam. The surgery in patients from SA group
was performed in spinal anesthesia with 2.5 to 3 ml 0.5%
bupivacaine in L2 - L3 or L3 - L4 - intervertebral space,
while, in patients from EDC group in epidural anesthesia
by adding intermittently 5ml 0,5% bupivacaine and
fentanyl. The surgical anesthesia was considered
effective when T10 dermatome was anesthetized. Usually
were used 13 - 15 ml bupivacaine 0,5% and fentanyl 0,05
- 0,1 mg. ECG, heart rate, peripheral oxygen saturation,
and non-invasive pressure were per operatively routinely
monitored. After surgery, patients were transported into
the recovery room for 2 hours. Once the patients were
pain released, they were transported to the traumatology
ward.
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The degree of analgesia was monitored pre-operatively 1h
and 12h after the administration of the analgesic agent
and 24h and 48h post-operatively in patients from both
groups and was assessed by using Verbal Descriptive Scale
(0 - without pain, 1- moderate, 2 - moderate to severe, 3 -
severe, and 4 - unbearable pain). The degree of analgesia
was assessed at rest and during passive flexion of the hip.

The motor blockade was assessed in patients from
EDC group in the same time intervals as the degree of
analgesia by using a modified Bromage scale (0-3): 0 = no
power impairment and able to raise straight leg against
resistance; 1 = unable to raise straight leg but able to flex
knee; 2 = unable to flex knee but able to move ankle joint;
and 3 = unable to move hip, knee, or ankle, no motor
activity.

Consecutive side effects (hypotension, nausea, vomiting,
sedation, dizziness, hematoma, itching, infection,
catheter impassibility, ileus, urine retention and signs of
local anesthetic toxicity) were noted, too.

STATISTICAL ANALYSES

Into series with numeric values and homogeneous
distribution, the descriptive parameters were assessed,
i.e. measures of central tendency (average, standard
deviation, minimum and maximum values of the
analyzed parameters). Into series with attribute marks,
the structural percentages were calculated (relations,
proportions). For determination of significant differences,
the independent sample tests were utilized, depending
on data distribution (Chi-square test, Yates corrected Chi-
square test, Fisher exact test, Kolmogorov-Smirnov test,
t-test for independent samples, Mann-Whitney U test and
the difference between two proportions). Statistically
significant and meaningful were values of p <0. 05, and
highly significant values of p <0. 01.

RESULTS

Basic demographic characteristics of patients are shown
in Table 1.

Tab. 1 Demographical characteristics

000000000000

There were no significant differences in distribution of
all demographic characteristics between patients in
both groups. Both analyzed groups were homogenous
considering all demographic characteristics except the
surgery duration (Table 1). Pain relief by continuous
epidural analgesia is connected with shorter duration of
surgery vs. sistemic analgesia because the patients from
EDC group were operated under the epidural anesthesia
which was already performed, while the patients from SA
group were anesthetized with spinal anesthesia which
was performed in operating theater. Female respondents
dominated in both groups. This was due to the higher
incidence of osteoporosis in women than men.

The analgesia degree among respondents at rest as well
as during passive hip flexion up to 1 and 12 hours pre
operatively after analgesic treatment and 24 and 48 hours
post operatively are shown on figure 1 and figure 2. As it
can be seen, there is a significant difference in pain relief
between both groups at rest and during passive hip flexion
at all times, except at 12h after analgesic treatment at
rest. Respondents from EDC group had better analgesia
versus respondents from SA group, at rest (p<0,05), as
well as during passive hip flexion (p<0,01) in all time
intervals. Statistical analyses are shown in table 2 and 3.

100% ¢
0%
205
oM =
o b m unbeamble pain
S0 ¢ O severe
o O maderate 1o severs |
0% | | moderate
20% ¢ @ withaut pain
105
0%

th  Th 13h 12h 24h Mh 48h 48h
54 EDC SA EDC S5A EDC 5A EDC

Figure 1. VDS (Verbal descriptive scale) at rest

The analgesia degree among respondents at rest up to 1
and 12 hours pre operatively after analgesic treatment
and 24 and 48 hours post operatively.

Table 2. Mann - Whitney U test for VDS at rest
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SA EDC p level
Gender men/women 20/10 25/5 0,14 1h SA vs. EDC 7=192 p=0.044
Age (years) 77,6364 | 80,23+5,2 0,09 12h SA vs. EDC 7-1.33 P=0.18
Body weight (kg) 6797+86 | 6891 0,99 24k SA vs. EDC 7324 p=0.0011
ASA status III, IV 20/10 21/9 0,82 18h SAvs, EDC ™ 0,003
Tyl[)ae of fracture pertr/ 25723 | 23/4)3 0,09 v, 5 =
subtr/basocerv
Duration of surgery (min) | 1115111 | 9867+84 | 0,005 Statistical analyses of analgesia degree at rest.
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Figure 2. VDS (Verbal descriptive scale) during passive
hip flexion

The analgesia degree among respondents during passive
hip flexion up to 1 and 12 hours pre operatively after
analgesic treatment and 24 and 48 hours post operatively

Table 3. Mann - Whitney U test for VDS during passive

hip flexion
1h SAvs. EDC 7=6.65 p=0.000
12h SA vs. EDC 7=6.21 P=0.000
24h SA vs. EDC 7=6.12 P=0.000
48h SA vs. EDC 7=5.12 p=0.000

Statistical analyses of analgesia degree during passive hip
flexion.

The motor blockade in all patients from EDC group in
all four time intervals was 0 = no power impairment and
patients were able to raise straight leg against resistance,
according to modified Bromage scale.

Certain number of patients provoked unwanted side
effects such as sedation, dizziness, itching and urine
retention (Figure 4). Itching and urine retention have
occurred in 4 (13,3%) respectively 3 (10%) of the patients
from EDC group. Sistemic analgesia, significantly more
often has resulted in dizziness and sedation (p <0.05)
compared to continuous epidural analgesia (table 4).

!l ECC
CED

Figure 3. Consecutive side effects
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Table 4. Statistical analyses of side effects
dizziness sedation
SA group 12 (40%) 14 (46.6%)
EDC group 2(6,67%) 3(10%)
Yates corrected Chi-square 2.66 4.2
P 0.04 0.01

DISCUSSION

The results of the study indicate that the continuous
epidural analgesia is highly superior versus sistemic
analgesia in elderly with hip fracture, at all time intervals
at rest, and passive hip flexion. Arnstein (8) emphasizes
the need for pain relief to patients, because uncontrolled
pain can lead to negative consequences such as the
occurrence of cardiac complications in patients with
high per operative cardiac risk. Hwang et al (5) found that
the patients with a hip fracture who were admitted to
the emergency department had often unsatisfactory pain
relief. Kehlet and Dahl (6) and Morrison et al (7) indicate
the necessity of effective analgesia in patients with a hip
fracture and came to the conclusion that in this way, the
length of hospital stay is reduced and functional recovery
and long-functional outcome of the patients is improved.
Superiority of continuous epidural analgesia versus
systemic analgesia in elderly patients with hip fracture
is proven also in studies of Minville et al (12), Parker et al
(14), Block et al (10) and Matot et al (18).

In this research, additional analgesia in both groups of
participants was not recorded and statistically analyzed
because the patients from two groups received different
types of additional analgesia. In patients from EDC group,
when they felt moderate pain, as additional analgesia was
applied by epidural catheter 5 ml local anesthetic and an
opioid, while in patients from SA group was administered
Niflam 100 mg, and if the pain still persisted after 30 min.
and Tramadol 50 mg. Tramadol was applied intravenously
at every 8 hours. This choice for systemic analgesia was
made because higher doses of opioids could lead to
reduced oxygen saturation and respiratory depression,
especially in the elderly (5). This technique of systemic
analgesia is used in our institution as standard analgesia
and therefore we wanted to compare this standard
technique with continuous epidural analgesia.

The examination of the motor blockade of the lower limbs
in patients from EDC group showed completely preserved
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motor action. This finding as well as highly satisfactory
analgesia allows physical rehabilitation in the early post
operative period. Simon et al (15) and Block et al (10) as
well as the results obtained in our study, found that
the placement of an epidural catheter is successful and
effective in 100% of respondents and is followed by loss
of sensation and preserved motor activity in the lower
limbs.

Veering (11), Minville et al (12), Parker et al (14) and
Block et al (10) investigated the epidural technique as a
choice of anesthesiology technique and postoperative
analgesia as well, versus systemic anesthesia and
analgesia and at the same time, they assessed the side
effects of both techniques of anesthesia and analgesia.
The major complication like a systemic toxic effect of
local anesthetic was not noted in any patient. The most
often registered side effect was hypotension, itching
and retention of urine. Veering (11) investigated regional
anesthesia in elderly patients and as a negative site of
this technique is described the difficulties in performing
spinal and epidural anesthesia, especially because of
the degenerative changes of the spine that develop over
the years. As an unwonted side effect, is hypotension
(11), which is more pronounced in a single application
of a local anesthetic. According to the results of these
studies, in our study the side effects more often occurred
in patients with systemic analgesia. Respondents who
received continuous epidural analgesia, in rare cases felt
dizziness, sedation, urine retention and itching.

In our research, epidural catheter was placed early in
the pre operative period, so the patients could receive
satisfactory analgesia in pre- operative as well as post
operative analgesia. It is still not clear the mechanism
by which early administration of epidural analgesia
reduces the post operative complications. Although
there is little evidence that the stress response leads
to increased morbidity, there are a several undesirable
physiological effects modulated by the stress response.
In several studies such as studies of Christopherson et al
(19), Blomberg et al (17) and Yaeger et al (13) is found that
stress can lead to increased risk from thrombosis and
to increased release of cytokines and neuroendocrine
hormones, which can cause vascular thrombosis and
cardiac morbidity due to a decrease in the oxygen
supply or increased myocardial oxygen demand. Early
performed continuous epidural analgesia and local
anesthetics and opioids administration, in the post
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operative period in elderly with much co-morbidity, can
lead to the suppression of the stress response, reducing
the incidence cardiac morbidity and mortality compared
to systemic administration of opioids (9). Norris et al
(16) have investigated the impact of continuous epidural
anesthesia combined with general anesthesia and
postoperative epidural PCA (patient controlled analgesia)
versus general anesthesia and postoperative systemic
analgesia in patients with abdominal aortic surgery in
terms of length of hospital stay and quality of analgesia,
and came to the conclusion that epidural anesthesia and
analgesia has no advantages or disadvantages versus
general anesthesia and analgesia. Unlike Norris et al
(16), Yaeger et al (13), who examined the effect of epidural
anesthesia, and analgesia versus general anesthesia
and systemic analgesia in a high-risk group of surgical
patients, found that patients with epidural anesthesia
and analgesia have highly significant lower rate
postoperative complications, lower incidence of cardiac
complications and postoperative infections. Also, in this
group of patients were defined decreased cortisol level
eliminated in urine versus the group of patients with
systemic analgesia and anesthesia.

CONCLUSIONS

Continuous epidural analgesia provides superior and
prolonged pre- and post operative analgesia versus
sistemic analgesia with less unwonted side effects in
elderly patients with hip fracture.
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CITOPE/IbA HA TPETMAHOT HA BO/TKA CO KOHTUHYUPAHA EITH]TYPAJTHA AHAJITE3HJA
HACITPOTH CHCTEMCKA AHAJITE3UJA KAJ MAOMEHTH CO CKPILEHHUIIA HA KOJIK
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AIICTPAKT

BOBEJI[: CHUCTEMCKaTa IIOCTOIlepaTBHA aHaHFeSI/Ija € He3aJJOBOJIMTEeJIHa Kaj HajFOHeMI/IOT 6poj O[] TIallMeHTUTe CO
CKpHIeHHMIIa Ha KOJIKOT, IITO € ITpNinHa 3a 6OHKa, 0cobeHo mpun O6I/I,H 3a IBUKEmhe Ha IToBpeJjeHaTa Hora.

L[eHTa Ha OBaa CTY,Z[I/Ija berire Ja ce criopenn BHHjaHMeTO Ha KOHTMHYMPaHaTa elnaypa/iia BO OJHOC Ha CHUCTEMCKaTa
aHanre3I/I]'a, KaKo IIpe 1 ITocTorepaTrBHa aHaHFeSI/Ija Kaj TTallMEHTN CO CKpHIeHHMIIa Ha KOJIK.
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MeTopu: Bo oBaa cryauja 6ea oricharenn 60 narpeHTy co CKpIIeHuIla Ha KOJIK 1 6ea paHIoMU3UPaHO MOfe/IeHN BO 2
rpyrmm of1 30 manmenTy: CA rpyma - maudeHTH Kou MprMaa cucTeMcKa aHanresuja; 1 EJIK rpyria — maiyeHT Kkou bea
006e360/yBaHN CO KOHTMHYMPaHa enmuaypasHa aHanare3uja. Kaj cure mauueHTn Oellle peruCcTpupaH MHTEH3UTETOT Ha
OorKaTa Ipy MUPYBatbe 1 MpU NacuBHa (ieKcrja Ha KOJIKOT, CO KOpUCTeke Ha BepbanHa meckpuntuBHa ckana (B/C,
0 - 4), BO HEKOJIKY BpeMeHCKU MHTepBaiu: 1 1 12 yaca rpep onepaTuBHUOT 3adar, ocjie TPeTMAaHOT CO aHaITeTUK, U
24 1 48 yaca nocsie XUpypIlKaTa UHTepBeHLuja. MoTopHara 6Ji0Kazia bellle MepeHa BO UCTUTE BPeMEHCKM UHTePBasIn
caMo Kaj narenTtrte o EJIK rpymara, Kako 1 HecakaHWTe JiejcTBa BO JBETE I'PYIIN.

PesynraTu: Bpennoctute Ha BJIC Gea 3HauajHO IMOHKMCKU Kaj nauueHTure of EK rpyrara HaCIIpoTy UCIIMTAHULIUTE
on CA rpynaTa v Ipu MUPYBate Kako U ITpU MackuBHa (yieKcrja Ha KOJIKOT BO CUTe BpeMeHCKH uHTepBaiu 3a p<0.05.
MotopauoT 6710k 6erre 0 Kaj cure nanuenTtu of, EJIK rpymaTta Bo cormacHOCT co MopguduLypaHroT Bromage ckop.
Pernctprpanu HecakaHu fiejcTBa Oea cenaiija, BPTOT/IaBUIA, Yelllaihe U peTeHlIrja Ha ypruHaTa.

3akayuok: [Ipes u mocrorepaTUBHOTO obeszbonyBame e cyrnepropHo Bo EJIK rpymara Hacmpotu CA rpyraTa BO
MUPYBarbe 1 IMPU [IBUKEeIbe Kaj MallleHTH CO CKPIIEeHUI]A Ha KOJIK.

Knyuuu 300poBu: ocTorepaTrBHa aHajresuja, enuaypaaHa aHecTesnja, CKpIleHnIia Ha KOJIK.
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ABSTRACT

Introduction: Nephrolithiasis is not a rare event in children.It can lead to important consequences such as renal
dysfunction and recurrent stones. We aimed to study the incidence, etiology, clinical and biological charachteristics
in children with urolithiasis.

Material and methods: From 2003-2014, we studied 94 children (37 girls) with average age 7.9 years old, presented
with kidney stone in ultrasonography. Laboratory studies included serum biochemistry, 24 urine volume and
electrolites, pH and urine culture. Also data refering to their famile history for urolithiasis, dietary habits and
liquid intake were gathered.

Results: The incidence of kidney stones in children is 0.047%, devided in two periods the incidence shows an
increase which is 0.045% (2004- 2009) and 0.05% (2009-2014). The M/F ratio is 1.5 :1. The most effected age is
above 10 years old (58.5%), but the study showed that above 10 M/F ratio is 1.08:1 . Positive family history for kidney
stones is identified in 45% of the total. Urine volume was less that the average in 37 children or 39.4%. Calcium
/creatinine ratio average is 2.009 and Sodium/potassium ratio average is 11 in the children with hypercalciuria.
Calcic stones are presented in 65 %.

Conclusion:The incidence of kidney stones in children of Elbasan is 0.047% and it is increasing. The most effected
age is above 10 years old. Hypercalciuria is an important metabolic cause.

Key words: Nephrolithiases, Calciuria, Metabolism, Incidence

INTRODUCTION

Renal calculoses disease is a veteran, whose clinic is
described in the aphorisms of Hippocrates. This pathology
represents one of the most widespread diseases in the
human race. It is a disease that mainly affects men, and
male female ratio varies from 3: 1to 1: 1.

Some races as for example black, it is not affected.
Probability of urinary stone formation is 1-5% in Asia,
5-9% in Europe, 13% in North America, 20% in Saudi
Arabia (3.19). The most affected age with renal calculoses
peaks at 4 years olders and also teenagers. Kidney stones
are aggregate crystals mixed with a protein matrix that

causes obstruction of urinary flow and consequently
pain, bleeding, and local erosion of renal tissue. (19)

In general crystallization of stone-forming salts owes an
abnormal urinary composition which is rich in promoters
of crystallization (Calcium Oxalate,uric acid ) or poor in
crystallization inhibitors (citrate, glycosaminoglycans,
kidney proteins such as nefrokalcin, Tamm --Horsfall
mucoprotein, uropontine) or both. (2,4,19)

Litogeneses first event is the formation of a
microcrystaline, which grows in size and aggregates
with crystals of the same nature or with heterogeneous
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crystals (ex. phosphate of calcium or urate of sodium).
This is the stage of nucleacion which is followed by the
second stage or the adhesion of these particles in urinary
epitelium and the third stage is the transformation in
calcul. (1,3,4).

LITOGENESES
Litogeneses is controlled by three factors:

1. Urine saturation that depends on the concentration or
activity of the ions that form calcul. Increasing the con-
centration of these ions come from increased urinary
debit of these substances or by reduction of urinary vol-
ume (4,79,11).

2. Promoting factors of crystals including:Calcium,Sodiu
m,Oxalate, urate, cysteine, Low urine pH, Tamm - Hors-
fall protein, Lower urinary flow, Bacterial products.

3. Crystallization inhibitors (14,5): They are abundant in
urine: They are devided in: organic; Nephrocalcin Tamm
- Horsfall protein ,Urinary prothrombinfragment,Inter
o inhibitor,Glycosaminglycans, High urinary flow and
inorganic Magnesium , Pyrophosphate , Citrate. Uri-
nary pH also plays an important role in litogeneses. Its
lowering favors precipitation of cistine and uric acid.
His growth favors precipitation of calcium and phos-
phates. Urinary pH has an esencial role in inhibitor and
promoter interactions. The incidence, composition and
clinical characteristics of urinary calcul in children var-
ies from one country to another and from one historical
period to another.(2)

PURPOSE OF THE STUDY

1. Study the frequency, distribution and determinants of
renal calculose in children of Elbasan.
Study the relevant elements of calculose.

3. Study the evolution of the incidence between the two
five-year.

MATERIAL AND METHOD

Our study has been extended to 11 years experience at our
hospital in children with renal calculosis.

In the period from 2004 to 2014 we examined 94 children,
in an average age 7.9, and 37 of them or 45.9% are female.
The ratio male/ female is 1.5. In the study were included
children who the echography resulted with renal
calculosis. 65 children or 70.2% came to the hospital with
the followign complaints: hematuri, urinary infection,
abdominal pain. 28 children or 29.8% were selected by the
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routine examination in ultrasonography.

All children underwent laboratory and radiological
examinations.

In their blood we examined the electrolytes: calcium,
potasium, sodium,blood urea nitrogen, creatinine, uric
acid.

For all children urinary volume of last 24 hours was
measured and calciuria, creatinuria, natriuria, caliuria,
phosphaturia, magnesuria were analysed.

In fresh urine pH was measured and for all urine was
conducted the uroculture to isolate the causative microbe
of UTI, particularly in cases of repeated UTI

Since there are considerable differences in calcium
excretion during 24 hours, for all children the ratio Ca /
Cr and the ratio Na / K was calculated.

All children underwent ultrasound where initially renal
calculosis was present.

Knowing renal stasis associated with  congenital
ureteropelvic junction obstruction, can contribute to
the formation of stones, all children in addition to the
ecography underwent UIV analyses.

Intravenous urography was performed with contrast
uroraphine 60% or 76% based on body weight and age.
Through this examination we could search for other
calculi, could notice urologic abnormalities, to judge the
degree of obstruction and renal damage.

20 of these children did the stone spectral analysis with
infrared spectroscopy . The dry stone benefited from
litotomia or from his appearance in urine was analyzed
by spectroscopy with infrared beam which is useful for
the identification of non-crystalline including amorphous
substance and metabolites of drugs that are not identified
by other techniques . In anamneses all children were
evaluated for family antecendente regarding calculosis,
the diet, the amount of liquids consumed in 24 hours.

RESULTS

1. The Incidence of renal calculosis in Elbasan district is
0.047%

2. It was observed that children had dietary habits that fa-
vor calculoses (pickled vegetables and beans were domi-
nant in their menu)

3. Of the 94 children presented, 37 of them or 39% are fe-
male and 57 or 61% male . Male/ female ratio is 1.5.
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Male /Female Ratio In children whom the placement of kidney stone is in
the kidneys 17 of them or 18% have stones in both kid-
5 neys, in 39 cases or 46% placement of the stone is in the
: right kidney, in 25 cases or 30% placement of the stones
20 1 is in the left kidney .Ureteral stones and bladder were
; found in children over 10 years old.
5 1T
, | - . ®Male Stone localization
07 ® Female
5 + 2 S’D—ﬂ{ﬂ
| = Bleft kidney
0 Fee— S - S . )
2004 W09 30.00% ri_g,ht kidney
9 015 2.00% Obilaterale
' Oureter
) ) 10.00% Whladder
From the group of children in the study the age over 10

years predominates 58.5%, and the ratio male / female 0.00%

in this age is 1.008: 1

By intravenous urography 12 children resulted with born
anatomical defects , which are positive factors for renal
calculoses.

(12 cases or 12.7 % with RVU )
14 of the children or 15 % resulted in multiple stones .

The most effected age

80 others or 85 % resulted in only stones .

8 - From laboratory examinations azotemia, creatinemia,
natremia, kalemia resulted in the norms.

In four cases resulted an increased calcemia (4.2 %) .
From examinations made to the urine of 24 hours 53
children or 56.5 % result in hypercalciuria where 4 of
them have simultaneously hypercalcemia .

In 4 children or 4.2% we detected hypercalciuria hyper-
calcemia.

Age 2 4

In 53 clildren or 56.4% we detected hypercalciuria,

Given the anamneses 42 children or 45% have a positive .
normocalcemia.

family history for calculoses.
20 cases or 21% are children with positive anamneses of Normocalciuria normocalcemia is detected in 37 children

recurrent urinary infections, caused by proteus, E.coli, 0T 39.4 %
klebesiella

All children have a low hydro diet as a result of which g
the urinary debit of 24 hours is reduced, so the concen-

tration of substances that favor urinary litiases is in- 394 @ hypercalciuria

. . 40 hypercalcemia

creased (as urine is oversaturated with these elements). ® ypecaciri
. g O
. By ult.rasonog.raphy and 1r}tr.aven0us pyelography the 201 O normocalciuria
stone in 84 children (89.3%) is in the upper urinary appa- normocalcemia

. . o .. 104 8T
ratus (kidney), in 10 cases or 10.6%, stone is in the lower

urinary apparatus (8 in the ureter or 8.3 % and in 2 cases

in the bladder or 2.1%).
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In 100 % of cases the ratio Ca / Cr in urine was higher
than the norm ( > 0:22), a factor that shows the highest
elimination of calcium in urine in favor of ranal
calculoses. The average ration Ca / Cr by examinations
resulted 2. 009.

In all children caliuria in the urine of 24 hours results
below the norms, a factor that shows the poor diets,
dehydration ( or lower urinary debit ) and the tendency to
calciuria. The average ratio Na / K resulted in 11. 049 % (
norm < 2 ), a date that reinforces hypocalciuria .

Ph in fresh urine in 38 children or 40.5 % was above 6.5
which means that calcium lithiases is favored .

In 20 of the cases we did the infrared spectroscopy

analysis which showed that the composition of the stone

is:

m one case was found cistinic stone ( cistinuria ) 5 %

m three cases was found uric acid stone containing
anhydride ( uric acid stone ) 15 %

m three cases was found carbapatit stone , struvit (
phosphatic stone ) 15 %

m five cases was found calcium monohydrate stone +
Apatit ( phosphocalcic stone) 25 %

m three cases was found calcium dihydrate stone (
calcic stone ) 15 %

In five cases calcium monohydrate stone ( calcic
stone ) 25 %

b

A

@ stone compostion

5,

EELELEE
kY

wric acid  phosphatic calcic stone
stone stone

cistinic
sone

Only in 7 children or 74 % examination of the thyroid
gland was realized before where PTH was within the
norm ( for economic reasons other children did not
realize this examination).

DISSCUTION

Our study shows that the incidence of renal calculoses in
Elbasan District
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in an 11-year period (2003- 2014) is 0.047%, this figure can
not be compared with the data obtained from references
because the incidence is calculated for the entire
population and not only pediatric (1,2,3,4,19).

Male / female ratio according to our study results 1.5.
According to references this ration rangs from 3/1 to 1/1
(2.19).

So male /female ratio in our study is consistent with the
male/ female ratio of references.

The predominant age group in our study is over 10 years
old in 70% of cases. The most effected ages are 11,12,13
years old. This fact is consistent to some extent with our
references as the peak age of calculoses is mentioned the
age 4 years and puberty (2).

The study that was done in children with calculoses in
our case turns out that they have more than one risk
factor that leads to renal lithiasis (19). These includes:

m positive familiarity with calculoses

m diets with much salt and overloaded with calcium
products

m low hydro volume consumed in 24 hours due to
decreased urinary debit in 24 hours.

IVU repeated, caused by proteus, E.coli, Klebsiella.
hypercalcaemia

hypocalcuria

Ca/Cr>0:22 ,Na/ K> 2(1.2.3.10.14.19)

Positive Familiarity with calculoses is found in 42 cases,
or 45% in our study. This factor is positivie in references
3, 5.19. In his article Joel MHTeichman quotes: 55% of
those who have recurrent stones have a family history
for urolithiases and having that history increases the risk
of stone formation.

Diets overloaded with calcium and salt products and low
hydro volume consumed during 24 hours observed in
children or 51.3% of the calamity which actually almost
the same percentage of 59.7% (3.7) because the excess of
calcium intake.Alimentary and animal protein which
increase bone absorption and lower tubular absorption
of calcium (from loads of bringing them acids) increase
calciuria.

Roswitha Siener, Natalie Schade, Claudia Nicolay in their
article state: A low volume of liquids consumed and
greater use of animal protein are indetified as the most
important risk of dietary factors.
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IVU repeated caused by bacteria Proteus, Klebsiella E.coli
that produce characteristic ureazis in phosphate stones
which were found as a risk factor for calculoses in 21% of
our cases. This fact was found positive but is not shownas
a percentage in our results. (1,2,3,4,10)

Cases with hypercalcemia who make up 4.2% in our study
are positive factor in calcic calculoses. (1,4,19)

In our study 53 cases or 56.5% of children result with
hypocalciuria. The ratio Ca / Cr in urine varies 2.009 and
the ratio Na / K varies 11,049 for all children. This three
data show hypocalciuria, a fact that is consistent with
our references under which hypocalciuria is the cause of
renal calculoses in 61% of cases. (19.4)

According to the ultrasound and UIV placing of stones
is greater in the upper urinary apparatus, si in kidneys
and in all cases we found renal calcic (89.1%). In the
right kidney there are 39 cases or 46% and stone setting
is bilateral in 18% of cases. This result is consistent in
part with references where placement of the stone is
more common in the left kidney (2) result which is not
consistent with our result and bilateral placement of the
stone is 15% (2) approximates the result of our study.

From the spectral analysis of the stones in 65% of cases the
stone is calcic so predominant, a result that is consistent
with references (1,4,19) where calcic stone occupies 71%
of cases. The percentages of other stones which are
cistinike 5%, ac.uric 15%, 15% phosphate stones, in each
case do not match the references under which uric acid
stone occupies 6%, 3% cistinik stone and rock phosphate
20%.

CONCLUSIONS

1. The incidence of renal calculosis in children of Elbasan
is 0.047%.

2. The most effected age is above 10 years old.
Hypercalciuria is an important metabolic cause.

4, Calcic stones predominate in more than 65 %

RECOMANDATIONS

1. Children diets should be rich and eliminate unilateral
diet. Reduce dietary habits rich in animal protein and
salt.

2. Increase the amount of liquids consumed during 24
hours.

3. Perform early examination of these children especially
in cases where hereditary factor is evident.
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ABSTRAKT

Hyrje: Nefrolitiaza nuk eshte nje ngjarje e rralle tek femijet. Ajo mund te sjelle pasoja te rendesishme si insuficensa
renale dhe guret e perseritur. Qellimi yne ishte studimi I incidencés, etiologjise dhe karakteristikave biologjike
dhe klinike te femijeve me urolitiaze.

Materiali dhe Metoda: Nga viti 2003 -2014 ne studiuam 94 femije (37 vajza) me moshe mesatare 7.9 vijec te
paragitur me gure ne ekografi . Studimet laboratorike perfshine analizat biokimike, volumin dhe elektrolitet
ne urinen e 24 oreve, pH dhe urokulturen. Gjithashtu u mblodhen te dhéna per histori positive familiare per
kalkulozen, zakonet dietike dhe sasine e lengjeve te konsumuara ne 24 ore.

Rezultate: Incidenca e kalkulozes tek femijet eshte 0.047%, e ndare ne dy periudha kohore incidenca paraget
rritje 0.045 % (2004- 2009) dhe 0.05 (2009- 2014). Raporti M/F eshte 1.5 :1. Mosha me e prekur eshte mbi 10 vjec
(58.5%), por studimi tregoi ge mbi 10 vjec raporti M/F eshte 1.08:1. 45 % e rasteve ka histori pozitive familjare per
kalkulozen. Volumi urines 24 oreshe ishte nen mesatare ne 37 femije ose 39.4.%. Tek keta femije raporti kalcium
/kreatinine eshte 2.009 dhe raporti natrium/kalium eshte 11. Guret kalcik perbejne 66 % te rasteve.

Konkluzione: Incidenca e kalkulozes renale tek femijet e Elbasanit 0.047% dhe tregon rritje ne 5-vjecarin e
fundit. Mosha me e prekur eshte mbi 10 vjec. Shkaku metabolik kryesor eshte Hiperkalciuria.

Fjalé kyc: Nefrolitiazé, Kalciuria, Metabolizém, Incidencé
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EVALUATION AND MANAGEMENT OF NEONATAL INDIRECT
HYPERBILIRUBINEMIA AT THE UNIVERSITY PEDIATRIC CLINIC IN
SKOPJE, REPUBLIC OF MACEDONIA

EBAJTYALIMJA U TPETMAH HA HEOHATAJTHA HH/TUPEKTHA
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JETCKU bOJIECTH BO CKOIIJE, PEITYB/INKA MAKE[TOHHJA
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ABSTRACT

Introduction: Neonatal hyperbilirubinemia, defined as a total serum bilirubin level > 86 umol/L, is a frequent
problem affecting approximately 60% of term and 80% of preterm newborns. Clinical challenge is to differentiate
between the majority of physiologically jaundiced infants and those with pathological causes, thus to establish
appropriate management plan.

Objectives: Purpose of the study was to review evaluation and management of neonatal indirect hyperbilirubinemia
at the University Pediatric Clinic Neonatology Department over a two year period.

Methods: Medical records of 284 newborns with indirect hyperbilirubinemia were retrospectively analyzed for
history data, clinical presentation, diagnostic procedure and the therapy applied.

Results: Most prevalent was jaundice of undefined etiology (44.37%), followed by neonatal infection, prematurity,
hemolysis, and birth trauma. The mean peak serum bilirubin concentration in the undefined etiology group
was 333.4£91.1 umol/l. The peak bilirubin levels and reticulocites in hemolytic jaundice were significantly higher
compared to the other etiologies. The first control serum bilirubin level was significantly higher in newborns with
hemolysis compared to the groups of premature newborns and jaundice of undefined etiology. Analyzed groups
significantly differed according to the day bilirubin reached peak. Most cases were treated with phototherapy, and
2.11% with exchange transfusion.

Conclusions: Hyperbilirubinemia is a frequent pathology at the University Pediatric Clinic-Skopje, R. Macedonia.
Most cases are treated with less severe jaundice of undefined etiology. Immediate awareness and management is
required for those 15% of infants with hemolytic causes of jaundice that carry a significant risk for early and severe
hyperbilirubinemia.

Key words: hyperbilirubinemia, neonate, ABO incompatibility, sepsis, prematurity, G6PD deficiency, evaluation
and management, Republic of Macedonia

INTRODUCTION

Neonatal hyperbilirubinemia, defined as a total serum of preterm babies in the first week of life [1, 2]. About 10%
bilirubin level > 5 mg/dl (86 pmol/L), is a frequent of breastfed babies are still jaundiced at one month of age
problem that affects approximately 60% of term and 80% [1]. Generally it is considered a transitional phenomenon
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without noticeable clinical impact, related to hepatic,
red cell and gastrointestinal immaturity [1, 3]. However,
a dangerous rise of the total serum bilirubin may cause
acute bilirubin encephalopathy that frequently evolves
into a chronic neurologic condition- kernicterus. Features
of the latter include athetoid cerebral palsy, hearing loss,
and visual and dental problems [1, 2, 4, 5].

Although both genetic and environmental factors con-
tribute to the development of neonatal hyperbilirubine-
mia, the importance of genetically determined conditions
has been increasingly recognized [6-8].

When serum bilirubin concentrations rise above 17 mg/
dl (291 pmol/L) in full-term infants, a pathologic cause
of jaundice should be sought [2, 9]. According to the
mechanism of accumulation of bilirubin, causes of
neonatal indirect hyperbilirubinemia are classified into:

1) bilirubin overproduction that occurs in hemolytic dis-
eases with either positive Coombs test (ABO, Rhesus
and minor blood group incompatibilities) or negative
Coombs test (red blood cell membrane or enzyme de-
fects, sepsis and some drugs). Bilirubin overload can
also be expressed in non-hemolytic diseases like cephal-
haemathoma, bruising, central nervous system (CNS)
hemorrhage, polycythaemia and impaired gastrointes-
tinal motility [2, 9, 10] and

2) decreased bilirubin conjugation that occurs in physio-
logic jaundice, Crigler-Najjar syndrome type 1and 2, Gil-
bert syndrome, hypothyroidism, breast-milk jaundice
and G6PD deficiency. Contrary to traditional considera-
tions that G6PD deficiency associated neonatal hyper-
bilirubinemia was hemolytic in origin; it was shown
that inadequate bilirubin conjugation in the liver was
the main component of neonatal jaundice in this group
of patients [11, 12].

The third mechanism of jaundice marked by impaired

bilirubin excretion causes direct (conjugated) hyperbili-

rubinemia [2, 9, 10]. Neonatal sepsis can be featured by

both indirect and direct hyperbilirubinemia [2].

The laboratory assessment of jaundice depends on the age
of the newborn and the clinical presentation of jaundice
[4,13]. Apart from total serum or transcutaneous bilirubin
measurement, certain diagnostic tests such as complete
blood count and smear, reticulocyte count, ABO blood
grouping and Coombs test and end-tidal carbon monoxide
(corrected) levels might hasten the etiological diagnosis.
Analysis of glucose-6-phosphate dehydrogenase (G6PD)
and piruvate kinase deficiencies is considered in cases of
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positive family history and specific ethnic origin [4, 10].
Treatment options involve phototherapy and exchange
transfusion when bilirubin levels exceed gestation and
hour specific treatment thresholds [1, 4, 9, 13, 14, 15].
The purpose of the study was to evaluate etiology and
management of indirect hyperbilirubinemia at the
University Pediatric Clinic in Skopje, R. Macedonia.

METHODS AND MATHERIALS

The study group included 284 newborns who had been
admitted to the neonatology department at the University
Pediatric Clinic in Skopje with the diagnosis of neonatal
indirect hyperbilirubinemia during the period of 2 years
(January 2009- December 2010). They represented one
quarter of the total number of 1126 hospitalized patients
during this period. Medical records were retrospectively
analyzed; all data were recorded on standardized
questionnaires. Peri/neonatal history data were retrieved
as follows: gender, birth weight (BW), birth length (BL),
Apgar score (AS), mode of delivery (spontaneous/ cesarean
section), day of jaundice emergence, peak bilirubin
level and day on which bilirubin reached peak. Medical
records were reviewed extensively for the following
clinical signs and symptoms: cephalhaemathoma, skin
bruising, ecchymoses, lacerations, sepsis, prematurity,
hypothyroidism, CNS hemorrhage, intestinal atresia
or stenosis, hypertrophyc pyloric stenosis, delayed
meconium passage, and Down syndrome [9, 10].
Diagnostic procedure was reviewed; all laboratories and
other test were recorded, also the type of therapy applied
(phototherapyand/or exchange transfusion). The following
tests were taken into consideration: full blood count and
smear, hemoglobin and hematocrit levels, reticulocite
count, serum levels of total, indirect and direct bilirubin,
serum aminotransferases- aspartat transaminase (AST)
and alanin transaminase (ALT), G6PD quantitative test,
maternal and neonatal blood groups, direct antiglobulin
(Coombs) test, C-reactive protein (CRP), and results of
blood, cerebrospinal fluid and other cultures, thyroid
screening test and/or thyroxin and thyroid stimulating
hormone results as well as ultrasonography of CNS and
radiograms [1, 2, 4, 9, 10].

Nine groups of clinical presentation of jaundice were
differentiated: 1. ABO incompatibility, 2. Rhesus (Rh)
incompatibility, 3. Cephalhaemathoma, bruising 4. Sepsis,
5. Prematurity, 6. Intracranial hemorrhage, 7. Hemolysis
(abnormal peripheral smear, elevated reticulocite count,
neither ABO nor Rh incompatibility), 8. Down syndrome
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and 9. Undefined. Etiology of sepsis was assigned to
newborns with a positive blood/ cerebrospinal fluid
culture or positive CRP and clinical signs of infection
requiring a course of antibiotic therapy. Newborns with
sepsis and elevated direct bilirubin levels > 2 mg/dl
(34pmol/l) or > 20% of total serum bilirubin level were
excluded from the study [2].

Prematurity-associated jaundice was considered in
newborns of less than 37 weeks gestational age and
absence of other obvious causes of jaundice. Birth trauma
was manifested with cephahaemathoma and bruising.
Undefined etiology included: exaggerated physiological
jaundice, early and late onset breast-milk jaundice [2, 9],
and no identifiable etiology.

Full blood count was analyzed using the Sysmex K-4500
automated hematology analyzer (Minesota, USA); light
microscopy was involved when analyzing blood smear
and reticulocites. Total serum bilirubin and fractions
were obtained using photometric chemistry analyzer
Kodak Ectachem 250 (Rochester, NY) [16]. G6PD activity in
erythrocytes was determined spectrophotometricaly by
measuring the rate of absorbance change at 340 nm, due
to the reduction of nicotinamide adenine dinucleotide
phosphate (NADP) to NADPH when a sample was
incubated with G6P (Humananalyser 3000, Germany).
G6PD activity was calculated in relation to erythrocyte
count. Commercially available kits (AMS U.K. Ltd, East
Sussex, U.K.) were used. Values of 245 - 299 mU/109
erythrocytes were considered normal. The results were
interpreted as percentage of the normal G6PD activity [17,
18].

Statistical analyses were performed using the statistical
package Statistical Package for the Social Sciences (SPSS)
17.0 for Windows (SPSS Inc., Chicago, IL, USA). Categorical
variables were presented with absolute numbers and
percentages whereas quantitative variables were
presented with mean, standard deviation, minimum,
maximum, median and rang. Testing of significance
between groups regarding the analyzed parameters was
performed with: Kruskal-Wallis test, Mann-Whitney U
test, and Analysis of Variance.The result was considered
significant if probability value (p) was <0.05 and <0.01 for
high significance.

The study has been approved by an institutional Ethics
Committee in accordance with the Declaration of
Helsinki.
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RESULTS

The subject group included 284 patients treated with
indirect hyperbilirubinemia in a two year period, of which
172 (60.56%) boys and 112 (39.44%) girls. Most prevalent
was jaundice of undefined etiology (44.37%), followed
by neonatal infection (19.37%), prematurity (15.85%),
ABO incompatibility (8.45%), Rh incompatibility (5.63%),
cephalhaematoma and bruising due to birth trauma
(2.82%), intracranial hemorrhage (2.46%), hemolysis
(neither ABO nor Rh incompatibility) (0,35%) and Down
syndrome (0,70%) (Table 1.).

Table 1. Causes of neonatal indirect hyperbilirubinemia.

Etiology Number | Percentage (%)

Undefined etiology 126 44.37
Neonatal infection 55 19.37
Prematurity 45 15.85
ABO incompatibility 24 8.45
Rh incompatibility 16 5.63
Cephalhaematoma and 8 2.82
bruising due to birth trauma

Intracranial hemorrhage 7 2.46
Hemolysis (neither ABO 1 0.35
nor Rh incompatibility)

Down syndrome 2 0.70
Total 284 100

We did not find any cases of hypothyroidism, intestinal
atresia or stenosis, hypertrophyc pyloric stenosis, delayed
meconium passage, polycythaemia and G6PD deficiency.

The basic perinatal characteristics of the group of
patients with hyperbilirubinemia are presented in Table
2.

Table 2. Basic perinatal characteristics of the
hyperbilirubinemia group.
Mean Min Max M Inte:g:gg tile
Age 11.5£9.5 1 50 8 5-15
GW 38.1£2.3 28 42 39 37-40
BW [3028.9+599.1| 1000 | 4500 | 3100 2625-3450
BL 49.3£2.8 37 56 50 48-51

Min- Minimum; Max- Maximum; M- Median; GW- Gestation weeks;
BW- Birth weight; BL- Birth length

In 44.37% of cases etiology could not be determined.
When analyzing the general characteristics of this
group of patients, they were found to be near term or
term newborns with median (interquartile range) age
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of presentation of jaundice at day 3 (3-4). They were
mostly delivered spontaneously (90.47%) with normal
birth parameters (BW and BL) and did not suffer major
perinatal asphyxia (Table 3.).

000000000000

higher than levels in the groups with neonatal infection,
prematurity and hematomas (groups 2, 3 and 4) (Table 4).
Table 4.  Peak bilirubin level (umol/l) Mean peak

bilirubin levels in group 1 were statistically
significantly higher than levels in the groups

Table 3.  Basic characteristics of the undefined etiology 2,3, and 4.
group. i Etiology groups Mean N SD p
Mean Min | Max | M Intggglugtlle 1. Hemolysis 379.75 41 133.55
) 125 5 m 3 3 f 2. Neonatal infection | 315.23 55 106.15 0.015
g¢ - - 3. Prematurity 299.80 45 8140 | 0.002
GW 39+12 | 37 | 42 | 39 | 3840 1. Hematomas 29173 15 9046 | 0.03
BW 32471+ 4374 2200 | 4500 | 3245 | 2980-3500 5. Undefined 333.44 126 91.11 NS
BL 502:18 | 46 | 56 | 50 4951 N- number of patients; SD- standard deviation; p- probability
Mode of N % value; NS- not significant
delivery ’
Spontaneous 114 90.47 Day of bilirubin peak
¢S ) 14 Analyzed groups of newborns with jaundice showed
e}f&%‘éﬁrgn 2 159 high statistically significant difference according to
Forceps 1 0.8 the day when bilirubin level reached peak. Differences
Perinatal N (y were marked between the third group in comparison
asphyxia : to groups 1, 2 and 4, as well as between groups 2 and 5
No 109 | 8651 (Kruskal-Wallis test: H (4, N= 282) =28.84943 p=.0000;
AS7 16 127 1/3 p=0.01; 1/5 p=0.04; 2/3 p=0.00005; 2/5 p=0.005; 3/4
AS46 1 0.79 p=0.0008) signifying earlier bilirubin peak in hemolysis,

Min- Minimum;Max- Maximum;M- Median; GW- Gestation weeks;
BW- Birth weight; BL- Birth length; CS- Cesarean section; AS -
Apgar score

In the undefined etiology group, the peak bilirubine level
was registered at median (interquartile range) day 9 (6-
17). The median (interquartile range) of the peak bilirubin
level was 324 (270-394) pmol/l with a mean peak serum
bilirubin concentration of 333.4+91.1 umol/l.

For the purpose of statistical analyses different

presentations of hyperbilirubinemia were grouped into
five etiological groups as follows:

1. Hemolytic etiology of jaundice including ABO incom-
patibility, Rh incompatibility, and hemolysis (neither
ABO nor Rh incompatibility)

Neonatal infection/sepsis

3. Prematurity
Hematomas (cephalhaemathoma, bruising, intracranial
hemorrhage) and

5. Undefined etiology

Following laboratory parameters were analyzed:

Peak bhilirubin level

Mean peak bilirubin levels in newborns with jaundice
showed high statistical correlation to the etiological
cause of jaundice. Mean peak bilirubin levels in newborns
with hemolysis (group 1) were statistically significantly
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infection and cephalhaemathoma/bruising compared to
prematurity.

First control bilirubin

The first control serum bilirubin level was significantly
higher in newborns with hemolysis compared to the
levels determined in the groups of premature newborns
and jaundice of undefined etiology (Table 5.).

Table 5. First control bilirubin (umol/I) The first
control serum bilirubin level was significantly
higher in newborns of group 1 compared to
groups 3 and 5.

Etiology groups Mean N SD p
1. Hemolysis 274.20 40 124.85
2. Neonatal infection | 242.77 45 99.26 NS
3. Prematurity 190.04 41 61.37 10.000258
4. Hematomas 212.42 14 79.32 NS
5. Undefined 227.39 112 80.68 0.038

N- number of patients;SD- standard deviation;p- probability
value;NS- not significant

Second control bilirubin

Analyzed groups of newborns showed statistically
insignificant differences in the second control bilirubin
measurement.

Amynotransferases- AST and ALT
Levels of hepatic transaminases were not found to depend
significantly on the etiology of jaundice.
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Hemoglobin (Hb)

Mean hemoglobin levels showed marked statistical
differences among the five analyzed groups of newborns.
Post hoc analysis confirmed with high statistical
significance higher mean values of this parameter
in the group of infection compared to the hemolysis
group (p=0.01) and compared to the group of premature
newborns (p=0.001). Also statistically significant higher
levels were noted in the group of newborns with
undefined etiology compared to the premature newborns
(p=0.036) (Table 6.).

Erythrocytes (Er)

Different etiological groups of jaundice showed high
statistically significant difference regarding the mean
erythrocyte levels. Newborns with undefined etiology
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had significantly higher erythrocyte levels compared
to hemolytic etiology (p=0.017), also high statistically
significant  difference compared to the premature
newborns (p=0.0008). Newborns of group 2 showed high
statistical differences compared to groups 1 and 3 (Table
6.).

Hematocrit (Het)

Mean hematocrit levels depended significantly on the
etiology of hyperbilirubinemia. Highest mean values
of this parameter in newborns with infection were
significantly higher than the hemolytic group (p=0.016)
and highly significantly higher compared to the
prematurity group (p=0.001). Newborns of group 3 have
markedly lower levels of hematocrit compared to group
5 (p=0.03) (Table 6.).

Table 6. Hematological parameters in neonatal hyperbilirubinemia

Varaible Groups 1-5
(mean+SD) Hemolysis Infection Prematurity | Hematomas Undefined
Hb (g/) 155.02+30.26 173.03+24.45 152.02+29.38 168.26+23.93 165.35+26.46
1 0.01
Tukey HSD test: 3 0.001 0.036
significant at p <.05 4
5 0.036
Er (x1012) 4.29+0.77 4.82+0.60 4.21£0.73 4.62+0.71 4.66+0.63
1 0.001 0.017
Post hoc 2 0.001 0.00006
Tukey HSD test: 3 0.00006 0.0008
significant at p <.05 4
5 0.017 0.0008
Hct (%) 41.35+8.99 46.24+6.61 40,47+8.18 46.02+8.36 44.26+719
1 0.016
Tukey HSD test: 3 0.001 0.033
significant at p <.05 4
5 0.033
Hb- hemoglobin ; Er- erythrocytes ; Het- hematocrit
Reticulocites (Ret) ag
Reticulocite count differed highly significantly between o
etiology groups. Significant differences were noticeable _
between the first in comparison to the 2, 3, and 4th group, -
as well as between newborns of the 2 and 3rd group
(Kruskal-Wallis test: H (4, N=281) =33.92498 p=0.0000; 1/2
*p=0.000001; 1/3 *p=0.014; 1/4 *p=0.008; 1/5 *p=0.0026;
2/3*p=0.00017 *p Mann-Whitney U Test) (Figurel). : _ i = . e
L e

: mﬂhsﬂil onps
Figure 1. Reticulocite count in hyperbilirubinemia
groups.
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Treatment of jaundice was performed according to
current protocols with phototherapy/ and or exchange
transfusion [1, 4, 9, 13, 14, 15, 19, 20, 21]. The vast majority
of cases (97.89%) were managed conventionally using
double surface (overhead and underneath) blue light
phototherapy lamps at wave length of 460 nm. Six
patients (2.11%) were treated with exchange transfusion
(ECT) out of which 4 (66.67%) patients presented with ABO
incompatibility, and 2 (33.33%) with Rh incompatibility.
All exchange transfusion cases were Coombs positive.
The peak bilirubine level was registered at median
(interquartile range) day 1.5 (1-2), with a mean peak serum
bilirubin concentration of 461.4+118.8 pmol/1.

DISCUSSION

We found a high percentage of jaundice of undefined
etiology (44.37%). In another study a clear higher
prevalence of undetermined etiology (75.8%) was
reported [10]. The etiology could not be determined
in 65.6% of cases admitted for treatment of extreme
hyperbilirubinemia at the NICU in southern Turkey [22].
Davutollu M et al. report of 11 cases of unknown etiology
in a group of 79 ECT cases (13.9%) [23]. In contrast, we
did not find undefined etiology among our ECT cases.
It could be assumed that the diverse prevalence of
“undefined etiology” is due to the different classifications
of the causes of neonatal jaundice on one hand, and on
the other hand, the different levels of TSB taken into
consideration (pathologic or extreme). According to our
study, an undefined etiology definition applied for the
cases where despite intensive workout, no identifiable
cause or contributing factor for jaundice could be found.
When selecting these cases carefully we obtained a rather
homogenous group of clinically stable patients with
normal birth parameters that required treatment with
photoherapy. We can speculate an imbalance between
bilirubin production and conjugation to be the concept
of jaundice in this group since no history, clinical and
laboratory data exist to indicate another mechanism of
jaundice [24]. We found statistically significant higher
levels of haematological parameters (Er, Hb and Hct) in
this group compared to the group of premature newhorns
and significantly higher erythrocyte levels compared
to hemolytic etiology. A controversy represented the
prematurity- associated jaundice. Premature newborns,
due to physiological characteristics, and associated risk
factors are more prone to development of pronounced
and prolonged jaundice [25]. Also, there is a paucity of
evidence-based data on the safe treatment thresholds
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in this group (26, 27]. Bilirubin neurotoxicity has
unequivocally been associated with prematurity alone;
the presence of a concurrent neonatal disease and the
use of total parenteral nutrition or drugs that alter
bilirubin-binding properties are considered additional
factors that potentiate the risk of neurotoxicity. Clinical
manifestations of acute bilirubin encephalopathy
in preterm infants are often more subtle than those of
term infants [28-30). For all these reasons, we stratified
prematurity as a distinct entity; contrary to assignment
of these patients into the “undetermined etiology”
performed by other authors [10]. We have shown slower
increase towards the peak bilirubin level in the group of
premature newborns compared to groups of hemolysis,
hemathomas and infection. With regard to the levels
of Er, Hb and Hct in premature newborns, we have
shown them to be statistically significantly lower than
the groups of undefined etiology and infection. We did
not find any cases of hypothyroidism, intestinal atresia
or stenosis, hypertrophyc pyloric stenosis, delayed
meconium passage, and polycythaemia. However, we
did find 2 cases (0.7%) of jaundice associated with Down
syndrome. We did not find cases of G6PD deficiency in
the studied group. In a previous study a prevalence of
1.02% among Macedonians and 6.63% in Romanies on the
territory of Skopje has been shown [31]. Although no cases
of G6PD deficiency were found in the analyzed group,
the vear of 2009 was important for the introduction of
a new quantitative assay for G6PD detection, thereby
overcoming the uncertainties connected with the
previously used qualitative method. Numbers of studies
recommend quantitative testing for G6PD deficiency,
thereby avoiding patients with partial G6PD deficiency to
be missed [32, 33]. The physiologic polycythaemia of the
neonatal period accounts for as much as 1/3 higher levels
of G6PD in this period [33]. In cases with borderline low
normal result and specific ethnic origin, it is reasonable
to schedule another subsequent test. We developed a so
called group of patients with hemathomas, encompassing
patient with extra-vascular collections of blood where
an increased bilirubin load is presumed to be the
fundamental mechanism of hyperbilirubinemia [2, 9, 10,
25]. We did not find statistically significant haematological
correlations between this group and the other 4 groups
of patients. Sepsis is a known perinatal risk factor for
both unconjugated and conjugated jaundice [2, 9, 25];
it is also listed as a risk factor for hyperbilirubinemia
neurotoxicity [34].  Analysis of prevalence rates
showed varying importance of infection in various
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world regions. In Africa infection was associated
with over 13.9% of all cases of hyperbilirubinaemia or
kernicterus. In Asia the prevalence rates of infection-
associated hyperbilirubinemia ranged from 9.7% to
31.2% and in Europe and North America infection was
implicated in 14.3% of kernicterus cases [1]. The group
of infection- associated indirect hyperbilirubinemia is
represented with 19.37% in our study. This might be an
overrepresentation due to the fact that not only culture
positive cases were included, but also newborns with
clinical or biochemical markers of sepsis. We could not
reliably discriminate between culture positive and culture
negative cases for several reasons. First of all, newhorns
are being sent to our department from maternity
hospitals all over the country for further treatment
in cases of emerging sepsis. Often antibiotic therapy
is immediately initiated, but in some occasions blood
culture is not taken in the referring hospital. These cases
are sometimes culture negative despite obvious clinical
signs of sepsis. On the other end of the scale are cases
of suspected neonatal infection that received a course
of antibiotic therapy until negative blood culture was
obtained. Therefore we used the terminology “infection”
rather than “sepsis” for more accurate reflection on this
group of patients. We showed statistically significant
higher levels of hematological parameters (Er, Hb and
Hct) in this group compared to the hemolytic group and
the premature newborns. The fifth group of patients
included cases of Rh or ABO isoimmunisation termed
hemolytic according to the nature of the disease
process. According to the last update on management
of newborn infants >35 weeks’ gestation, isoimmune
hemolytic disease is considered an important risk
factor for both severe hyperbilirubinemia and bilirubin
neurotoxicity [34]. It has been postulated that synergistic
effect of DAT positive isoimmune hemolytic disease and
severe hyperbilirubinemia potentiate bilirubin-induced
neurotoxicity [35]. In a Turkish study, 19 out of 93 (20.43%)
extreme hyperbilirubinemia patients were isoimmunised
[22]. Two other studies reported ABO isoimmunization as
the most common cause of hyperbilirubinemia requiring
ECT, reported rates were 38% and 27.8% respectively [23,
36]. In our study ABO incompatibility was represented
with 8.45%, and Rh incompatibility with 5.63% of all
hyperbilirubinemia cases. We also discovered one patient
with hemolysis that could not be assigned to either ABO
or Rh incompatibility. When all hemolytic cases were
pooled together, the percentage increased to 14.43%. In
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the group of hemolytic etiology we found statistically
significant higher peak bilirubin levels compared to
the groups of neonatal infection, prematurity and
hematomas. Also statistically significant difference was
found on the second bilirubin measurement in hemolytic
etiology compared to prematurity and undefined etiology.
This fact points out a slower decrease of bilirubin levels
under phototherapy in hemolysis compared to undefined
etiology (statistical significance changed from non-
significant to significant). Six Coombs positive ABO/
Rh incompatibility patients (2.11%) were treated with
exchange transfusion, the remaining majority of cases
(97.89%) were managed conventionally.

The major limitation of the study is its analytical
retrospective design. Our hospital is a tertiary level
residency teaching institution. All patients were
examined on a daily basis by attending clinicians and
residents. All medical records were written thoroughly
and reviewed carefully.

CONCLUSIONS

Hyperbilirubinemia is a frequent pathology at the
University Pediatric Clinic-Skopje, R. Macedonia. Most
cases are treated with less severe jaundice of undefined
etiology. Immediate awareness and management is
required for those 15% of infants with hemolytic causes of
jaundice that carry a significant risk for early and severe
hyperbilirubinemia.
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EBAJIYALTMJA 1 TPETMAH HA HEOHATAJTHA MHTUPEKTHA XUTTIEPBU/THPYBUHEMUJA HA
YHUBEP3UTETCKATA K/IMHUKA 3A IETCKH BOJIECTU BO CKOIIJE, PEITYB/TNKA MAKEJTOHUJA

[TanasoBcka YepennankoBcku A, [Tunepkosa K.}, ITamueBcka KoneBcka C.!, Anynocka H.,

3npasecka H.!, I'pyeB T.2 u Kpskerms B,

! Opzien 3a HeoHaTonnorKja, YHuBep3uTeTcka KimHuka 3a nercku bonectu, Ckomje, Perryomika Makenonuja
2 MHcturyT 3a Knunnuka buoxemuja, Ckomje, Pentyonnka MakegoHuja

5 Yuusep3utetcka bonnuia Crimur 1 Meguiiacku Oakynret, YauBepsuteT Bo Cruut, XpBaTcka

AIICTPAKT

BoBep: HeonaranHara xurepounupyouHeMuja gedrHUpaHa Kako HUBO Ha CepyMcKY OmmpyouH > 86 pumol/L e yecr
npobsieM Koj ce cpekaBa Kaj okony 60% op tepmuHckuTe 1 80% 0f MpeATepMUHCKUTE HOBOPOAEeHUMba. KIMHUUKY
MpeAu3BUK e Ja ce audepeHrpa Mery MHO3MHCTBOTO HOBOPOZIEHUMHbA CO (PU3UOJIONIKA JKOJITULIA U OHUE CO
MATOJIOIIKY TTPUYMHM 34 [1a Ce BOCTIOCTABU COOJIBETEH ITJIAH 3a TPeTMaH.

Ienu: Llen Ha cTyaujaTa e OCBPT KOH eBaslyaliijaTa U TPETMAHOT Ha HEOHATAJIHA MHAMPEKTHA XUIIepOuInpybruHeMuja
BO JIBErO/IMIIIEH TTIEPHO]] Ha OJIJIENIOT 38 HEOHATOJIOTHja MpU YHUBep3uTeTcKaTa KMHuKa 3a geTcKu 60ecTu.

MeToau: VcropuuTe Ha OojecT Ha 284 HOBOPOIEHUNIbA CO UHAUPEKTHA XUIIepOUINpPyOrMHEMU]a PETPOCIIEKTUBHO
Oea aHa/IM3WpaHU 3@ CJIEJIHUTE TIApaMeTpu: aHaMHEeCTUUKHW TOMaTolM, KJIMHUUKA ITpe3eHTallyja, IujarHOCTUYKa
npolefiypa U IIpuMeHeTa Tepariuja.

PesynraTu: HajsacrareHa Oente >xonrTuiiaTa co HepeduHUpaHa ertuosioruja (44.37%), crnemeHa cO HeoHaTaIHAa
vHbeKIIMja, TpeMaTypureT, XeMoin3a U pofuiHa Tpayma. CpejiHara KOHIIEHTpalvja Ha CepyMCKU OWMTMPYOUH BO
rpyrnaTta Ha HepmedwuHupaHa eTtuosiordja Oemie 333.4+91.1 pmol/l. HajBucokara KoHLeHTpalvja Ha OWIMPYOUH 1
DPETUKYJIOIUTU Kaj XeMOJIUTUUKATA JKONTULa O6ea CUTHU(MUKAHTHO TTOBUCOKU BO criopefida co APYrUTe eTUOJIOTHM.
[TpBUOT KOHTPOJIEH CEPYMCKU OWIUPYOUH Oellle CUTHUMUKAHTHO MOBUCOK Kaj HOBOPOMIEHUMIba CO XEMOJIM3a BO
criopefiba Co TPyruTe Ha MPEMATYPHU HOBOPOJIEHU U HeflebUHMpaHa eTUOJIOrrja Ha »KONTUllaTa. AHAIM3UPaHUTe
I'PYNy cUrHUGUKAHTHO Ce pPa3jIMKyBaa CIIOpe]] IEeHOT Ha KOj OWIMpyOMHOT LOCTUTHYBa UK. Hajromemuor Opoj
HOBOPOIIeHUMba Oea TpeTupaHu co dotoTeparuja, a Kaj 2.11% belle n3BemeHa eKcaHrBUHOTpaHChy3Uja.

3akayuonu: XunepbuiupybuHeMujata e yecta NaTojiorvja Ha YHMBep3uTeTcKaTa KMHUKA 3a feTcku 60secTu-
Ckorje, P. MakenmoHuja. IToBeKeTo cj1ydau ce TpeTUpaar co yMepeHa sKO/ITULla off HeobjacHeTa eTrosoruja. HermocpenHa
CBECHOCT U Op3 TpeTMaH e ToTpebeH Kaj oKomy 15% HOBOPOJIeHUNba CO XEMOUTUYKY TTPUUKHU 32 YKOITUIIaTa KOU
HOCAT 3HAUaeH PU3MK 3a paHa U Tellka XulepounmupyouHemuja.

Key words: xunepbunupybunemuja, HoBopomeHo, ABO unkoMiatubunuja, cernca, npemarypuret, G6PD pedurur,
eBasyalyja 1 TpeTMmat, Pernybmka MakegoHuja
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BRYITHU XU/IPOIIEPOKCUIH - MAPKEP 3A THITH]THA
IIEPORCUJIALTMJA KAJ KOPOHAPHA APTEPUCKA BOJIECT

TOTAL HYDROPEROXIDES - A MARKER OF LIPID PEROXIDATION AT
CORONARY ARTERY DISEASE

Kamuea I'.!, PymkoBcka T.2, AranacoBa M.2, 3mpaBkoBcka M.2, CtukoBa E.5, Yakanapocku K.4, CumonoBcka Jb.>

1 Knuunuka 6omuuta - ltun

2 pakynret 3a MeguiiHCKY HayKu, YHUBep3uTeT “T'ome [lemues”-IITun

S MemuiprHckY (hakynTeT-MHCTUTYT 3a JaBHO 371paBje-CKorje,

* YHUBep3UTeTCKa K/IMHKKA 3a Hedponoruja,MenunuHckM akynrer-Cromje
> MHCTHTYT 3a OeoapobHu 3ab0/1yBama 1 Ty0epKyio3a, Crorje

Medicus 2015, Vol. 20 (2): 230 - 237

AIICTPAKT

BoBep;: OKcUIaTUBHUOT CTpeC ITPU0HECYBA BO PA3BOjOT HA aTePOCKIIepo3aTa 1 JIoBe/yBa 110 HeCcTabuTHOCT Ha I1aKkaTa
BO BacKynapHuoT suzi. CepyMcKuTe OMoMapKepu Ha JIUTUAHA TIePOKCUIAIINja, KAKO IITO Ce XUIIPOTIEPOKCUIIUTE, MOYKe
Ila TIPeTCTaByBaaT He3aBUCEH MHIIMKATOP 38 PU3MK Kaj Mal[ueHTUTe Co KopoHapHa aprepucka bonect (KAD).

Ien: /la ce ucnura f1amu MocTor pasnrka BO KOHIIeHTpallrjaTa Ha XUAPOTIePOKCHINTE BO IIa3MaTa, ToMery NMalyueHTr
CO KOpOHAapHa apTepucka 6oecT 1 37ipaBu KPBOJIAPUTETH.

Marepujan u metogm: VIcruTyBameTo MPeTCTaByBa IpecedHa CTyAMja BO Koja ce BKiydeHu 300 marueHTH,
TroJie/ieHr BO [iBe TPYIU: MalMeHTy CO aKyTHAa KOPOHApHA apTepucka 0omecT M XpoHWYHA (McxeMudHa) OorecT Ha
CpIIETO, CO COOJIBETHU Tonrpyru. Ilpumeporure ce obpaboTyBaHM Bo OuoxeMuckara nabopartopuja Mmpu IITO e
KOPUCTEH (DOTOMETPUCKU TECT 38 KBAHTUTATUBHO OITpe/iesTyBame Ha BKYITHUTE XUIIPOIIePOKCUIIM BO KPBHA I1/1a3Ma, a
3a MHTEpIIpeTalyja Ha pes3ysITaTuTe ce KOPUCTeHU CTaHAap/iHu peepeHTHN BPeIHOCTH.

PesyimraTu: /lobueHuTe pesyTaTty yKa)KyBaar Ha CTATUCTUUKK 3HAJajHa pas3jiMKa BO OHOC Ha CPEJIHUTE BPEJIHOCTU
Ha KOHLIeHTpaljaTa Ha XUIPOIIePOKCUIIUTE Kaj UCTIMTaHUIIUTE O U O6e3 KopoHapHa apTepucKka 60s1ecT, HO HE[OCTOU
CTATUCTUUKU 3HAUAjHA pa3fiiKa Mery UCTIUTAHULINTE CO aKyTHa M CO XPOHWYHA KOPOHapHa apTeprcka 6osecT, HUTY
nak Mery hopmMupaHuTe MOATPYITN Ha MaI[UeHTH.

3akny4yoK: PesyiraTuTe yKa)kyBaaT Ha 3rojieMeHO HMBO Ha BKYIIHWTE XUJIPOTIePOKCHUAM BO KpBHATa IUIa3ma
Kaj MaiyeHTy co KopoHapHa apTeprcKka OojecT MITO YKayKyBa Ha TOCTOHE Ha pefjoKkc aucbanaHc BO criopenba co
37paBUTe nanueHTu. [loTpeOHO e, BO MIHMHA, OBUe aHaJIM3M [ja cé KOPUCTAT KaKo el Off [TaHeJIoT Ha BeKe IMo3HaTh
/WU HOBU OMOMapKepu CO 1T COOMIBETHO ZIa Cce IeTyBa KOH MpeBeHIWja UK ofipefieH TPeTMaH IPU JIEKYBamkeTO
Ha naiueHTuTe co KAD.

Kiyasu 3060poBH: BKYITHU XUIIPOTIEPOKCU/IN, OKCUJIATUBEH CTPEC, KOPOHAPHA apTepucKa OosectT.

BOBE]]

COBpEMEH KOHIIEIIT Ha aTePOCKJIepo3a .
1 MOJIEKYIIM, HaJueCTO BO rojieMuTe U CpegHoO eIaCTUUYHHN

Arepockiiepo3aTa e TpoOrpeciBHA CHCTeMCKa O0OMeCT MYCKY/IHHM apTepHy, KOM MOXKAT fla [JOBeJaT [I0 HCXeMuja
KOja TeHepaJiHO Ce KapaKTepus3upa CO aKyMyJalyja Ha Ha CPIieTO, MO30KOT M/WIM eKCTPEMUTETHUTE IITO Ha KPaj
munuu, (GUOPO3HU eleMeHTH W BOCTIAJIUTENHN KIeTKH —Ke pe3y/lThpa co MH(apKT.
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CoBpeMEHHOT KOHIIENT 3a TaTOreHe3a Ha MPOIeCOT
Ha aTepocK/iepo3a 3aloyHyBa CO EHJIOTe/HA TMOBpefa
wim  aucyHKIMja Koja ce  KapaKTepusupa Co
3rojieMeHa eHJIOTeJIHa TIePMeabUTHOCT U Ta/lOKerhe
Ha mupkymipaukuotT LDL (low density lipoprotein) on
BOHKJIETOYUHUOT MAaTPUKC BO WHTMMara Ha KPBHUOT
cag. LDL ce akymyniupa Ha MeCTOTO Ha eHJOTeJHaTa
Ne3Wja, TpU IITO HAcTaHyBa MpOLeC HAa Herosa
OKCHJIaljija KaKo pe3ynTaT Ha HUBHATa MHTEepaKiuja co
PeaKTHBHUTE KHUCIOPOAHU ciobomuu papgukamu (ROS)
CO WITO 3all0YHYBAa aKyTHa BOCHAJIUTE/IHA peakijja Ha
aprepuckuot supl. EHfjoTenHaTa MoBpefja HajBepOjaTHO
e mpemu3BuKaHa of okcugupaHuoT LDL (ox-LDL), Kako
M Ofl cTpaHa Ha (DU3MUKM, XeMUCKU (hakTopu u/Wam
nH(pekripja. OBaa Je3uja MpeNU3BUKYBA 3roEMyBaibe
Ha OpojoT Ha mpouH(MIAMATOPHU MOJIEKY/H, MOJIEKYIN
Ha ajixe3uja, Kako IITO ce P-celeKTHH, XeMOTaKTUIHUTE
dakropu u akropu Ha pact. OBa [OBelyBa [0
anxe3uja, akTUBMpawe U TPUKAUYyBame Ha MOHOLUTUTE
u T-mumdonuT Ha eHJoTeNHUTe KIeTKU. MOHOIUTHTEe
TM UHTeCTUPAAT JIUTIONPOTEMHUTE U TIPEMUHYBAaT BO
Mmakpocaru, Mmakpodarure mpousBegyBaat ROS, kou ro
okcuaupaar LDL, Kou mak, mpeB3eMeHH Off CTpaHa Ha
Makpodarute popmupaar “nexectu Knetku”. [lenecture
KJIETKY J1auat moBeke (haKTopy 3a pacT KoM MHJIYIMpaaT
HerlpeueHa MUrpalidja Ha MYCKYIHUTe KJIeTKH BO
MHTUMATa ¥ HUBHA Mponudeparmja U J[0BeyBaaT [0
dopmupame Ha (ubpo3Ha 1wioua. [lofomHa, Moxke a
mojae mo KamuuguKaluja Ha TUiodata INTO Ke JI0Befle
lo crabuiM3aiuja Ha IUTakata. IlmakuTe Kou He ce
Ka/UQUIMpaHu ce HeCTA0WIHH U Kaj HUB (hHOpPO3HUTE
IJI0YM MOKe Jla PYNTypupaaT u ja (opMUpaT TPOMOH,
Tpollec HapedeH aTepoTpomM003a. OBa e XpOHUUEH TPoIiec
KOj BK/Ty4yBa (popMaliija Ha TpoMb borat co TPOMOOL[UTH
BO aTepoCK/IepoTUIHUTe apTepyu.0Boj Mpoilec Moxke Jia
JoBefie 110 Pa3HU KJIMHUYKYM KOHCEeKBEHIIMM KaKO aHTMHA
MIeKTOPUC, TPAH3UTOPHU UCXEMUYHH aTaKH, TPOrpeciBHA
KayauKalyja, a BO KpajHa JIMHUja MOKe Jla TOBele
70 OK/Iy3Wja Ha KPBHMTE CAJiOBM, INTO Ke pe3yaTHpa
cO MHOKapfieH WH(APKT, UCXeMUUYEH MO30YeH yiap W
BacKy/napHa cmpr (1).

OKCI/IHHTI/IBEH cTpec

Bo cekoj opranu3am ocTojaHo MOCTOU PaMHOTE KA TOMeT'y
MPO-OKCU/IAaHTH M aHTHOKcufaHTH. OBa paMHOTeXa e
MHOTY Ba)KHA 3a OJIP/KYBame Ha BUTATHUTE KIETOYHU
dyukimn (2-4). Cexoe HapyIIyBameTo Ha 0Baa paMHOTeKa
Koe Ke JloBefle [0 3rojieMyBambe Ha TPO-OKCU/IAHTU BO
OJHOC HA KOHIIeTpaldjaTa Ha AHTUOKCHJAHTHTE Ce

Original scientific paper

medbMHMpa KaKo OKCUATHBEH cTpec (5) Koj HacTaHyBa
KaKo Toc/iejuila Ha aepoOHKOT KUBOT U Ke JI0Befie [0
OKCHJIaTHBHO OLITETYBambe Ha OMOTONIKUTE LiefH (targets)
KaKo WITO Ce: JINIUJUTE, HYKIEHHCKUTe KUCEJMHU U
POTEHHHUTE.

CnobofHUTe pajMKai Ceé BUCOKO PEaKTMBHM U Ce
CIIOCOOHM 3a OINTETYBame CKOPO Ha CUTe BUOBU Ha
OMOMOJNEKyTM  (IPOTeMHH,  JIMNUIM,  jariexujpaT
M HYKIeMHCKM Kucemuuu). CrobofHUTe —pajivKasu
Mpou3BelyBaaT HU3a Ha JPYTM CIOOOJHU pajUKau
oy OHWONMOIIKUTE COeMHEHWja KOW TIPOJIO/KYBaaT
Kako BepwkHa peakiuja. OKCHIATHBEH CTPeC MOKe
Tla ce TOjaBM Kora BO KJIeTKaTa He MOKAT a/leKBaTHO
Jla ce VHUIITAT BHIIOKOT Ha (hopMupaHuTe C/0OOTHU
pagukanu. (6) OBue ClI00OAHM paJiUKaId MOXKe Jla TH
OIITeTaT K/IeTOUHUTE MeMOPAHU U JIUTIONPOTENHU TTPEKY
TpoIiec HapeueH KaKo JIMIKIIHA epoKCHaljaTa.

HeomaMHelHiTe J0Ka3uW VKa)kyBaaT Ha Toa [eKa
[MPKYIMpPAuKUTe JIUMUIHU XUPOMEPOKCUIM WMrpaat
KJIy4Ha yJiora Bo pa3BojoT Ha aTeporeHe3ara (7-9), a co Toa
¥ BO Pa3BOjoOT Ha KOPOHApHA CpIieBa O0/eCT, eMHCTBEHA
Hajuecta mpuuuHa 3a cMpT Bo CAJl ¥ 3amagHUOT CBeT.
JlunmuaHaTa nepoKcuzalja MHAIMpPa cepyja Ha HacTaHu
MH BUTPO, KOM Ha KpajoT /l0BefyBaaT IO MOI0OPEHO
HaBJleryBame Ha JIMTIONPOTEMHM CO HUCKA T'YCTHHA BO
Makpodarute u (hopMUpame Ha MEHeCTH KIETKM, eHa
071 HajpaHUTe aTepoCK/IePOTUYHH Jie3uk BO apTepucKaTa
uHTUMA. [leTalHWTe MO3HABama Ha MeXaHU3MUTE Ha
(hopmuparbe U pacrarambe Ha TUUATHATE XUIPOTIePOKCHIN
BO KpBTa Ha YOBeuKaTa Ila3Ma MOe Jla ce TIOKaKaT
KaKo0 KOPMCHM BO pa30MpameTo ¥ IpeBeHIMjaTa Ha
arepockiepos3ata. McTo Taka, elMMUHMpameTO Ha
JIMMUJTHUTE XUZIPOTIEPOKCU/IA BO TIa3Mara Tpef THe Jia
TIOMUHAT BO MepudepHHTe TKMBa MOKe Jla MMa TojleMo
B/MjaHUe BP3 pa3/MUHUTE JPYTd OOECTH MOBP3aHU CO
OKCHJIATUBHUOT CTpeC.

Co orses Ha IleHTpajHaTa yiora Ha IUla3MaTa BO
TPAHCTIOPTOT ¥ CYyJAOWHATA Ha JIMIUAMTE, a CO Toa
M Ha TIOTeHIWjaJIHUTe JIMMUIAHA XUIPOTIEPOKCHIH,
MAJIKy ce 3Hae 3a MOKHOTO (hopMuparbe Ha JTUIUJHUTE
XUJTPOTIEPOKCU/IM BO T/Ta3MaTa M PelaTUBHUOT TIPUJIOHEC
Ha pa3IMYHU eHJIOTeHH aHTUOKCUIAHTH BO CIIPEUYBAIbE
Ha INTeTaTa Off JMIMHATA Tepokcupanuja. McTto Taka,
CynOuHaTa Ha JIMMUTHUTE XUIPOMEPOKCHIM KO eJTHAI
ce (hopMupaie BO IIa3MaTa WM Ce MPeB3eMeH! BO Hea
M MOKHOTO BKJIyUyBarbe HA Pa3/IMUHM AHTHOKCHJIAHTH,
ce TI7MaBHO HeucTpaxkenu. [lopagu oBa, IenaTa Ha
HaliaTa CTyauja Oelre Jla ce OIEHW M CIIOPe HUBOTO
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HAa XMUZPOIEPOKCUAUTe, KaKO0 MapKepd Ha JIMIIHHA
nepokcupaiyja, Kaj manueHTd co KAb u KoHTponHuTe
37paBu matuenTy (10).

IEJTH
HETII/ITG Ha OBa UCTPaKyBambe Ce:

m Jla ce yTBpAM Jamy MOCTOM Pa3vKa BO KOHIIEHTpa-
IMjaTa Ha XUPOMEPOKCUMTE BO TIIa3Mara, Kako
MapKepd 3a JIMMUJHA TepOKCU/AIMja, TOMery
MaleHTUTe €O KOPOHApHA apTepucKa 00/ecT u
3/IpaBUTE KPBOJIAPUTETIH.

m Jla ce yTBpaM Jla/M TOCTOM Pa3jivKa MOMEry JiBeTe
TPy Ha MAIMeHTH: CO aKYTHa KOPOHApHa 00/IecT u
XPOHMYHA (MCXeMHUYHa) O0NECT Ha CpPIIETO.

m Jla ce yTBpAM Jla/M TIOCTOM CTATUCTUYKU 3HAYAjHU
pa3/IMKK BO KOHIIEHTpaIMjaTa Ha XU PONePOKCUIUTE
ToMer'y TMOATpYNUTe BO efHAa rpyma, (opMupaHu
BO 3aBMCHOCT Off aHAMHECTHUKUTe IIOfIaTOIIH,
(M3MKaTHIOT Mperiest, Tab0paTOPUCKUTE aHATU3H 1
HeMHBa3MBHUTE JIUjarHOCTUUKU METOIU, U TOA:

m Bo rpymara Ha MaijMeHTH €O aKyTHa KOpPOHAapHa
apTepucka OomecT Mery MaljeHTUTe CO aKyTeH
muokapyieH uHpapkr co CT-cermeHT eneBaiiuja,
€O aKyTeH MHuoKappeH uHbapkr 6e3 CT-cermeHT
efieBalfyija 1 Co HeCTabUTHA aHTMHA TIEKTOPHC.

m Bo rpymara Ha TagUeHTH €O XPOHWYHA
(mcxemHuHa) O0MIECT HA CPIIETO MeTl'y MalleHTHTe
110 ITpesie;KaH MUOKap/IeH MH(APKT, Kaj ITal[eHTH
110 MMOKap/iHa peBacKy/lapusaliyja co HepKyTaHu
KOPOHAPHM MHTEPBEHIMM M/WIM KOpPOHapHa
fajimac Xupyprija u Apyru peBacKyaapu3arioHn
TpOLIeJYPU ¥ Kaj MALMeHTH CO aCUMIITOMATCKa
KAB.

MATEPHJAT U METOH

TpymoT mpeTcTaByBa TpaHCBep3aJiHa (TIpeceyHa) CTyauja
Koja e cripoBefieHa Ha KimiHuKa 3a Kapauonoruja-Ckomje,
Bo nepuopoT off 01-Bu HoemBpu 2013 g0 31-Bu MapT 2014
ropuHa. Bo cryaujata Oea Bkayuenu 300 mammeHTH co
KopoHapHa apTepucka oonect (KAD).

1. [Maumenture co paboTHa pmjar€o3a 3a AKyTHa
KOpOHapHa apTepucka OonmecT (AKyTeH KOpOHapeH
CUHAPOM), KoM Oea NpUMEeHM BO eJUHMIA 33
MHTeH3MBHAa Hera 0Oea BKJIyYeHH BO CTy/HjaTa,
BKynHO 187 maruenTn. Bp3 ocHOBa Ha HeMHBA3WUBHU
MeToaM  (eleKTpoKapauorpaMm, exokapauorpaduja)
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i J1abopaTopuCKM aHamu3u (MapKepd Ha HeKposa:
MUOITIOOMH, TPOIOHKH, KpeaTnHuH kuHaza - CK-MB)
0ea mojieIeH! BO COOZIBETHHU TOATPYIIH:

la. AkyrteH muoxappeH uHdapkt co CT-cermeHT eneBaiuja
(CTEMMX), Bkynno 83 (44,4%) naumentu

16. Axyren muokappeH uHdapkt 0e3 CT-cerMeHT esneBa-
ja (HCTEMU), Brymro 14 (7,5%) narmentu

1. Hecrabwnna anrmua mexropuc (AITHC), Bkymxo 90
(48,1%) nanuentn

2. TlaueHTHTe €O TOTBpfiEHA KOPOHApPHA apTepHcKa
OosecT 0Oea ceNeKTMpaHW, PaHOMU3UPAHH BO TeK
Ha HUBHUTE PeOBHU KOHTPOJM M BO CTyAMjaTa Oea
BKJIyUeHH OHME TALMEHTH KOM TU WCIOJIHYBaaT
KPUCTepPUYMUTEe 3a XPOHMYHA KOPOHApHA apTepucka
0osect: CUMITOMHTE 71a Ce CTAOMIIHU BO MOCTIeTHUTE
60peHa; Bo Toj meprop 1a HeMa MpoMeHa BO YeCTOCTa,
TpaemweTo, MpoBoLupaukute hakropy; Jla Hema foka3
3a HeojlaMHeIlHa MMOKapfgHa ToBpena. [pymata Ha
TaIMeHTH Co XPOHUYHA KOPOHapHa (McxeMuyHa) bosect
Ha cpiueto, BkymHo 113 mauuenTy, Oea mopeeHn BO
CJIeTHUTE TIOATPYIIH:

2a. [Mauuentu 1o mpesexkad MuoxapzeH nsgpapkr (St.post
MI), BkymHo 76 (67,3%)

26. TMauuenTH 1O MMOKapHa peBacKylapu3aLuja Co
TePKyTaHU KOPOHAPHM MHTePBeHLINN U/ Wi KOPOHAPHA
Oajmac Xupypruja W JIpyrd peBacKyJapu3aLHOHHU
npoueaypu (St.post PKI/CABG), Bkymro 25 (22,1%)

28. Ilanuentu co acumromarcka KAB, BkynHo 12 (10,6%)

KonrponHara rpyna ce 30 (pu3MUKO U MEHTANHO 3[[paBU
KPBOJIapUTeNIM, CO OTCYCTBO Ha OM/IO KakoB BUj Ha
aKyTHO M/WIM XPOHMYHO 3a00NyBame, KOM BO TEK Ha
HCTpakyBameTo lapyBane KpB Bo PE Tpancdysunoruja -
[Itwm.

CrieruhYHN KPUTEPUYMHU 32 UCKITYUyBatbe Off CTYMjaTa
0Oea cuTe OHMe MAIMEHTH KOU [Iafioa MOfIaToK 3a MprMeHa
Ha AHTMOKCHJIAHTU U BUTAMUHU U JIPYTH MeJUKAMEHTH
KOM BIMjaaT Bp3 JIMIMHATA TI€POKCHJAIMja U
AHTUOKCHJIAHTHUOT CTaTyC.

CuTe MCIMTAHWIM BKAYYEHH BO CTyAujaTa Oea
MHMOPMUPAHU 3a 1[eiTa Ha MCTPAKYBAWETO W [Iajioa
MUCMeHa COTIaCHOCT 3a YYeCcTBO BO CTYAMjaTa TIpef
coOMpameTo Ha MPUMEPOLIUTE Ha KPB.

IIpoToKOI U COOMparse Ha MPHMEPOIH

[Ipumeporn Ha KpB Oea coOpaHM €O BEHOIYHKTYpa
o] marueHTHTe M Oea obOpaboTeHM BO DbuoxemmuckaTa
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naboparopuja Ha DakynreTor 3a MeOMIMHCKU HayKu,
npu YausepsuteT “Tonie JlenmueB” Bo Illtum. [Tpumeporu
Ha To/Ha KpB Oea coOpaHM CO BEHONYHKTYpa Off CHUTe
UCIIUTaHMIY, BO empyBeTH Kou coapskaT EDTA Kako
aHTHKoarynaHc. Kppra Oeme 1eHTpudyrupaHa Ha
10.000 g Bo Tex Ha 5 MMHYTH U TemmepaTypa of 4°C.
CynmepHaTtaHTUTe Oea OIBOEHM BO €MPYBETH M UyBaHU Ha
temrepatypa of -/0°C ce 1o MOMEHTOT Ha aHaJIM3UPabe
(11).

IIpunanumn Ha PerOx TecT

Belie kopucteH (OTOMETPUCKH TECT CUCTEM 3a KBAHTH-
TaTUBHO OIpeJeNyBamhe Ha BKYIIHUTE XUPONEPOKCHIN
Bo EJITA nnasma (12).

OnpenyBameTo Ha XMIPOIMEPOKCHAM Ce BPIIK O]
CTpaHa Ha peakija Ha MepoKCU/a3a CO MepPOKCHUTeE
BO TpPHMEPOKOT TMpOC/IelleH0 CO KOHBep3Wja Ha
3,3,5,5-Terpametunoensugud (TMB) Bo 060eH mpousBoy.
[lo fonaBake Ha peareHCOT 3a TMpeKUHYBame Ha
peakijata, abcopbaHiata deme mepeHa Ha 450 nm co
yiTay Ha MUKpOTUTepCKH mioukH (12). Konuenrpaiujara
Ha XUJporepokcuu betie uspasyBaHa kako CARR U.

CTaTUCTHYKU METO]

Cure TIOfIaTOLIM Off MHTEpeC 3a M3pabOTKa Ha TPYIOT ce
TabemapHo W rpadmukM npukakaHu; Kaj cepuure co
HYMEepUUKU Oefe3u, AMCTPUOYIMjaTa Ha TOJATOLUTE e
tectupaHa co Test for normality: Kolmogorov-Smirnov
test, Lilliefors-test 1 Shapiro-Wilks W test; Hymepuukute
cepud ce aHa/IM3MpaHM CO TIOMONI Ha MepKHUTe Ha
TIeHTpa/IHa TeH IeHITM]a (IPOCeK) M MePKUTE Ha McIep3rja
(craHzapmHa eBujalja);

Tectupate Ha 3HAYajHOCT HA pa3jIMKUTE Mery JBe
APUTMETHYKM CPeJMHM Kaj He3aBUCHHUTE MPUMEpPOIH
(momery rpymuTe) e HampaBeHO CO HermapaMeTapCKUOT
Mann-Whitney U  Test (moctom  HempaBHIHa
IUCTPUOVIIHja);

TecTupale Ha 3HAYAJHOCT Ha PA3IUKU IIOMery TpH
APUTMETMYKM CPeIMHU Kaj He3aBHCHHUTE IIPUMEPOIIH
e HalpaBeHO cO aHanu3a Ha BapujaHca (ANOVA). 3a
CUTHU(DUKAHTHU Ce CMETaHH CHTEe OHMe Pe3yITaTd Kajie
BpenHocTa Ha p < 0,05.

PE3Y/ITATH

Bo Hamero ucTpakyBame Oea BKIyueHHM BKymHO 300
HaIMeHTH co KopoHapHa apTepucka 6onect (KAB). On HuB
187 (62.3%) matpueHTH Oea co IjarHo3a akyTHa KOpOHapHa
aprepucka oomect u 113 (37,7%) maiy@eHTH €O XPOHMYHA
MCXeMHUYHa 00/IeCT Ha CPLETO.

Original scientific paper

Co men pa wucmurame Jlamd TOCTOM PasjidKa BO
KOHIleHTpaljata Ha xuppomepokcupure (XII), Kako
Mapkepy 3a JIMMUJIHA TepoKcUjlalluja, HajHampeq ja
OfipeiBMe CpeflHaTa KOHI|eHTpallyja BO Ila3MaTa Ha
XUPOMIEPOKCUINTE U TOa, Kaj manueHTuTe co KAD u Kaj
nanuenTy 6e3 KAD (31paBu KpBofiapuTenu).

Tabemna 6p. 1. CpenmHu BpeqHOCTH Ha KOHI[eHTpanyjaTa

Ha XUZIPOTIEPOKCUJIUTE Kaj JIBeTe

MCITUTYBaHHU TPynH (maruenTu co KAD u
3/IpaBy KPBOJIapUTeITH)

bpoj Ha IIpoceuna Hugo Ha
HemryBanm ucnuTanuny | BpegHocr Ha | CIl |3HauajHocT
Tpym (N) XII (CARR U) (p)
[TatenTtu co _
KAB (N=300) 282,7 73,87 .
[ManuenTn 6e3 _p z
KAB - 0,00031
(3mpasn (N=30) 2385 63,91
KPBOJIapUTe/H)

Bp3 ocHoBa Ha mopaToruTe off Tabema 6p.l Moxke fa ce
BUJM [leKa CpeliHaTa BPeJHOCT Ha KOHIlEHTpalujaTa
kaj maruenute co KAD m3necyBa 282,7 CARR U, a Kaj
3apasurte nanyentu 6e3 KAb usnecyBa CARR U.

CraTHCTMUKATa aHajuM3a Ha OBME TMOJATOIM MOKaxka
JleKa TOCTOM CTATUCTUUYKM 3HAyajHa pPasjuKa BO OJHOC
Ha CpeJHWTe BPETHOCTM HA KOHI|eHTpalujaTa Ha
XUZIPOMEPOKCUINTE Kaj MCIIUTaHUIMTe co 1 0e3 KAD.

AHanuzata TOKa)kyBa JleKa KOHIleHTpaldjaTa Ha
XUJIPOIIEPOKCUIUTE e TorosieMa Kaj maideHTute co KAb
BO criopeyida co 37paBUTe KPBOJIAPUTEITH.

Hamor moHaTamolleH HHTepec Oemre fa ce YTBPAH
JIa/i TIOCTOM pa3/MKa BO HUBOTO HA XUPOIEPOKCUIUTE,
noMel'y MallieHTUTe CO aKyTHAa KOpoHapHa OonecT W
XpOHHMYHA (McxeMuuHa) OojecT Ha cpreto. Co Taa 1er,
HalmpaBMBME aHAIM3a HAa CPEJHUTE KOHLEHTpalMd Ha
XUPOIIEPOKCU/IY TIOME'Y OBYE [IBE TPYIIL.

Tabema op. 2. CpefiHu BpeJJHOCTH Ha KOHL|EHTpallijaTa
Ha XUPONEePOKCUUTE Kaj UCITUTaHUIUTEe
co akyTHa (KAD) u xpoHnUHa HCXeMHUUHA

oonect
IIpoceuna
UcnuryBanu| bBpoj Ha o BpPeTHOCT HUBO Ha
rpynu HCTIMTaHUI[U & Ha XII CA 3Ha‘?a]1)mc1'
(CARR U) P
AxytHa KAb N=187 62,3 2856 [ 7312
7.= 0,826
XpoHn4Ha p=0,4083
HCXeMUYHa N=113 37,7 2779 75,17
bomnect
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Opn Tabesta 6p.2 MoyKe Jia ce BU/IM JieKa CpefiHaTa BPeJHOCT
Ha KOHIIEHTPal1jaTa Ha MIePOKCU/IUTE Kaj MallueHTUTe CO
arytHa KAD n3necyBa 285,6 CARR U, a Kaj manueHTuUTe CO
XpoHMYHa HcxeMuuHa donect u3HecyBa CARR U.

CraTMCTAUKaTa aHamM3a Ha JO0OWMEHUTe BpPeTHOCTH
VKaKyBaaT JleKa HelloCTOM CTAaTUCTUYKY 3HaYajHa pa3/iuKa
BO OJJHOC Ha Cpe[JHUTEe BPeJHOCTH Ha KOHIleHTpaljijaTa
Ha XUIPOIePOKCUIUTE Kaj malueHTUTe co akyTHa KAD u
CO XpOHMYHA MCXeMUYHa O0JTeCT Ha cpiie.

Co men ma BUAMME Jald IOCTOM 3HAYyajHa pa3/MKa
BO KOHIleTpalujaTa Ha XUPOTIEPOKCU/UTE TOMery
nanyeHTuTe co akyTHa KAD, ru aHami3upaBMe cpeHuTe
KOHIIEHTPAIMK MeTy MalMeHTUTe CO aKyTeH MUOKApfieH
nHpapkr co CT-cerment eneanmja (STEMI), akyren
MuokappeH uHgapkT oe3 CT-cerment eneariuja (NSTEMI)
¥ co HecTabM/IHa aHrMHa 1ekTopuc (APNS).

Tabema 6p. 3. CpeiHu BpeTHOCTH Ha KOHIIEHTpalMjaTa
Ha XU POIIEPOKCUZIUTE TTIOMel'Y
nanuenTute co akytHa KAb

A Eno IIpoceuna

xyrsa | Bpojna o | Bpemmocr

KAB | uciranunu % Ha XII CIl | ANOVA
(CARRU)

STEMI N=83 444 | 2794 |6898| p_

NSTEMI|  N=14, 75 | 3085 |sog2| M

APNS N=90 48,1 2877 | 75,56 | 03609

400

60

E'sul: —

Enc T

g a0 . N

3

£ | J ]

260 . -

z [ |

EIQGIJ |

E::."iﬂ

220 —

- - __ . Mean
T e wwowe Q
BAeyTha KAE -

I'pachuron 6p.3. CpeHu BpeHOCTH Ha KOHIIEHTpalujaTa
Ha XU7IPONePOKCUIUTE TIOMETy
nanueHTuTe co akyTHa KAbB

Op Tabemna 0p.3 u rpacuKoH 6.3 ce I7ea JeKa CpeTHUTe
KOHIIEHTPAIMM Ha XUPONEPOKCUM Mery MalldeHTHTe
co akytHa KAD ce pasnuKyBaaT, NMpW IITO HAjBUCOKH
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BpenHoctu of, 308,5 CARR U kaj manjuentute co NSTEMI,
kaj maruentute co APNS 2877 CARR U, a HajHucku
BpegHoctd of 2794 CARR U ce perucrpupanu Kaj
nanuenTute co STEMI.

[ToHaTamomHaTa CTAaTUCTUUKA aHa/IKM3a Ha IMOJATOLUTeE
TIOKA/KYBa JieKa He I0CTOM CTaTUCTUYKY 3HauajHa pasivKa
BO OJJHOC Ha CpefjHATe BPeJHOCTU Ha KOHILleHTpaljyjaTa
Ha XUJPOIepPOKCUUTeE TOMel'y UCTIUTAHULIUTe BO rpyIaTa
Ha akyTHa KAB: mery STEMI, NSTEMI u APNS.

Co men pda wucmuTame Jamd TOCTOM pasjdKka BO
KOHIIeTpaljijaTa  Ha  XUJ[POTIEPOKCUJUTE  TMOMery
MaleHTUTe CO XPOHMYHA MCXeMHYHa 0o7ectT, TH
aHa/IM3MpaBMe CPeIHUTEe BPETHOCTH Mery Mal[ueHTUTe
10 Mpejie;kaH MMOKapfieH uHpapkT (St.post IM), Kaj
NalMeHTUTe KOM MMajie MUOKap[jHa peBacKylapu3aliuja
CO MepKyTaH! KOPOHAPHY MHTEPBEHIUY U/ WIX KOPOHAapHa
Oajmac  XMpypruja M JAPYTH  peBacKylapuU3al[lOHH
nporienypu (St.post PKI/CABG), u Kaj marueHTHTe CO
acumnromatcka KAB).

Tabema 6p. 4. CpenHu BpeIHOCTH Ha KOHIIEHTpaliujaTa
Ha XUJIPONIePOKCUIUTE Mel'y aljueHTUTe
CO XpOHWYHA MCXeMUYHa O0JTecT

IIpoceuna
o |, Boire || MRS gy | ows
(CARRU)
St. post IM N=76 | 673 | 2723 |7576
Stpost BRI 1 N5 | 2824|6695 %910
0,3821
AC“WQX“;PT”‘H N=12 | 106 | 3039 |8732
A00 - - . . -
380 |
= zsaq:
gswi = =
S | )
%3"51 .
E:s:i g L Sty
f{-swi |::I [
9? 220 | — 1=
200 |
1%0 ; Mean
HE ot pos e ™ L s
Kpowwaa KAS

I'pacdukon 0p.4. CpeHu BpeJHOCTH Ha
KOHI[EHTpalfjaTa Ha XU POIePOKCHINTeE
MeI'y MaIUeHTHTe CO XPOHMUHA
HCXeMUYHa bonect
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Op Tabena 0p.4 u rpacukoH 6p.4 ce Iefa geKa CpeHUTe
KOHIIEHTpaLMK Ha XUJ[POTIEPOKCU/IUTE Mel'y MallieHTUTe
O XpPOHMYHa (MCXeMHUUHa) O0JIECT Ha CPIIe Ce Pa3/IMKyBaar,
npu 1To Hajsucoku BpegHoctu ofi 3039 CARR U ce
perucTpupaHy Kaj malyeHTHTe co acummroMaTcka KAD,
Kaj TalMeHTUTe MO MMOKap[Ha peBacKylapusaliuja co
TIepKyTaHa KOPOHApHA MHTepBeHIMja U/WIM KOpOHAapHa
oajmac xupypruja u3HecyBa 282,4 CARR U, a HajHuCcKH
BpenHocTy off 272,3 CARR U Kaj maijeHTHTE M0 IpesieskaH
MHOKap/eH UH(DapPKT.

CraTMCTMYKATa aHajuM3a HA TMOJATOL[MTEe TMOKaKyBa
Jleka He TIOCTOM CTATMCTUUKM 3HAayajHa pasfiika BO
OJTHOC Ha CPeJIHUTe BPEHOCTU HA KOHIIeHTpaljijaTa Ha
XUZIPOTIEPOKCU/IUTE TIOMET'y UCTIUTAHUIUTE 110 TTpeJiekaH
MM, mo muokapaHa peBackyrnapusanuja co KU w/umm
KOpOHapHa Oajmac Xupypruja u acumnromatcka KAB, of
rpymnaTa Ha XpoHUYHa O0/IeCT Ha CpIle.

JUCKYCHJA U 3AKJIYUYOK

TeopujaTa meka OKCHIATUBHUOT CTPeC W E€HJIOTeHOTO
cO3/laBahe Ha TOKCMYHM MPOAYKTH KaKo IITO ce
KUCJIOPOJIHUTE CJIO00/IHU PajIMKajii MMaaT BaKHa y/iora
BO Pa3BOjOT Ha aTeporeHe3aTta W 0OONECTHTEe MOBP3aHHU
CO TOj TpOIleC, KaKo WITO e KOpOHApHaTa apTepucka
fonect, 00KBa ce MOBeKe MPUBP3aHMIM BO COBpeMeHaTa
HayyHa nuTepatypa (13). Bo mociensuTe roguHu, oCTou
3rojieMeH MHTepeC 3a TpOyYyBame Ha yjiorara Ha
JIIU/THATA TePOKCUIAIIja Kaj allieHTUTe CO KOPOHAPHH
BacKy/napHu oonectu (14).

Crypujata Ha Oen LII et al. mokaskanma jeka HOCTH
3HAUUTEJTHO 3rOJIeMyBarme Ha HMBOTO Ha JIMIUIHU
HEePOKCHIM Kaj MAlieHTH KOM CTpajiaaT ofj KOpOHapHa
cpueBa 0ormecT BO OHOC Ha KOHTpOJHATa TIpyla Ha
naruenTH (15). Crymujara Ha Dincic et al. mokakana joxasu
3a 3rOJIEMOTO HMBO Ha CJI00O/IHM PajuKai Kaj MalieHTH
CO CpIeBa HCXeMHja BO OJJHOC Ha KOHTPOJHUTE CYOjeKTH
(16). Ipyru cTyauu McriMTyBaie U Apyru OMoMapKepy, Ha
npumep cryaujataHa Khan et al. (17) mokaskana 3HaunTeIHa
BPCKa IIOMEI'Y MOKAaueHO HMBO Ha MAaJIOHMIAJIZEXUIOT
(kako KpaeH TPOW3BOJ Of JNMIHUJHATA MePOKCHaluja)
¥ KOpPOHApHaTa apTepucKa Oosect. 3roleMeH0 HHBO
Ha MaJIOHWIANZIeXu]l VKaKyBaaT Ha 3rojieMyBame Ha
HUBOTO Ha IIPOM3BOJICTBOTO Ha PEAKTHUBHUTE KICIOPOIHI
cnoboguute pagukanu (ROS), mTo yKakyBa Ha HMBHATa
MOJKHA Vyiora BO aTeporeHesara, WITO JIOBElyBa [0
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KopoHapHa apTepucka Oonect. Crymujata Ha Walter
et al. (18) Kajle cepyMcKUTe HMBOA Ha MAaJOHUAJITEXH]]
Oume MepeHH KaKo peaKTUBHU CYICTaHIMKM Ha
tHobapoutypHata KucemiHa (TBARS) mokaxkama peka
ce CUJIeH TIpeMKTUBeH (haKToOp 3a Kap[uoBacKylapHH
HAaCTaHM Kaj ITal[eHTH CO CTabM/THAa KOPOHAPHA apTepUCKa
Oormect, HE3aBUCHO Off TPA[MIMOHATHUTE (HaKTOPH
Ha PM3MK W BOCIATUTEJTHM Mapkepu. Bo mocienHuBe
TOJIMHM, OKCHJallja Ha MOJMHe3aCUTeHUTe MacCHH
KHCEMMHE BO IUTa3Ma € TOCTY/IaT jJa Oujie KpUTHUeH
YeKop BO Pa3BOjOT aTepocKiepo3aTa. Toramr criefiere
Ha JIMIUMTe epoKCH/ialujaTa Tpeba Ja Ouje KopuceH
VHJIMKATOp 3a DPM3MKOT ¥ IIporpecujata Ha Oojecra.
JIunmuHaTa MepoKCcU/aIyja Ha oJIMHe3aCUTeHUTe MacHH
KuceluHu, F2-u3ompocranure, ce KOPUCHA OMOMApKepH,
KOM TOTEHIMja/IHO OM MOKesle Jla ce KOPMCTaT Kako
MHJIMKAaTOPU Ha KOPOHapHa cpIieBa 0ojiecT 1o 00jaBeHo
BO cTyaujaTa Ha Davies et al. (19)

Op roneMuoT Opoj Ha CTY/IMH, jaCHO IIPOU3JIETYBa U 100PO
e JepMHMpaHaTa KPUTHUHATA V/IOraTa Ha OKCHIaTHBHUOT
cTpec BO pa3BOjOT Ha aTeporeHesara. 3aToa, pa3BOjoT
Ha TeXHWYKM JIECHH M CHUTYPHH METO[U 3a eBajyaliuja
Ha OKCHJATUBHMOT CTPeC BO K/IMHUYKU MCIIHTYBaba €
ocobeHo BaxkHO. CoBpeMeHHMTe MPUCTAlM BKIyUyBaaT
Meperbe Ha CTabMIHU POU3BOJIH, KaKo LITO Ce CePYMCKH
JMIAIHA XUPONEPOKCU/M (POM3BOAM Ha JIMMKMJHATA
MepoKCHiaLja), I1asMa MAaJIOHWIANexuy (KpaeH
IPOM3BO HATUITH/HATIE POKCH/IALMja) UT Y prHA (HAaMeCTo
mw1a3Ma) F2-usompocTanu (mpousBof, off MepPOKCH/IMIIMja
Ha (ochonuuaM Bp3aHU 3a apaxuJoHCKaTa KUCeTnHa).
MepemeTo Ha [IUPKYIMpaukuTe OWOMapKepd Ha
OKCHJIATUBHHUOT CTPEC e IPeIu3BHK, OU/IejKU MOBEKeTO off
HUB Ce TIOKa)ka JieKa MMaaT MpeJIBIyBauka BPeJHOCT BO
KapAHoBaCKy/IapHUTe O0IECTH, HaKO HUBHOTO BUCTHHCKO
0MOJIOIIKO 3HAUEHHE CEeYIITE e HejacHo.

Bo oBaa cTymmja Oea KOPHCTEHM CaMO BKYITHUTeE
XHUJIPOTIEPOKCU/I, KaKo OWOMapKepH 3a JIMMUJHATA
nepokcupanuja Kaj mampentute co KAB. IlotpebHo e,
BO UJTHWHA, OBUE aHAIM3MU Jla Ce KOPUCTAT KaKo JIe off
TTaHeJIOT Ha T03HATH OMOMapKepu M HOBU OMOMApKepH U
3aeTHO €O JIPYTY KIMHUYUKY HAO/I, KAaKOo 1 ofipeTyBatbe Ha
KOHIIeHTpallijaTa Ha aHTUOKCUJIAHTUTE, [a ce Jojfe [0
ToleioceH YBUJL, BO OlleHKA Ha OKCUIaTUBHUOT CTaTYC, CO
11eJ1 COOJIBETHO J1a Ce Jle/TyBa KOH ITpeBeHIIMja UK ofipefieH
TpeTMaH IpH JIeKyBambeTo Ha maiueHTuTe co KAD.
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TOTAL HYDROPEROXIDES - A MARKER OF LIPID PEROXIDATION AT CORONARY ARTERY
DISEASE
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ABSTRACT

Introduction: The oxidative stress contributes for the development of the atherosclerosis and leads to instability
of the plaque in the vascular wall. The serum biomarkers of lipid peroxidation, such as hydroperoxides, may
represent an independent indicator of risk for patients with coronary artery disease (CAD).

Goal: To be examined if there is a difference in the concentration of the hydroperoxides in the plasma, among the
patients with a coronary artery disease and healthy blood donors.

Material and methods: The examination represents a cross - sectional study involving 300 patients, divided in
two groups: patients with an acute coronary artery disease and a chronic (ischemic) heart disease, divided into
appropriate subgroups.The specimens processed in the biochemistry laboratory and it was used photometric test
for quantitative determination of the total hydroperoxides in blood plasma and for an interpretation of the results
standard reference values are used.

Results: The results indicate statistically significant difference regarding the mean values of the concentration
of the hydroperoxides at the patients with and without coronary artery disease, but does not exist statistically
important difference between those with an acute and with a chronic coronary artery disease, nor among the
subgroups of patients formed.

Conclusion: The results of the performed research indicate to an increased level of the total hydroperoxides in
the blood plasma at the patients with a coronary artery disease that indicates an existence of a redox imbalance
compared with healthy patients. It is necessary, in future, these analyses to be used as a part of the panel of already
known and/or new biomarkers with a goal appropriately to act toward the prevention or a certain treatment when
curing patients with CAD.

Key words: total hydroperoxides, oxidative stress, coronary artery disease
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ASSOCIATION OF PROGNOSTIC FACTORS WITH OVERALL SURVIVAL IN
MYELODYSPLASTIC SYNDROMES: A COHORT STUDY

[IOBP3AHOCT HA ITPOTHOCTHYKUTE ®AKTOPH CO
IPEAMBYBAILETO KAJ MUEJTOUCIUTACTUHYHHUTE CHHTPOMU:
CTYZIMJA HA KOXOPTA

Sotirova T., Genadieva Stavric S., Krstevska Balkanov S., Pavkovic M., Amzai G.

University Clinic of Hematology, Ss Cyril and Methodius University, Skopje, Macedonia

Medicus 2015, Vol. 20 (2): 238 - 244

ABSTRACT

Background: Myelodysplastic syndromes (MDS) are heterogeneous disorders in terms of clinical presentation,
laboratory findings and life expectancies. A lot of studies have been conducted to determine factors that can refine
the prediction of prognosis in MDS.

Aim: Our aim was to evaluate which prognostic factors had an impact on overall survival (OS) in MDS.

Methods: we conducted retrospective cohort study of 154 adult patients (81 male, 73 female) with MDS who
presented to the University Clinic of Hematology, Ss Cyril and Methodius University, Skopje, Macedonia, from
January 2011 to June 2014. Data on demographics, FAB classification, treatment and outcome were collected.

Results: Age and gender had no influence on OS (p=.80847 and p=.974895, respectfully). Different FAB subtypes
had an impact on OS (p = .00757). Bone marrow (BM) blast percentage correlated significantly with OS (p=.028026).
Hemoglobin, platelet count and absolute neutrophil count (ANC) did not influence OS (p=. 179970, p= .386355 and
p=.972602, respectfully). Transfusion did not influence OS (p=.445856). Albumins had no impact on OS (p=.559900).
Lactate dehydrogenase (LDH) and comorbidities influenced OS (p= .018895 and p= .02278, respectfully). Leukemic
transformation was noticed in 7 (4.5%) patients. Mortality was 35.1%.

Conclusions: FAB subtypes, BM blast percentage, LDH and comorbidities are independent predictors on OS
and should be considered for future revisions of International Prognostic Scoring System in order to refine the
prediction of prognosis in MDS.

Key words: myelodysplastic syndromes, overall survival, prognostic factors

INTRODUCTION

Myelodysplastic syndromes (MDS) comprise a group of
clonal hematopoietic stem-cell disorders, characterized
by ineffective hematopoiesis and peripheral cytopenias,
heterogeneous clinical presentation, laboratory findings
and life expectancies ranging from a few months to
several years."” Disease characteristics and outcomes
are defined by FAB and WHO classification. Prognosis is
defined by IPSS and R-IPSS score.’ Overall survival (OS)
is important for both the patients and their physicians.
Accurate prediction of a patient’s prognosis is useful
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to define the risk posed by the disease. For that reason
it is of great importance to know the impact of some
prognostic factors on OS. Some of them are already
included in IPSS and R-IPSS - BM blast cell count,
peripheral cytopenias and cytogenetics. There are a lot of
studies trying to define other prognostic factors: age*>%78,
gender*’8, FAB subtypes®, RBC transfusion dependence!®™
ferritin2B31455.  glhumins®®, LDHY, mutations®22 and
co-morbidities.! Diagnosis requires BM examination,
cytogenetic and lately molecular studies. The consensual
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minimum criteria for diagnosis are presence of erythroid,
granulocyte or megakaryocyte dysplasia in 10% or more
informative cells.”? The incidence of MDS increases with
age.»>%"3 Age had a significant effect on OS - the older the
age, the worse the prognosis. The impact of gender on OS
was observed in several studies. The incidence of MDS is
higher in males than in females (1.5 - 2 to 1). Males had
worse prognosis.*” FAB subtypes can worsen prognosis in
MDS, with differences among subtypes.” BM blast count
showed a significant predictive value on OS.” More than
5% blasts in BM were considered as a bad prognostic factor
for 0S.2% Cytopenias did not reach statistical significance
in 0S.2 The occurrence of anemia (hemoglobin <10 g/
dl) or thrombocytopenia (platelets < 100x10° /I) was
associated with a higher risk for OS. A lower absolute
neutrophil count (< 1.8x10%/1) did not significantly affect
0S. Red blood cell (RBC) transfusions are commonly
used therapy for symptomatic anemia. Transfusion
dependence is defined by the MDS International Study
Group (2000) as requiring transfusion of at least one RBC
unit at 8 weeks for 4 months. Transfusion-dependent
patients had shorter survival rate than those who
received less than 18 units of blood over a period of 36
months.?® Serum ferritin level >500 pg/1 at diagnosis was
a strong independent predictor of survival. Serum ferritin
significantly correlated with OS in Chinese patients."?
Lactate dehydrogenase (LDH) should be recognized as a
prognostic factor in MDS.” One German study pointed
out the correlation between LDH level and OS.! Serum
albumin is an independent prognostic factor that
influences 0S."® Recurrent chromosomal abnormalities
have been identified in 40-70% of the ‘de novo’ MDS and
95% of secondary MDS. Favorable prognostic markers
according to IPSS include: a normal karyotype, 5q- as
an isolated anomaly, 20q- as an isolated anomaly and -Y
chromosome. Karyotype findings associated with poor
prognosis include complex karyotype and chromosome
7 abnormalities. Other cytogenetic abnormalities confer
an intermediate prognosis.”? The abnormal karyotype
correlates with poor prognosis and shorter 0S.%%
Somatic mutations are identified in more than 70% of MDS
patients, including more of them with normal karyotype.
They are major predictors of the clinical phenotype, and
could also be predictors of prognosis.*?? The incidence
of MDS increases with age and so does the prevalence of
co-morbidities. About 50% of MDS patients have one or
more co-morbidities. They are independent predictors in
MDS.!
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The aim of this study was to evaluate the influence
of some prognostic factors in MDS (like age, gender,
FAB subtypes, BM blast percentage, cytopenias,
transfusion dependence, serum levels of ferritin, lactate
dehydrogenase and albumin, comorbidities and specific
karyotype abnormalities) on OS.

MATERIAL AND METHODS

Study setting and study subjects: We conducted a
retrospective cohort study that included 154 adult
patients with MDS who presented to the University Clinic
of Hematology, Ss Cyril and Methodius University, Skopje,
Macedonia, from January 2011 to June 2014. Observation
time was 42 months. In addition to demographic
data, we collected information on each patient’s date
of presentation and date of death/last follow-up.
FAB classification, treatment and outcome were also
obtained. This study was approved by the Ethical Board
of the University and the procedures followed were in
accordance with the Helsinki Declaration of 1975, revised
in 2000.

Patients were evaluated for clinical and hematologic
features at diagnosis and leukemic transformation. We
evaluated some parameters that could influence OS:
age, gender, BM blast percentage, red blood cell (RBC)
transfusion dependence, serum levels of hemoglobin,
ferritin, LDH and albumin as well as specific karyotype
abnormalities. Most patients (pts) received supportive
care: transfusion of RBC units and platelets, red cell and
granulocyte growth factors - 23 pts(14.9%), corticosteroids,
iron chelatation therapy - 7 pts (4.5%), chemotherapy -10
pts(6.5%), 1 patient (0.6%) was treated with azacytidine and
3 patients (1.9%) underwent allogeneic transplantation.
Leukemic transformation was noticed in 7 patients
(4.5%). Mortality was 35.1% (54 patients). Infectious and
hemorrhagic complications as well as BM failure were
considered causes of MDS-related deaths.

Statistical analysis: Descriptive statistics of the study
population, including means (with corresponding
standard deviations), medians (with corresponding
ranges) and proportions, were computed. Differences
among variables were evaluated by the Chi-square
test. The determinations of correlations between
different variables was based on the Pearson correlation
coefficient and a certain correlation was considered
statistically significant if p <0.05. OS was calculated in
months from day of presentation to the time of death
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/ time of last visit. Observations were censored for
patients at the last follow-up date. The probabilities of
OS were estimated using Kaplan and Meier method. Cox
proportional hazards regression models were used to
assess the association between prognostic factors and OS.
The statistical analyses were carried out using statistical
package STATISTICA 8.0.

RESULTS

A total of 154 adult patients were included in this
cohort study. OS was 13.1 months. (Figure 1) Median age
at presentation was 65,8 years (SD 14.96) (range 17 to
89 vears). The correlation between OS as a dependent
variable and age as an independent variable was not
statistically significant (p=.80847). When patients were
divided in five groups: the first < 50 years (26 patients)
- OS 13.6 months (SD 9.36), the second 51-60 years (13
patients) - OS 13.7 months (SD 8.48), the third 61-70 years
(35 patients) - OS 13.8 months (SD 11.32), the forth 71-80
years (55 patients) - OS 13.5 months (SD 11.19) and the fifth
>80 years (24 patients) - OS 9.9 months (SD 9.93), but the
differences in OS among groups were not statistically
significant (p = .49751). When patients were divided in
two groups, OS in the first group < 65 years (60 patients)
was 13.4 months (SD 9.18) and in the second group >65
years (93 patients) - 12.8 months (SD 11.29), showing no
significant difference (p = .15760). Surviving at 42 months
in the first group was 77.5% and in the second 90.7%.
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Figure 1. OS in the cohort followed for 42 months.

In this cohort 81 patients (52.6%) were male and 73 (47.4%)
female. Male to female ratio was 1,11 to 1. Males had better
OS than females - 13.0 (SD 10.62) versus 12.9 months (SD
10.37), being not significant (p = .44569). Surviving at 46
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months was 82.4% for males and 83.1% for females. The
correlation between OS and gender was not significant
(p=.974895).

The correlation between OS and FAB subtypes was not
significant (p=.231835). According to the FAB classification
patients were classified as follows: 108 patients as having
refractory anemia (RA)- 70%, 3 patients - RA with ringed
sideroblasts (RARS) - 2%, 26 patients - RA with excess of
blasts (RAEB) - 17%, 5 patients - RAEB in transformation
(RAEB-T) - 6%, 9 patients - chronic myelomonocytic
leukemia (CMML) - 3% and 3 patients - secondary MDS
(MDSs) - 2%. (Figure 2)

MDS subtypes
HRA HRARS WRAEB HRAEB-T HCMML & MDSs
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Figure 2. Distribution of FAB subtipes in percentage.

OS in patients with RA was 13.9 months (SD 10.75), with
RARS - 7.0 months (SD 10.39), with RAEB - 9.3 months (SD
9.16), with RAEB-T - 7.8 months (SD 7.05), with CMML - 15.0
months (SD 8.23) and with MDSs - 18.0 months (SD 16.52),
and the differences in OS were significant (p = .01133).
(Figure 3)
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Figure 3. Differences in OS among FAB subtypes



ARy

The correlation between OS and BM blast percentage
was statistically significant (p=.028026). Mean BM blast
percentage was 6.3% (SD 6.72). OS in the group with <5%
blasts (114 patients) was 14.4 months (SD 10.78), in the
group with blasts 5-10% (15 patients) - 9.9 months (SD9.87),
with blasts 11-20% (18 patients) - 8.5 months (SD 7.85) and
in the group with 21-30% blasts (7 patients) - 8.3 months
(SD 761), the differences being significant (p = .00757).
(Figure 4)
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Figure 4. Differences in OS according to the blast
percentage

The correlation between OS and hemoglobin was not
statistically significant (p= .179970). Mean hemoglobin
(Hb) level in our cohort was 8.61g/dl (SD 24.42) (range 4.1-
15.0 g/dl). The patients were divided in three categories
according to the severity of anemia: severe anemia (Hb
<8.0 g/dl), moderate anemia (Hb 8.0-10.0 g/dl) and patients
with Hb >10.0 g/dl. OS in the group with Hb >10.0 g/dl (63
patients) was 15.4 months (10.76), in the group with Hb
8.0-10.0 g/dl (51 patients) - 11.5 months (SD 8.87) and in the
group with Hb <10.0g/dl (36 patients) - 15.8 months (SD
11.99), the differences being not significant (p = . 24980).

The correlation between OS and hemoglobin was
statistically significant (p= .386355). Mean platelet count
was 136.8x10°%/1 (SD 122.82) (range 3-629). Patients were
divided in two groups: the first with platelet count
<100x10°/1 (80 patients) - OS - 12.0 months (SD 9.57) and
the second with platelet count >100x10° /I (72 patients)
- 0S - 14.1 months (SD 11.46), the differences being not
significant (p = .20496).

The correlation between OS and ANC was not statistically
significant (p=.972602). Mean ANC was ANC 3042 cells/
mm3 (SD 4.29) (range 200 - 34800 cells/mm3. Patients
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were divided in three groups according to the ANC: the
first with ANC < 500 cells/mm3 (12 patients) - OS - 12.2
months (SD 9.79), the second with ANC - 500-1000 cells/
mm3 (20 patients) - OS - 13.2 months (SD 9.87) and the
third with ANC >1000 cells/mm3 (120 patients) - OS - 13.0
months (SD 10.77), the differences being not significant (p
= .79375).

Mean level of serum ferritin in our group was 758.6pg/L
(SD 841.96) (range 10.0-3940.0). The group with ferritin
<500 pg/1 (19 patients) had OS 9.4 months (SD 10.48) and
the group with ferritin >500 pg /1 (12 patients) had OS 16.7
months (SD 10.65), without significant differences in OS
(p = .84758).

The correlation between OS and transfusion dependence
was not statistically significant (p= .445856). Mean
transfused RBC units were 11.6 (SD 15.09) (range 1-87).
OS in the group without RBC (56 patients) was 12.0
months (SD 10.69), in the group that received < 18 RBC
(78 patients) - 11.8 months (SD 10.24) and the group that
received >18 RBC (20 patients) - 20.4 months (SD7.75),
being not statistically significant (p = .38876).

The correlation between OS and albumin was not
statistically significant (p=.559900). Mean albumin level
in our cohort was 39.3g/l (SD 6.24) (range 21-49). The
differences in OS were statistically significant (p = .00316)
among the three groups with different albumin levels: the
first with albumins <35 g/1 (11 patients) - OS - 8.8 months
(SD 9.79), the second with albumins 35-40g/1 (14 patients)
- 0S - 13.7 months (SD 9.87) and the third with albumins
>40 g/L (26 patients) - OS - 13.6 months (SD 10.77). (Figure
5)
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The correlation between OS and LDH was statistically
significant (p= .018895). Mean serum level of LDH was
829.9 1U/1 (SD 907.25) (range 217-5790). There was no
significance in OS (p = .18757) between the two groups: the
first with LDH<4231U/1 (73 patients) - OS 15.7 months (SD
12.00) and the second with LDH>423 IU/1 (54 patients) - OS
10.7 months (SD 8.54).

Comorbidities as an independent variable had significant
impact on OS (p =.00386). The difference in OS in the two
groups was also significant (p = .02278) (Figure 4): the first
with no comorbidities (126 patients) -OS 13.3 months (SD
10.28) and the second with comorbidities (27 patients) - OS
11.6 months (SD 11.59).
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Figure 6. Differences in OS according to comorbidities

The correlation of joint effect of multiple variables (age,
sex, FAB subtypes, BM blast percentage, hemoglobin,
platelets, ANC, RBC transfusion, ferritin, albumin, LDH
and comorbidities) on OS was statistically significant (p=
.01357).

We were able to perform cytogenetic analysis only in 6
patients: 3 had normal karyotype, one had +8, one - inv16
and one - inv9 and inv13. Due to the small number of
patients survival curves are not presented.

DISCUSSION

Our results considering age (65.8 years) correspond with
those in the literature.® Age did not affect OS neither as
a whole nor stratified by subgroups, similar with some
studies®. Considering gender, men had slightly better
OS than women, not corresponding with the data in
the literature*” FAB subtypes had a significant effect on
0S. The worst results were observed in RAEB-T, than in
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RAEB, RARS, RA and CMML subtype, similar with those
in the literature.” OS correlated inversely with BM blast
percentage, showed also in other studies.?*” Hemoglobin
as a whole and stratified into subgroups did not show any
impact on 0S.” We could not demonstrate an impact of
platelet count on OS. Also, prognostic significance of ANC
was not demonstrated in our cohort.” Serum ferritin level
2500 g/l at diagnosis was a strong independent predictor
of survival, although it was not the case in our cohort.
Transfusion dependence is an independent prognostic
factor for bad prognosis®, although in our group the
impact on OS was not significant. LDH is a factor sited
as having predictive value”, also proved in our cohort.
Albumin is an independent prognostic factor in MDS
patients®, but, in our group it had not significant impact
on OS. Comorbidities were an independent prognostic
factor for OS, which corresponds with data from the
literature.! Cardiac diseases were the most frequent
comorbidities. In our cohort only 6 patients were analyzed
for cytogenetic abnormalities, three of them with good
prognosis (normal cytogenetics) and three of them (+8,
inv16 and inv9; inv13) with intermediate prognosis.

We can conclude that beside BM blast percentage, FAB
subtypes, LDH and comorbidities are independent
prognostic factors for OS in MDS. This should be
proved in larger cohort studies and later proposed to be
considered for future revisions of IPSS in order to refine
the prediction of prognosis in MDS.

Limitations in our study include retrospective analysis,
insufficient data on cytogenetic analysis and impossibility
to stratify patients according to IPSS score, lack of data
on some variables that probably reflected on the results,
making them different than those cited in the literature.
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[I0BP3AHOCT HA ITPOTHOCTHYKUTE ®AKTOPH CO ITPEKMBYBAILETO KAJ
MUEJTIOUCIUIACTUYHHUTE CHHIPOMHU: CTYIHJA HA KOXOPTA

Cotuposa T., enagueBa-CraBpuk C., KpcreBcka-bankanos C., [TaBkoBuk M., AM3au I'.,

YuuBep3uTecka KnuHuka 3a xematosnoruja, Yausepsuret ,,CB.Kupun u Metomuj“, Ckorje, Makemonuja

AIICTPAKT

BoBem: Muenogucruiactuunaute cuHapomu (MJIC) ce xereporeHa rpyra Ha 3abojyBarba BO OJJHOC Ha KJIMHUUYKATa
CJTMKa, 1TabopaToprCKUTe HAOAW 1 OUeKyBaHUTe MPeKMBYBarba. MHOTY CTYIUM ce ITpeB3eMeHHM Co 1IefT [la ce ofpear
darTopUTE KOM MOKAT [a TM Mpelu3npaaT IpeABUayBambara Ha mporHo3ara 3a MJIC.

Hemn: llenta Ha oBaa crymauja Oelile Aa ce eBajynupaar MPOTHOCTUUKUTE (aKkTOpW KOM WMAaTr BiUjaHNEe BP3
npexkrByBameTo Kaj MJIC.

MeToau: oBa € PeTPOCIIeKTUBHA aHaiu3a Ha Koxopra of 154 apyntau nanuedTtd (81 mak, 73 »kenn) co MJIC
IIMjarHOCTUIIMPAHU Ha YHUBepP3UTeTCKaTa KJIMHWKA 3a xemaronoruja, Yausepsuret ,CB.Kupun u Mertonuj, Ckorje,
Makremonuja, Bo mepromoT of janyapu 2011 mo jyam 2014 romuua. Cobpanu ce memorpadcKy IomaToLM, KaKo U
noniaroriyt 3a MAD MoTTUMOBUTE, TPETMAHOT HA TMAI[UEHTUTE U UCXOAOT Off Teparujara.

PesynraTu: BospacTa U I1o10T HeMaa B/IMjaHue Ha ITpeskKUBYBameTo (p=.80847 u p=.974895, coomgBeTHO). PasmuunuTe
OAD oTTUIIOBM UMaa BAaujaHue BP3 MpekuByBameTo (p = .00757). [IpoLeHTOT Ha 6/1acT BO KOCKeHa cpieBuHa (KC)
Kopejmpallle 3HauajHo Co MpeskuByBameTo (p=.028026). XeMornobuHOT, 6pojoT Ha TPOMOOLIUTHTE 1 aIllCOTyTHUOT OPOoj
Ha HeyTpodunu (ABH) He Bnujaea Ha npeskuByBameTo (p=. 179970, p=.386355 u p=.972602, coopBeTHo). TpaHcdy3uure
He B/Mjaea Ha IpeKUBYBameTo (p= .445856), kako HU anoymuHute (p=.559900). JlaktaT mexumporenasata (JIJIX) u
KOMOPOUAUTETUTE BIMjaea Ha NpeskuByBameTo (p=.018895 u p = .02278, cooxBeTHO). JleykeMuuHa TpaHcgopmMaliyja
Oemre HoTHpaHa Kaj 7 (4.5%) matmentu. MopranuteToT Oerle 35.1%.

3aknyuok: PAE norTurioBute, rpoueHToT Ha 6actu Bo KC, JIJIX, 1 KOMOPOUAUTETHUTE Ce He3aBUCEH MPEAUKTOD 3a
TIpeKUBYBambeTo 11 61 Tpebasio Ma ce 3eMaT BO MPEIBU/ TTPU CIIeIHY PeBU3WY Ha VIHTepHAITMOHATHUOT ITPOTHOCTUUKN
CKOPHMHT CHUCTEM CO IIe/T fla ce pacdrHUpaaT MpeaBUAyBamara 3a rmpordo3ata Ha M/IC

Key words: MyenofucriiacTiuHeH CUHAPOMMU, TTPOTHOCTUYKI (haKTOPH, TTPEKUBYBAHE.
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[TPOLIEHKA HA PU3MK O] ITOJABA HA MACOBHU METULIMHCKI
MHIUJEHTH CO XbIP ATEHCH BO PEITYB/TMKA MAKEJJOHUJA

INCIDENT RISK ASSESSMENT OF MAJOR MEDICAL INCIDENTS WITH
CBR AGENTS IN THE REPUBLIC OF MACEDONIA

WBues J.!, bekapoBcku H.2, iBueBa H.!, CtukoBa E.’.

'TOB “8-mu CenremBpu” - Ckomje
2 KnuHuKa 3a ToKcuKomnoruja - Ckormje
3 MHcTuTyT 3a jaBHO 371paBje - CKorje
Medicus 2015, Vol. 20 (2): 245 - 252

PE3HUME

Bogse;: Ce riouectute 3aKaHU O] XeMUCKH, OMOJIOIIKYU U PaJIMOJIOUIKK areHCH U3HYAyBaaT rotpeba of u3paboTyBame
Ha cTpaTeryja 3a TTpeBeH1Inja, eTeKlInja, YornakyBarme Ha epeKTOT 1 TIOJITOTBEHOCT 3a 63 1 e(peKTUBEH MEIUIINHCKN
ONIrOBOP.

Ien: OcHOBHA 11e71 Ha CTyIMjaTa e MPOoLeHKA Ha PU3MKOT Of MaCOBHU MHLUAeHTU co XbuP arexcu Bo P. MakenoHuja
1 eBaJlyaliija Ha CHCTEMOT 3a MOJIrOTBEHOCT M OATOBOP Ha OBOj BMJI Ha 3aKaHa I10 37IpaBjeTo Ha HaceJIeHUeTo.

Marepujan u meTogu: [ [polieHKaTa Ha PU3NK Off TT0jaBa HA MACOBHU MeJIUIIMHCKY NHIMAeHTH co XbuP areHcu Bo P.
MakezoH1ja Bo OBOj TPy, Ke ce ofpeiy MPeKy aJIrOpUTaMCKa aHaM3a Ha enujeMujaTa Ha rpurl co Bupycot A/HIN1
( manmemucku rpur) 2009/2010 romuHa , KOpUCTejKU ja TpuiarofieHara Metoga Ha Cardona u cop., Koja 3a IIpB IT1aT e
yrorpebena 2003 roguHa.

3aknayuok: J1/1M (Juszacrep gedunut uHmekc) Ha PM op 0,4, criopefieHO co ocTaHATWTE NPsKaBH, criara BO PelioT
Ha [Op/KaBU CO JIOBOJIEH UOBEUKU, eKOHOMCKHM U YIpaByBauKW KarlalUTeT 3a OATOBOP ITPU MaCOBHU WHIMIIEHTH
co XBuP arencu. Kommnemenrtapuuot JIOW ox 0,95 yraskyBa meka usgBoeHuTe 0,005% (byMHAHCUCKU CpefiCcTBa O]l
penyOoIuuKMOoT OYIIeT ce HeJOBOIHU [a T MTOKPUjaT eBeHTyaJIHUTe 3aryOu IIpy OBOj BUJ, Ha KaTacTPOMdU.

Knyuuu 36opoBu: XBuP areHcH, MHIUKATOPU 3a MTPOLIEHKA HA PU3KK U MOJITOTBEHOCT 3a OJITOBOD Ha KaTacTpodu,
MeIuIMHa Ha KaTacTpodu (disaster medicine).

BOBE]]

MepuiuHaTa Ha MAcOBHM TOBpeJM M KPU3HHU COCTOjOM wupeHTH(MKALMja  HAa  areHcor,  JrlabopaTopucKa

(Disaster Medicine) e MeaMIMHCKAa TpaHKa Koja ce
3aHMMAaBa CO TIOZ[TOTOBKA Ha MEUIMHCKUOT MepCOHAT
¥ OpraHM3Mpame Ha CUTe PaCTONIOKMBU KalaluTeTH U
pecypci Ha JpiKaBaTa CO Iiel HaBpeMeH ¥ ajleKBaTeH
Me/IMIIMHCKY OJITOBOP IPU PasHU MHLIUAEHTH TPUPYKEHH
CO MaCOBHO HapyIIyBake Ha 37IpaBjeTo Ha HACeJIeHUETO.

YHpHBYBaFBETO CO MaCOBHHUTE MeJUIWHCKN MHIOWUJEHTU
Ipeanu3BUKaHNu O] XbuP arencu JUPEKTHO Cce IIOTIIHpa
Ha IMOAroTBeHOCTa Ha 3JpPaBCTBEHHUOT U jaBHO'
30PaBCTBEHUOT CEKTOP - Of neTeKqua Ha HaCTaHOT,

KOHTpOJIA, TPUjayka Ha MOBPEJECHUTEe U/WIN 3a007eHNTe,
MEJIMIIMHCKA TPAHCIIOPT, MPEeXOCHUTAlIa U XOCIMTAIHA
rpUKa U MeJUIMHCKA pexaOuIuTaryja.

,HEHGC XeMHCKUTe, OMONONIKUTE U PagnuoIOIIKUTE
KHTHCTPO(bI/I 1 MHIUANEHTHU OH(baKHHT 3HaYdeH CerMeHT
0] IeJIOKYITHUOT PU3UK I10 3,upaB]'eTo Ha HacCejieHueTo BO
LeInoT CBeT. YoBe1TBOTO ce Haora noxn HOCTOjaHa 3aKaHa
0/l pa3sHM BUJ0BM Ha TOKCMUHU MaTePUn, MUKPOOPraHu3Mu
1 paJiOaKTUBHU MHTepI/IjaHI/I. UcTuTte MokaT na 6I/IHHT
OCHO60]1€HI/I U [Ja IIpedu3BUKaaT TOJIeMHd YOBEUKH
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W MaTepujaJiHM 3aryoM BO CJIyyad Ha: TEXHOJOIIKHM/
MHJIYCTPMCKU XaBapuH, NMPHPOJHM KaTacTpou, BoeHH
ZejcTBHja, TIpohecHOHaTHA U3/I0KEHOCT WM TEPOPU3aM.
MacoBHUTe YOBEUKM M MaTepHja/THK 3aryoy KoM HacTaHaa
BO TOC/Ie[IHMBE [IBe JleKaJy, KaKo: XaBapHjaTa Ha
HYK/IeapHUTe 1eHTpanu Ha OyKyIMMa , pajiMoyiolKuTe
Katactpodu Bo YepHoOun 1986 u Majnypu - by [lenxu
2010, TepopuctuukuoT Hamaj, co rac Capud Bo Tokwo,
TEPOPUCTUUKUTE 3aKaHU CO COMHUTEJIHM MPaTKU
KOHTAaMMHUpaHd CO cIoopd Ha aHTpakc Bo 2001,
uHnuaeHTor 9/11 Bo by Jopk, KoHTaMMHaI[MjaTa Ha YeJTMK
co Cobalt-60, kopucreme Ha Polonium-210 Kako 0TpoB o
CTpaHa Ha pa3y3HAaBAUKHUTe CIYKOW, KOHTAMUHUPAHETO
Ha MJIeKOTo co melamin, maHgeMujaTa Ha TPUIl CO
Bupycot A/HINI u ap., ykakyBaaT Ha MTHa IOTpeda of
crienMuyHa MOATOTOBKA 3a MpeBeHIWja U OJrOBOP Ha
37IpaBCTBEHUTE CUCTEMM, KAaKO OCHOBA 3a CllacyBame Ha
TIITO MOro/IeM OPoj Ha YOBEUKH KMBOTHU M HAMaJTyBambe Ha
eKOHOMCKHUTe mocequti. (1,2,3)

Cekoja 3eMja Mopa Jla KMMa COOJIBETHM CHUCTEMH 3a
CIIpaByBame €O KaTacTpo(huTe, a MPUHI[MUTE Ha KOU THE
Ke ce TeMeJIaT ce YTBPJIeHU CO COOJIBETHU Mel'YHapOIHU
npaBuna. llenTa 3a HUBHOTO BOCIIOCTaBYBame €
TpeBeHIMja HAa IITETHUTE IIOCTEMUIIM U COUYBYBaibe
Ha YOBEUKUTe KMUBOTH Ha JIOKAJIHO U Ha MeryHapojHO
HUBO. BofieukunoT 0KyMeHT Koj ro yTBpayBa CBeTcKaTa
3/[paBCTBEHA OpraHM3allja M IIPETCTaByBa OOBpPCKa

MNpoueHka Ha
cocTajBarta

000000000000

3a cure 3emju wieHkn Ha (30 e MeryHapogHHOT
37paBCTBeH TPaBWIHKMK, KOj BO IpeTXOfiHaTa HeroBa
Bep3uja ce OfiHecyBallle Ha Cjiefielhe U W3BECTYBambe
caMo Ha 3apa3HuTe 0OONeCTH CO BHCOK MOTEHI[Wjal 3a
MOPOUUTET, MOPTA/IMTET U Iupewe. (4,5,6). PeBusujata
Ha MeryHapogHUOT 37paBcTBeH mpaBunHUK of 2007
romuta (M3I1, 2007) 06Bp3yBa Ha IIOTpeba 3a U3BECTYBAE
3a CHTe HACTaHM KO ja 3arpo3yBaaT HAI[MOHAJHATA W/
WIM MeryHapo[jHATa 3ae/IHUIIA U OapaaT aHra)KUpame Ha
TeXHWYKa U Jipyra nomoii. [Ipumenata Ha 0BOj NpaBUTHUK
e 00BpcKa U 3a Peny0onuka MakefjoH1ja, 11a Toa He CTaBa
Tpe]i HOB MpefIu3BUK 3a BOCIIOCTaByBalhe Ha CUCTEM 3a
crefierbe ¥ U3BECTYBambe, HO U 3a COOJJBETHO IJIAaHUPAe U
TIOZITOTBEHOCT 3a OJITOBOP Ha 3aKaHUTe U KaTacTpoguTe.

YripaByBameTo co Karactpoure ru ondaka CejHUTe
(hasu:

IIpoiieHka Ha cocTojbaTa,

[IpenBuayBame Ha 3aKaHaTa,

I[loarotroBKa 1 mpeBeHIINja,

YrnpaByBame O HaCTaHOT,

Onrosop,

OnopaByBame U

TocT-gu3acTep eBanyaryja/peBusuja

(dasuTe Bo pa3BojOT Ha MOCTAMKKUTE HITO Ce HEONXOIHU
3a YCIIEIIHO YIIpaByBatbe U CIIPaByBatbe co KaTacTpoduTte
IIeMaTCKY ce MpUKakKaH! Ha MpuKa3 op.1:

Ilpuka3s 6p.1- ®da3u Bo pa3BojoT Ha MOCTAIKKTE 3a YCIIEIIHO YIIPaBYBakhe 1 CIIPaBYBatbhe CO MAaCOBHH MEUI[MHCKH

VHIIUIEHTH

[IpaBuHaTa mpolieHKa Ha CTeNeHOT Ha PU3MK Off MojaBa
Ha MacoBeH MeIUIIMHCKY MHIMAeHT co XbuP arencu e
OCHOBEH MpeJycJIoB 3a MPUCTaIyBakbe KOH MOfIT0TOBKA Ha
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XOCITUTATHUOT ¥ HEXOCIIUTAJIEH CUCTEM BO e[lHa JpKaBa,
CO 116/ HaMaJTyBakbe MM MUHUMA3KPatbe Ha IIOCTIeJULIUTe
Off UCTHOT. (4)



ARy

Bo fjoceranisara rpakca, IpolleHKaTa Ha pU3KK 07 I10jaBa
Ha MACOBHM MeJJUIIMHCKH MHIUJIEHTH Cce OfipefyBalie
TPeKy JeCKPUNTHBHA aHa/i3a Ha MapaMeTpuTe J00KeHN
07l HeKoja peTXojHa KaTacTpoda WM HaCTaH BO Koj 0wt
perucTpupaH roieM 0poj Ha 3a00/eHM WM TOBpPeIeHH
JHIIA.

MHauKaTopuTe KOM JJocera ce KOpiCcTea BO BOOOMYaeHaTa
IpaKca ¥ Kou Oea IIe/1 Ha JECKPUIITHBHA aHAJM3a, Ce
THpeTcTaBeHu Bo Tabena 6p.1.

Tabema 6p.1. - JlecKpUNTHUBHM MHAMKATOPH 3a
TPOL[eHKa Ha TIOITOTBEHOCT

“Knyunu EnemenTu norpe0Hu
3a eceHllWjajiHa TPUIIpeMa Ha
3JPaBCTBHUOT CUCTEM IIPU
MeJTUIIMHCKU KaTacTpodu 1
UHIUJIEHTH

OcHOBHUI
Nupvkatopu

HanoHanHa erajiHa pamka 3a
MY/ITHCEKTOPHO YITPaByBakbe pU
CIpaByBame CO MAaCUBHU VHITUJIEHTH,

HanpoHarneH mporpam 3a 3[paBCTBEHO
VIIpaBYBatbe MPU UTHU CUTYaAL[UK

WHcTUTYIMOHAeH IPUCTAI Ha
OpraHM3Uparbe Ha 3APaBCTBEHUOT
CHCTEM BO YCJIOBH Ha MaCOBHH
UHIUJIEHTH,

ITporpaMcKu KOMIOHEHTH Ha
3IPaBCTBEHKMOT MTPOrPaM 3a
CIpaByBalbe CO UTHU COCTOjOu

PakoBojieme

3npaBcTBeHH

YoBeuku pecypcu 3a CH£HBYBHI—L€ pu
pecypcu

MeJUIIMHCKU KaTacTPo(My ¥ MaCOBHU
UHIUIEHTH

MemuiiuHCKH
CpefiCcTBa,
BaKI[UHU U
TeXHOJIOrja

MenmuiiHCKY MaTepUjaay U orpemMa
3a aleKBaTeH OfITOBOP MPH MAaCOBHU
THIOBPEJIeHH U 3a007IeHN , Koja e Ha
pacronarame

Cucremu Ha MH(OPMATHBHO
VIIpaByBabe KOM Ce KOPUCTEHU

32 HaMaJIyBambe Ha PU3MKOT U 32
aJleKBaTHa MeJIMIMHCKA MO/ITOTOBKA

Cucremy Ha MH(OPMATUBHO
yIIpaByBarbe KOU Ce KOPUCTAT 3a UTeH
MEUIIMHCKU OfITOBOP M OII0PaBYBakbe

HepocraTolii Bo KoOMyHUKalllja

3npaBcTBEHa
uHbopMaryja

HarmoHa/Hy 1 cyOHALIOHATHI

%ﬁ%a;;ggegge CTpaTeryuy 3a 37IpaBCTBeHa
p TOJIFOTOBKA
PacrionoxuBu KamaifureTu 1
MOKHOCTH
OpraHu3upare Ha CUCTEM Ha CITyk0a
3a UTHa MeJIUI[MHCKA TOMONI PU
OrnepaTHBHOCT 1 | KaTacTpo(u M MacOBHY MHIMJICHTH
euracHocT OpraHusupame Ha XOCTIUTaTHO

3TPUKYBambe IIPU MaCOBHU ITOBPeaHn

JlorycTHKa U ollepaTHBHA CIIOCOOHOCT
Ha C/TyKOuTe 3a TMOJIIPIIKA TPK

MAaCOBHM MUHLIUJIEHTH

Original scientific paper

Co men ma ce u30erHe WiIM HaMaad CyOjeKTHMBHATa
KOMIIOHEHTa MPH KOPUCTEHETO Ha [IeCKPUIITHBHATA
aHa/M3a Ha MapaMeTPUTe TPH MPOLIeHKATa Ha CTEMeHOT
Ha PU3KMK U CTEIEHOT Ha MOJrOTBEHOCT Ha efjHa JIpiKaBa
3a ajIeKBaTHO M HaBPeMEeHO CIIpaByBambe CO IojaBaTa Ha
MaCOBHHTe MeJUIMHCKU Kartactpodu, Cardona u cop.,
pasBHja HOBA T.H. alropUTaMCKa METOJ0JIOTHja, Koja ce
0a3upa Ha 00pabOTKa Ha 00jeKTUBHM OIHOCHO €r3aKTHU
mapaMeTpy IIOBP3aHM CO BOHPEJHWMTE MEeJUIMHCKH
Hacrauu (9).

[Ipu Toa 1IEIMOT 0BOj CHCTEM Ha MPOIIEHKA Ce COCTOM Off
ofipeayBaibe Ha 4 IIaBHU UHAMKATOPH (MHEKCH) ¥ Toa:

1. Tusacrep gepunut unpexc (I T1)

JOJIA = TIB3 3aryou (moTBpfieHM BKYIHHM 3ary0u of
uHiugentot) / [pexsugenn GUHAHCKHCKA CpefCTBA 3a
BOHpE/IH! HaCTaHU

2. Jloxamen gusacrep ungexc (JIITH)
IO = JIQWA(nounnatn) + JIJW(adpextupann) +
JITA(punancucka 3aryba)

3. Ilpesanenten gepunut ungexc (IJTH)
[IJIN = MJIN(usnoxenoct) + TIJU(ocernuBoct) +
[IIA(oTmopHOCT)

4. WHpekc Ha ympaByBame CO PU3HK Off NoOjaBa Ha
MacoBeH MeguIUHCKH HHnuent (MVP)

NYK =NYKpu + UYKpp +UYKym + UVKpn /4

m PU - upentuduKanuja Ha PU3MUKOT Of TI0jaBa Ha
MacoBeH MeIUIIMHCKY UHIIUIeHT

m PP - penykimja (HamasyBarbe) Ha PUSHKOT

m YM - ympaByBame CO MaCOBHHUOT MEeIUIMHCKU
UHIUJIEHT

m @Il - (hmHaHCKCKa TTOIpIIKa

1. Tusacrep pedpunur ungexc (JJHU), ro ompemysa
DU3MKOT HAa ejIHA [pKaBa Off MaKPOEKOHOMCKH U
(MHAHCHCKK acmeKT BO ciyyaj Ha Kartactpoda. Toj ce
KOPHCTH 3a MPOLIEHyBame Ha KPUTHYHHOT eeKT 3a
BPEMe Ha M3JI0)KeHOCTa Ha JpKaBaTa Off MHIU/IeHTOT,
KaKo ¥ 3a IMpOIEeHKA Ha Hej3uHUTe (PUHAHCHCKH
cmocoGHOCTH 3a MOKPUBaHhe Ha HACTAHATUTE WITETH.
Wctnotr ce ompemyBa Kako 0poj Ha MpOLEHETH
eBEHTyaJHM 3aryOm TMOfeNeH €O TpeJBUJIeHUTe
TOJMINHN (PUHAHCHCKM CPefiCTBA 3a Taa HaMmeHa BO
ef[Ha [IpKaBa:

I1B3 3aryou (oTBpAieHH BKYITHY 3ary0y Off HHLIMIEHTOT)

AN =

Hpe,[[BI/I,II;eHI/I (bI/IHaHCI/ICKI/I Cpe[CTBa 3a BOHPeTH! HaCTaHU
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KommieMeHTapHHOT [u3acTep JeHIMT HHJEKC -
JOW’ ro mpuKaKkyBa OHOCOT TOMery IMpefiBUIeHUTe
CpeficTBa KOM [IpKaBaTa TM OfpelyBa Ha TOJUIIHO
HMBO 3a MOKpUBame Ha eBEHTYaJIHU 3aryOu Of MaCOBHU
MeUIMHCKA WHIULEHTA W PeajHo [MOTPOIIeHUTe
CpefiCTBA 3a Taa HaMeHa KOW Ce MPUKaKaHW Ha KpajoT
0] WCTUTYBaHaTa KajeHAapcka roguHa. Ha Toj HaumH
0BOj MHJIEKC JlaBa KOHKDPETHM HACOKU 3a MPaBUIHO U
aJIeKBaTHO TUIaHMpare Ha CPeJicTBAaTa KoM Tpeba eHa
IpKaBa Jla ' OJIBOjyBa 3a MOKPUBAHe Ha 3aryouTe off
BOHPeJ[HM HACTaHU MOBP3aHU CO MACOBHU 3a00/IeHN W
TIOBpeJIeHM.

OpnBoeHHM cpeficTBa 3a MEIULMHCKA MaCOBHH
MHIMIEHTH 3a eIHa ToMHa

A -

[IpuKakaHu TOJUIITHI PacXOfH 3a
BOHPEeJIHU HACTAHHU 3a Taa rouHa

2. Jloxkamen pepuuut unpexc (JIIU), gaBa mpukas
Ha COIMjajiHaTa, €KOHOMCKAa M  37IpaBCTBeHa
BYJIHEPAOMIHOCT Ha HACeNeHHeTo BO OfpefieHN
PErMOHH BO Jp)kaBara, KOM C€ M3JI0KeHM Ha YecTH
1 TOBTOPYBAUKU MeTULMHCKU MHIuAeHTH co XbuP
areicu. OBOj WHfEKC ja Tpe3eHTHpa MPOCTOPHATA
BapHja0MIHOCT U UCTep3uja Ha PU3UKOT O MM U
PEKypPeHTHU BOHPeJHI HAaCTaHU BO e/THA IpKaBa.

JIIX ce opmpemyBa Kako cyMa Off TP JIOKAJHU CYO-
MH]TUKATOPU KOU Ce KalKy/lTMpaHH Bp3 0a3a Ha MOJaToIM
majieHd 3a OpojoT Ha MpTBM - K, Opojor Ha nyreto
aceKTMpPaHM BO HACTAHOT - A ¥ BKYIHUTe (DMHAHCHCKH
3aryou - L.

NI =K + JUTAA + JIINL

Jlokanmauot pedunur unHmexkc (JIIW) ce ompemyBa Bp3
OCHOBA Ha MOJATOLM OOMEeHH off IIPETXO[HO HacTaHaTH
MHIUZeHTH (9).

IIEJIV HA TPYIOT

1. WspaboTka Ha MeTofoNioTMja 3a  AJTOPUTAMCKH
TMpPHUCTAal 3a MPOIeHKA HAa CTEMeHOT Ha PU3MK Off
10jaBa Ha MacoBeH MeJUIMHCKH MHIueHT co XbuP
areHcH U TpOLieHKa Ha CTeTeHOT Ha MOATOTBEHOCT 3a
yIpaByBambe CO UCTHOT MPEKY KOPUCTEHe Ha COOZ[BETHU
MHTUKATOPH.

2. TlpoumeHka Ha CTemeHOT Ha PU3WK Off T0jaBa Ha
MacoBeH MeJMIMHCKM UHUuAeHT of XbuP areHcu Bo
P. Makeonuja, npexy ungnkaropure : JJJIN (qu3acrep
medunut ungexc), T (koMiieMeHTapeH au3acTep
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neduuut uupexc), JIIN (mokanen gusactep MHAEKC) U
JIIIT' (koMmieMeHTapeH JIOKaJeH Au3acTep MHIEKC),
KOPYCTejKM TH TIapaMeTpuTe Off TIaHJeMujaTa Ha TPUI
co supycot A/HIN1, Bo P. Makefiounja Bo 2009 roguHa.

MATEPHJAJT U METOH

[IpoiieHKaTa Ha pU3UK O] [I0jaBa Ha MAaCOBEH MeIUIIMHCKU
uHnugeHT co XbuP areHcu u BynHepaOWIHOCTa Ha
Hace/leHUeTo, Ce HampaBu TPeKy pPeTpoCcreKTHBHA
aHa/M3a Ha emujeMujaTa Ha rpum co BupycoT A/HINI
(maHgeMMCKU TPHI), KOja BO PaMKKUTe Ha IaHJeMujaTa ja
saatu u PenyOmuka MakegoHuja, Bo mepuogot of 40-
taTa Hefena Bo 2009 roguHa Mo 5-tata Hemena Bo 2010
roguua. [Ipu Toa 0OMEeHKTe MOJATOLM MAaTEMATHUKH Ce
obpaboTuja mo MmoaubumpanaTa MetogaTa Ha Cardona u
cop., co yroTpeba Ha crieliuIHI MHAUKATOPY Ha PU3HK.

WnpuKkaTopuTe 3a eBajyaiyja Mpyu U3paboTka Ha TPYAOT
ce cobpaa, aHanM3Mpaa u 06paboTUja BO MPOCTOPUUTE HA
MHcTUTYTOT 3a MpeBeHTHBHA MejuiHa Bo CKorje.

MeToau Ha MCTpaKyBambe

MeTopu 3a rporieHKa Ha PU3MKOT Off MACOBHU MHI[UIEHTH
- MHIUKaTOPHU Ha PU3MK

Bo ucTpaskyBameTo Kako MHIMKATOPM 3a IPOLeHKa Ha
CTelleHOT Ha PU3MK Off MacoBHM HHIUAeHTH co XbuP
areHcu Bo P. MakefioHMja ce KOpPMCTEHU W CTAaTUCTUUKU
obpaboTenr 2 op 4-Te T.H. I7IaBHM “MHMKATOPUM Ha
PU3UK" U efieH KoMIUIeMeHTapeH HHJIEeKC U Toa:

1. Jusacrep gecpuuut ungexc (I 11)
NN = TIB33aryou (moTBpgeHu BKymHM 3ary0um of
uHuugentor) / lpeaBuen (MHAHCHCKY CPe/ICTBA 32
BOHpE/IHU HaCTaHH

2. KommnemenrapeH ausactep geduut ungexc - 1IN

OuekyBaH¥ FOJUIIHYU TPOIIOLH

AT =
TloTBp/IeHN FOAMIIHI PACXOH
3. Jloxkanen musactep ungekc (JIIH)
JIONA = JIIA(nouunarn) + JIJA(apexrupanu) + JIIN
(bunancucka 3aryba)

PE3Y/ITATH:

m  -Penyormka Makegonuja Bo 2009 roguHa 3a BOHpeJHU
HACTaHU MpeJiBUfieNia BRYMHO X, MUIMOHU JleHapy
o7} APKABHHUOT OYLIETOT Koj M3HecyBa X, MUIUjap/iu
neHapu unu 0,005%. Op oBue cpenctBa: Ha IIYK
(LlenTapoT 3a ympaByBame CO KPU3W) MY JOfie/Ti/Ia
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X, medapu umm X, espa, mro usHecyBa 0,001% op
BKYIHKOT OyileT, a Ha JlupeKuujaTa 3a 3amITUTa U
cracyame X, seHapu wim X, espa T.e. 0,004% op
OyIIeToT.

X, eBpa
OION = ---emeemmeeeeev =04

X, eBpa

m -Ha xpajor Ha rogunara IIYK mpukamkan BKymeH
pacxop; off X, JleHapu (miyc fononHuTenHn X, u X,
JieHapy) WK BKYIHO X,, /ieHapH, a Jlupekuyjara 3a
3allITUTA U CTIacyBake MpuKakana BKyIeH pacxof of
X,, leHapy OJHOCHO X, eBpa.

OBue mopaToId Oea KOPUCTEHM 3a IMpeCcMeTYBame Ha
KOMIIIEMEHTapHUOT au3actep meduuut unpekc (1)
3a P. Makemonuja 3a 2009 rogunHa. Op mpecMeTKa
HPOU3JIEryBa JleKa:

X, eBpa
———————————————————————— =095
X ; eBpa

Ao =

[luzacrep meduIUT MHJEKCOT BO IOBEKETO 3eMjU BO
pa3Boj ce aBwku off 0,37 Bo Yuse mo 6,96 Bo XoHaypac.
Bo esponckute 3emju u CAJl 0BOj MHIEKC ce IBUKH
nomery 0,11 Bo CkanpuHaBckute 3eMju 1 0,80 Bo 3emjute
Ha Jyroucrtouna EBpoma. Bpegnoctute Ha [IJIU og 0,4 u
JIIW op 0,95 moOKeHu Bo TEKOT Ha HALIETO UCTPAKYBabe
MoKaKyBaaT fieka P. MakemoHuja crara Mery JipsKaBuUTe
KOja IMa MaKpOEKOHOMCKH 1 (DMHAHCUCKY KaIaluTeT 1a
ce CIpaBU CO MOKHU MACOBHU MEJMIMHCKU UHIUIEHTH
co XbuP arescu. (IIpuka3 6p.2)

Ilpuka3 6p.2  Bpennoctu Ha [IJIN Ha P. MakemoHmja Bo
criopeyida co Ipyru Ap;KaBy

DDI - Disaster Deficit Index

o 1 2 3 L] 5 6 7
{hnad:] l
I

|
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|
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IIponenka Ha Jlokanew [Jusactep Hugexc ( JIJU)

3a BpeMme Ha nmaHziemujata 2009 roguua, P. MakegoHuja ru
TpeTpIieNia C/IeHATe YOBEUKH 1 MaTepUjaTH 3aryou:

JIU = 32 (mounnaty) + 51599 (adhektupanu) + 4 357 682 eBpa (3aryoa)

Ananmu3upajku ja enmpemujata Ha rpun co A/HINI Bo
2009/10 roguna Bo P. MakefioHHMja I7IefJaHO 110 PETMOHH ,
MCTP)KYBAaWkeTO HU M CTAaBU Ha pacrojiarame CJIefHUTe
TO/IaTOIH:

JIIU, - cniopey; 6pojoT Ha 3a00/IeHN Ha IIPBO MeCTo OuI
rpagoT Ckomje co 16.314 (31,6%), a moToa cnegar: Kymanoso
6.439 (12,5%), Ipunen 3.701 (7,2%), Crpymuna 3.242 (6,3%),
Tetoso 3.142 (6,1%) 1 butomna 3.064 ( 5,9%).

JIAW, - 3acTamneHocTa Ha CMPTHOCTA Off MHLUJIEHTOT 110
pervoHu OuIa cyieHara:

Cxomje 15, TetoBo 4, Kouanu 3, butona 2, KymaHoBo 2,
Kpyueso 1, Benec 1, Oxpup 1, Crpymunia 1 bormanmu 1u [I.
Xucap 1 mouuHar.

JIIN_ - Hajronemy (pMHAHCUCKY 3aryOu ce perncTpUpaHu
Bo rpagoT CKolije co mporieHeTH HajmManky 2.075.843 eBpa,
a notoa cyefat onumtuHUTe; Kymanoso co 819.318 espa,
[Ipunen co 47092 epa, Ctpymunia co 41.252 eBpa, TeToBo
€0 39.979 eBpa UTH.

IopaTomuTe yKakyBaaT eKa HajroieMa KOHILleHTpaluja
Ha adeKTHpaHM M T[OYMHATH, KaKo M HAajroleMu
(huHaHCKCKY 3aryou Bo Peryomika MakeoH#ja Tpeda a
ce oyekyBaat Bo CKoITje M [IOrojieMITe IPpajIoBH 1 TOA IPe]]
ce Mopajiy MorojieMaTa KOHI[eHTpaluja Ha HaceJIeHUeTo.

Tabema 6p. 2 Ipernes Ha Opoj Ha aceKTUpaHH ,
TIOUMHATHU ¥ BKYIHU (DMHAHCKCKH 3aryou off
naHgemckuoT rpun 2009 roguHa Mo ommTUHA

Omurrana ad)gl')r;l?aﬂn H(Elll)/i:;m d)?%fﬁlsgn
Cromje 16 314 (31,6%) 15 2075843
KymaHoBo 6439 (12,5%) 2 819 318
Ipunen 3701 (7,2%) 0 47092
Crpymuiia 3242 (6,3%) 1 41252
TeroBo 3142 (6,1%) 4 39979
burona 3064 (5,9%) 2 38528
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JUCKYCHJA:

BoobuuaeHo cekoja romuHa Bo PemyOnmka MakemoHuja
ce jaByBaaT BO mpocek okony 24 118 ciyuau Ha rpun
(mery 20356 u 27000). CripaByBameTO CO 0BOj ITPOCEUEH
0Opoj Ha 3aboeHN He Oapa JIOMOTHUTETHN (PUHAHCUCKU
CpeJiCTBa, HUTY BOHPETHO aHTaKKparbe Ha morosieM 6poj
MeJJUIIMHCKY [TepCOHaJl.

KopucTejku T¥ JOCTalnHUTe U PeieBaHTHU MOJATOLM 32
cocTojoara 3a BpeMe Ha ITaHIeMCKUOT IPHUIT CO BUPYCOT A/
HIN1, a co uen ma ce npecmeta JIJIN (mu3acrep pedunur
uH/eKcoT Ha P. MakenoHuja) yTBpfieHU Oea CieJiHUTeE
cocTojou:

m Bo nepuopor ofi 40-tata Hemena 2009 go 5-TaTa
Hepnena 2010 roguHa Bo P. MakenoHuja perucTpupaHu
oune BRymHo 51.599 ciyyam Ha 1abOpaTOPUCKU
JoKaskaH rpur co Bupycot A/HINI,

B PEerucTPUpaHUOT MOPOUMTET Off OBa 3aboNyBambe
usHecyBan 252,9/10000 xureny,

B 0] BKYIHUOT Opoj Ha ciayyaun Bo 2009 roguHa Oue
peructpupanu 45.681 OonmeH, IITO MpeTCTaByBa
HajBHCOK Opoj Ha 3ab0/ieHM 3a MCTHOT TIEpPUOf] BO
nocnegHuTe 30 rOAMHML

Bo npopomkeHWe e HampaBeHa TpolleHKa  Ha
TIOTIOMTHUTETHOTO (DMHAHCKCKO ONITepeTyBambe 3a HallaTa
3eMja Kako MOC/IeIlia Ha ToTpebaTa 3a CIpaByBambe CO
naHieMuckuoT rput. Ilangemckuot rpun 2009 ropuxa,
BOHpeJHO ja omTepeTwa P. MakefoHHja cO HajManKy
267.135.930,00 menapu unu 5.225.489,00 eBpa, mpu 1WITO:

B 3aBOHpeIHHU IIperyieiu Ouie morpourenu 35.631.180,00
nexapu wim 581.259,00 espa (cropen @30 1eHarta Ha
eneH nperef Bo 2009 ropuna usHecysan /80 meHapu
, omHocHO 45681x7801eH.= 35 631 180z7ew),

B 3a OOJIHMYKO JIeKyBame Ha 3.195 XocmuTanu3upaHu,
oune norpomenu 59.107500,00 men wim 964.230,00
eBpa ( 3.195 mamuenTtu x 1850 feH./00MHIUKY JIEH),
IpH e 3eMeHO JIeKa IIPOCeUHOTO JIeKYBambe Ha CeKoj
nanyeHT Tpaeso 1o 10 geHoBu.mpoceuHo 10 gHEBHO
JIeKyBakbe),

B 32 BaKI[MHU MTPOTHB CBUHCKMU I'PUII TIOTPONIEHH Owe
BKynHO 225.584.000,00 genapu mmum 3. 680.000,00
eBpa ( mpu Toa BakumHupanu oOune 17000 nuua a
75000 BakIMHM OCTaHaje HEUCKOPUCTEHW IOpaju
HIOMMHAT POK Ha Tpaembe Bo 2011 rouHa).

[Ipu npecmeTyBame Ha JJJI u Komnnementapauot AU
3a P MakefjoHuja, KaJKy/aliyjaTa MojjaTOIUTe e u3BefieHa
BO OJIHOC Ha JIeJIOT off Ap:kaBHUOT Oy1eT 3a 2009 roguHa,
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HaMeHeT 3a 0BOj BH/] Ha HacTaHu, a Koj uzHecysan 0,005%.
(BucuHaTa Ha cpeficTBaTa e MpHKajkaHa co X BPeHOCTH
TOpa/Iy 3allITUTa Ha MOATOLH)

3AKJIYYOK:

1. BoBemyBameTo Ha T.H. ‘CMCTeM Ha WHIUKATOPH"
0BO3MOJKYBa:

a) AnropuTaMcKa IIpe3eHTaljaTa Ha MOaToLUTe 3a
HOTeHIMjaJTHUOT PU3MK Off MACOBHH MHIMJEHTH
co XbuP arencu.

0) wumeHTM(UKamja Ha  ByJAHepaOWIHOCTA W
yIpaByBauKWTe KamaljuTeTd Ha 3[jPaBCTBEHHTE
CHCTEMH 1

B) pa3sMeHa Ha TeXHWYKH WH(POPMALMK TOMery
jaBHMTe 3[]paBCTBEHU CUCTEMH, YIPaBHUTE OpraHu
M HOCHTEJIUTE HA EKOHOMCKA ¥ (hDMHAHCHCKA
0/ APIIKA BO /IpKaBara.

2. Bo cmopepnba co morosieMuoT 0Opoj Ha IpXKaBU BO CBETOT,
Penybnuka Makemonuja co BpegHoct Ha JIJIN ox 04
crafa BO peJioT Ha JIpyKaBH KO PacIiosiaraar co I0BoJieH
€KOHOMCKM, YIpaByBayky ¥ YOBEUKM MOTEHIHMjaNM 3a
aJleKBaTHO TJIaHMpamke M CIpaByBame CO MACOBHU
MeIUIMHCKY HHIumeHTH co XbuP arencu.

3. Jluctnpomnoprujata Mefy mu3actep geUIUT UHAEKCOT
(TT1) koj m3necysa 0,4 M KOMIIIEMEHTaPHIOT AU3acTep
neduur ungekc (JJIN') xoj ushecysa 0,95 ykaxkysa
meka u3asojyBameto Ha 0,005% o BKYmHHOT OyIieT
Ha [Jp)KaBaTa 3a oBaa HameHa Ou Moxken fga Oupe
HEJIOBOJIEH 3a TIOKPWBalbe Ha eBeHTYaJIHUTe 3aryou
TIpK 0BAKOB BUJ| Ha KAaTaCTPOPH.
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INCIDENT RISK ASSESSMENT OF MAJOR MEDICAL INCIDENTS WITH CBR AGENTS IN THE
REPUBLIC OF MACEDONIA

Ivchev ]!, Bekarovski N.2, Ivcheva N.}, Stikova E.3

! General Hospital “8th September* - Skopje
2 Clinic of Toxicology - Skopje
3 Institute of Public Health - Skopje

SUMMARY

Introduction: The persistent threats of major medical incidents with chemical, biological and radiological agents
elicit need for preparation of strategy for prevention, detection, effect mitigation and preparedness for fast and
effective medical response.

Aim: The basic goal of the study is risk assessment of major incidents with CBR agents in the Republic of Macedonia
and evaluation of the system and its preparedness for response from this kind of threat for the public health.

Material and methods: The risk assessment of major incidents with CBR agents in the Republic of Macedonia in
this study will be determined with algorithm analysis of the epidemic with A/HIN1 virus (pandemic flu), 2009/10,
using the adjusted method of Cardona and associates, which was applied for the first time in 2003.

Results: DDI (Disaster Deficit Index) of the R of M of 0,4, compared with other countries, is considered as country
with sufficient human, economical and governing capacities for respond to major medical incidents with CBR
agents. DDI' (Complementary Disaster Deficit Index) of 0,95 shows that 0,005% of the finances of the state budget
are not sufficient to cover the possible lost from this kind of catastrophe.

Key words: CBR agents, risk assessment indicators, indicators for assessment of preparedness for response to
disaster, disaster medicine,
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THE PILOT STUDY ABOUT DENTAL CARIES EXPERIENCE AMONG
15-YEARS OLD (SECONDARY SCHOOL) CHILDREN IN THE SOUTHEAST
REGION OF THE REPUBLIC OF MACEDONIA

TUIOT CTYJMJA 3A 3ACTATIEHOCTA HA TEHTAJTHAOT KAPUEC KAJ
15-TOQUIIHUTE ATOJTECIIEHTH O/ JYTOUCTOUHUOT PETHOH HA
PEITYB/INKA MAKEJTOHUJA

Ambarkova V.., Panova 0.2

I MSc, DDS, University St. Cyril and Methodius, Faculty of Dental Medicine,
Department of Paediatric and Preventive Dentistry, Skopje, Republic of Macedonia

2 DDS, PHO Health Center-Strumica, Department in the service of dentistry
Ul: Dimitar Vlahov Strumica 2400

Medicus 2015, Vol. 20 (2): 253 - 260

ABSTRACT

Aim: The aim of this study was to assess dental caries in 15-year-old children attending regular public secondary
school in Strumica.

Methods: The study was conducted during 2013 year for adolescents aged 15. In this cross-sectional study, secondary
school children from first grades (N=90) were selected from one Secondary School in Strumica. Participants dental
status was evaluated using the 1997 World Health Organization caries diagnostic criteria for Decayed, Missing or
Filled Teeth (DMFT) by 2 calibrated examiners. P value <0.05 was considered statistically significant.

Results: The total number of children in the sample was 90, comprising 32 (35.56 %) females and 58 (64.44 %)
males. The mean DMFT was 2.8444, with standard deviation (SD) of 3.2148 and 95% confidence interval (CI) of 2.1711-
3.5178. Significant caries (SiC) index was 6.33. The prevalence of caries-free children was 26.67 %. The percentage of
untreated caries or the ration of D/DMFT was 0.5586 (55.86 %).

Conclusions: The present study provides some evidence of low caries prevalence of 15 aged adolescents from
southeast region of our country. Incorporating of the other schools from different parts of the Southeast region
have to be done in the future.

Key Words: Caries, caries prevalence, DMFT index, Macedonia, school children.

INTRODUCTION

Decrease in dental caries in the world has occurred distribution, a new index called significant Caries Index
together with a skewed distribution of caries prevalence, (SiC) was introduced in 2000, to focus attention to those
with a small part of the population concentrating care individuals with higher caries indexes in the population
or need for dental treatment (1).Due to this skewed studied (1, 2).
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Figure 1

The Southeast Region (Figure 1) is located in the
extreme southeast part of the country and comprises
the Strumica-Radovish and Gevgelija-Valandovo basins,
the Strumica River valley and the lower course of the
Vardar River. In 2011, 8.4% of the total population in the
Republic of Macedonia lived in this region. The region
covers 10.9% of the total land area of the country and
has a population density of 63.2 people per km2 The
extensive hydrographic network, the great number of
sunny days, the climate and the favorable pedologic
conditions characterize the region as predominantly
agricultural. The large-scale production of high-quality
early vegetables, fruits and industrial crops enable the
development of the canning and food processing industry,
for which this region is renowned. In recent years, there
has been an increasing trend in tourism, shown by the
increased number of accommodation facilities, tourists
and nights spent in the region. This is mostly due to the
revitalization of the Dojran Lake and its exploitation for
tourism. Another specific feature of the region is that in
2011, compared to the other regions, it had the highest
activity and employment rates (71.0 and 64.4, respectively)
and the lowest unemployment rate (9.3) (3).

The current population of the Southeastern Statistical
Region is 171.416 citizens, according to the last population
census in 2002. The largest ethnic group in the Southeast
region are the Macedonians 90.4%, Turks 7.4%, Serbs 0.7%
and others 1.5% (Figure2).
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Figure 2

In the Republic of Macedonia, a system for monitoring
and registration of dental caries exists, but the statistics
is not coordinated with that of the European Union
and the WHO and the existing legal obligations are
not respected. For that reason, database with relevant
statistical indicators (DMFT) do not exist[4].

However, epidemiological data representing oral health

status, particularly referring to dental caries among
Macedonian school children are still insufficient and
incomplete.

WHOrecommendsperformingoralhealthepidemiological
studies in certain key age groups: adolescents from 12 and
15 years old and in children 5 to 6 are two of these. From
an epidemiological point of view, dental caries is widely
disseminated across the world and may be considered
a public health problem in Macedonia. It results from
differences between normal interactions of the teeth
surface, microbial biofilm, oral hygiene and dietary
habits, and still equally affects individuals of all ages (5).
Some reports have identified different socioeconomic
and sociodemographic variables associated with caries,
such as age ( 6, 7, 8) and being female (9, 10).

Diverse strategies have been carried out to bring under
control the dental caries problem, mainly by means of
fluoridation in its various approaches (11,12 ).

The objective of the present study was to expand the
information with regard to adolescent oral health by
evaluating experience, prevalence, and severity of dental
caries in adolescents (15-years old) from Southeast region
of the Republic of Macedonia.
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AIM

The aim of this study was to assess the dental caries
prevalence and experience of 15-year-old secondary
school children within the Southeast Region of the
Republic of Macedonia and evaluate how their disease
pattern is related to variables, such as gender, rural-
urban areas of the population.

METHODS

The sample for the present cross-sectional study
was 90 school children from four classes of first
grades (electrical technicians, transport and shipping
technicians, electromechanical technicians and traffic
technicians) attending secondary municipality school
“Nikola Karev” in Strumica. Based on the information
from the Macedonian Institute of Statistics [13] there are
approximately 6790 children attending regular secondary
schools in this region. In the municipality Strumica live
54 676 inhabitants. In the municipality of Strumica, three
secondary schools exist in which 3807 pupils attend the
schools.

Written permission was obtained from the Regional
Education Authority and parents or guardians of the
pupils. Permission for the study was obtained from the
school authorities, who sought and obtained consent
from the parents of the children concerned.

It was decided to use cluster sampling because it was
more economical and achievable within the constraints
of resources and finance. Four classes of children in
the secondary municipality school “Nikola Karev” were
included in the study. Ethical approval was obtained from
the Ministry of Health.

The study was conducted over a period of one month
in April 2013.Data were collected by means of clinical
examinations in daylight using plain dental mirrors and
probe, which took place in separate room with the
subject seated on the dental chair.

Inclusion criteria for dental caries were diagnosed
clinically and detected as visually apparent cavitations,
discolorations of the enamel and/or visually diagnosed
recurrent caries lesions. No radiographs were taken
at that stage. Clinically acquired data was stored for
each patient separately. DMFT scores were evaluated
according to the WHO criteria (5). The following criteria
also included D component for untreated caries, M
for teeth which were missing due to caries, and F for
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fillings that were present at the time of examination.
Caries prevalence was classified according to a scale
as an indicator of oral health, DMFT 0 to 1.1 (very low
prevalence); DMFT 1.2 to 2.6 (low prevalence); DMFT
2.7 to 4.4 (moderate prevalence); DMFT 4.5 to 6.5 (high
prevalence) and DMFT>6.6 (very high prevalence).

Children from first grades of secondary schools are
around 15 years old. At this age the permanent teeth have
been exposed to the oral environment for 3-9 years. The
assessment of caries prevalence is therefore often more
meaningful than at 12 years of age. Oral exams

were performed by two examiners, who were previously
trained and standardized. WHO's criteria for detection
of caries were employed (kappa interexaminer =0.93;
intraexaminer =0.98). Two calibrated dental examiners
conducted the dental examination and the clinical part of
the form was filled in by two other trained dentists (kappa
values for inter-examiner reliability was 0.93). World
Health Organization 1997 [5] caries diagnostic criteria
were followed. The DMFT, Decayed, Missed, or Filled
Surfaces (DMFS) and SiC indices were used to evaluate
children dental caries experience. A new index called the
‘Significant Caries Index’ (SiC) was recently proposed by
the World Health Organization (WHO) to draw attention
to those individuals with the highest caries scores in each
population [1, 2 Bratthall].This index is calculated as of
the DMFT scores (mean decayed, missing, and filled teeth)
and the third of the population with higher DMFT scores
are the bases to calculate SiC (2).

STATISTICAL ANALYSIS

Simple descriptive statistical tests were used in the form
of percentage and frequency distribution. For statistical
analysis of DMFT scores to access the oral health among
secondary school children, the R software environment
for statistical computing was used (http://www.r-project.
org/).

One way analysis of variance (ANOVA) was used to find
the difference in mean DMFT between sex groups and
area groups. Kruskal-Wallis rank sum test was used to
find the difference in mean DMFT of the children living
in different cities.

RESULTS

Statistical data that was collected were from secondary
school children in the Southeast Region of the Republic
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of Macedonia. For each child following data was recorded:
age, sex (male or female), ethnic group, area (urban or
rural), city/village, number of decayed teeth (DT), number
of missing teeth (MT) and number of filled teeth (FT).
Then, the DMFT score, the sum of DT, MT and FT, was
calculated and recorded for each child. The size of the
statistical sample was 90. In table 1 and 2, the distribution
of individuals in studied sample is given.

The mean value of the DMFT index for the whole sample
is 2.844 , with standard deviation (SD) of 3.214, and 95%
confidence interval (CI) of 2.1711 - 3.5178. In the whole
sample, 24 (26.67%) % of the individuals were caries free
(DMFT=0). As a complement of the mean DMFT value, for
the whole sample, the SiC index of 6.33 was calculated.

In Figure 3, the distribution of DMFT score is given. The
Shapiro-Wilk test for normality was performed, and the
hypothesis that the data is normally distributed is rejected
with p-value 4.677e-10 << 0.05.In Figure 4, the boxplot of
DMFT score in the whole sample is given, showing the
range, quartiles and outliers.

The mean DMFT index with SD and 95% CI were
calculated for each group (according to sex orientation
and area of living) and these results are reported in Table
3. Kruskal-Wallis rank sum test is a nonparametric test,
so the normality of data is not necessary. With this test
the equality of medians is tested, and it achieves its best
performance for sample sizes 5 and larger. There are
not statistically significant differences between DMFT
medians for individuals who live in Strumica and Radovis,
with p-value = 0.3633 > 0.05 (Table 4).Distributions of
DMEFT scores for some of the groups are illustrated by the
boxplots (Figure 5 and 6).

One way Analysis of Variance (ANOVA) was performed to
see if there are differences in mean DMFT index between
the groups, and corresponding p-values are reported in
Table 3.0ne way analysis of variance (ANOVA) with p-value
= 0.7667 > 0.05, show that there are not statistically
significant differences among males and females (Table 3
and Figure 5).

While, one way analysis of variance (ANOVA) with p-value
= 0.2834 > 0.05, show that there are not statistically
significant differences between mean DMFT scores for
individuals who live in urban and rural area (Table 3 and
Figure 6).

The DMFT components, DT, MT and FT, were also
analyzed. The frequencies, mean values, SD’s and 95%
CT's are reported in Table 5 and Figure 7.

Revisté mjekésore - MEDICUS | 256

IS ISP

000000000000

DISCUSSION

Data about oral health in adolescents is sparse in the
scientific literature, not only in Macedonia but also
in general (11). In this context, one contribution of the
present findings is to help fill the existing information
gap for this age group. First, we found that caries
prevalence was close to 75 percent in this population -
that is,three out of every four adolescents had at least
one tooth decayed.

This prevalence (73.33 percent), the DMFT index (2.8444
+ 32148 ) and the SiC (6.33) observed in 15-year-old
adolescents were lower than those reported in the other
studies from Balkan countries-for example, the findings
reported by Markovic et al (14). Among 15-year-olds from
Bosnia and Herzegovina, the DMFT was 7.6 (SD + 4.1), SiC
was 9.2 (SD # 1.2), and filled teeth constituted the major
part of the index. In the study from Lali¢ M et al.(15)
conducted in Belgrade, the capital of Serbia, DMFT index
of 15-year old children was 5.84.

Following WHO methodology made it possible to compare
our findings with other national surveys.The first
nationwide survey according to WHO standards on the
prevalence of dental caries from this region (the region
of former Yugoslavia) was carried out in 1986 (16 ). Results
showed the prevalence of dental caries in the Yugoslav
child population to be very high, with a mean DMFT for
12-year-olds of 6.1and 9.6 for 15-year-olds(16Vrbic, Vulovic).
Slovenia was the only former Yugoslav country where a
remarkable decrease in caries prevalence was recorded
(17).

In the analytical study of Nishi et al. published in 2002,
all the country except three (Bolivia, Costa Rica and
Honduras) has DMFT mean values less than 3.Only
Jamaica, Senegal and Sweden showed SiC indices that
were less than 3 DMFT(1).

The SiC is part of DMFT, calculated on one third of
population with the highest caries scores and it is always
higher than DMFT. In general, the greater the mean
DMFT a country has, the greater the SiC index (1). Some
other studies reported average DMFT score in the group
of 15 years old subjects 1.8 in Germany (18), 3.19 in Greece
(19), 4.3 in Slovenia (17), and 6.6 in Bosnia (20).

In the investigation conducted from May 2003 to
May 2004, Ambarkova et al. (21) studied the fluoride
concentration in the sources of drinking water in 92
localities from Macedonia. Optimal fluorine contents
was found in the tap water from village Kolesino, and
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suboptimal in the villages Balinci, Marvinci, Brajkovci,
Murtino and Pirava. Unfortunately, our study did not
include students who were born in these villages, except
one student from Murtino.

Since health promotion activities in Macedonia are not
systematically and consistently implemented, and the
health care system is oriented toward treatment rather
than prevention of oral diseases, DMFT score in 15 year-
old adolescents of 2.8 is not so worse.

However the value of 2.8 DMFT for15 year old children
from Strumica is even better than DMFT value find by
Oulis et al. in Greece, but worse than the value of DMFT
estimated in Germany by Schiffner et al (18). This region of
our country is economically more developed compared to
other regions. Strumica is the main agricultural center
in the Republic of Macedonia, with good developed food
industry, textile factories and a developed domestic and
international trade network. This is due to its location
and favorable climate. Strumica is the largest city in
the eastern Republic of Macedonia, near the Novo Selo-
Petrich border crossing with Bulgaria. Relatively good
oral health of adolescents from this region and DMFT
index of 2.84 maybe is due to their adequate attitudes
and habits.

In Central and Eastern European countries, increased
prevalence of dental caries in school children
and adolescents is associated with inconsistent
implementation of preventive measures and lack of
organized health promotion activities (22).

CONCLUSIONS:

The prevalence of dental caries in secondary school
children from Strumica was 73.33%. The mean DMFT was
2.844 + 3.214. Significant caries (SiC) index was 6.33. The
prevalence of caries free children was 26.67 %.

The present study provides some evidence of low caries
prevalence of 15 aged adolescents from southeast region
of our country. Incorporating of the other schools from
different parts of the Southeast region have to be done
in the future.
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Distribution of individuals in studied sample
(gender, area).

Area

Sex Male Female Total

Urban 31(34,44%) 9(10%) 40 (44,44%)

Rural 27(30%) 23(25,55%) 50 (55,56%)

Total 58 (64,44%) 32(35,56%) 90 (100%)

Table 2. Distribution of individuals in studied sample
(city/village of living ,ethnic affiliation).
ethnic
affiliation
Macedonians| Turks Total
CltyéVlllage
of living
Strumica 31(34.44 %) 2(222%) | 33(54,33%)
Radovi$ 6 (6.67 %) 0(0%) 6 (11, 19%)
Vasilevo 3(3.33%) 0(0%) 3(10, 24%)
Novo Selo 4(4.44 %) 0(0%) 4(3,15%)
Kuklis 3(3.33%) 0(0%) 3(3.33%)
Bansko 3(3.33%) 0(0%) 3(3.33%)
Vladevci 3(3.33%) 0(0%) 3(3.33%)
Gradosorci 01(0 %) 1(1.11 %) 1(1.11 %)
Ilovica 3(3.33%) 0(0%) 3(3.33%)
Others 31(34.44 %) 0(0%) 31(21, 26%)
Total 87(96.67 %) 3(3.33%) 90 (100%)
Table 3. Caries free individuals, DMFT scores and
equality tests for mean DMFT index
DMFT
p-value
caries free  Mean (SD) 95% CI
whole o | 2844 2.1711-
sample | 24(2667%) | 5510 | 35178
sex groups
male | 15(25:86%) | 2913 3516) | L5
0.7667
female | 9(2812%) |2719(2630)| L7
area groups
o 3.275 2.0061-
urban area | 11(27.50%) (3.9677) 45439
2.500 1.8056 0.2654
rural area | 13(26.00%) (2'. 143) 31944

Table4 Caries free individuals, DMFT scores and
equality tests for mean DMFT index (city/

villages)
DMFT
95%CI
for %MFT
caries | Mean |geo | DMFT | MECIAN
free | (D) |**C![median Wivlvcl(t)gon p-value
signed
rank test
c1t /fvillage
f living
~ 10 | 2848 | 1750- 2.000001 -
Strumica {3 309 | (5.073) | 3938 | 290 |5.000031 | 03633
Radovis |6 (6.67%) gg% 400 | 1-20
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Table5. DT, MT, FT frequencies and scores for the

whole sample 8 ©
frequency Mean (SD) 95% CI -

DT 55.86% 1.589(2.565)  1.052-2.126 T

MT 9.37% 0.267(0.699)  0.120-0.413 o °

FT 34.77% 0.989 (1.821) 0.608-1.370 i— -
o - ‘
. T T

urban rural

Figure 6. Boxplots of DMFT score for area groups.

o
Figure 3. Distribution of DMFT score in the whole o ©
sample
w ]
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Figure 7. Boxplots of DMFT score for Strumica and
7 Radovis.
Figure 4. Boxplot of DMFT score in the whole sample.
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Figure 8. Boxplots of DT, MT and FT score in the whole

Figure 5. Boxplots of DMFT score for sex groups. sample.
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[TWIOT CTY[IMJA 3A 3ACTAIIEHOCTA HA IEHTAJTHUOT KAPHEC KAJ 15-TOJUITHUTE
AJJONECHEHTH OZ1 JYTOUCTOYHUOT PETMOH HA PEITYB/IMKA MAKEJJOHHJA

AwmbapxoBa B.!, [TanoBa O.2

! KnvHuKa 3a ieTcKa 1 peBeHTHBHa cToMaToyioruja, Cromaronomku akynret, YusepsuteT CB. Kupu u
MeTomuj
2 J3Y 3apaBcTtBeH goM-CTpymuiia

ABCTPAKT

Ilen Ha oBaa cTyAuja e fa ce ofIpeid 3aCTarleHOCTa Ha IeHTAJTHUOT Kapuec Kaj 15-rof[uIHu flelia KOW 'Y ToCeTyBaaT
pefoBHUTE jaBHU yudumniiTa Bo CTpymuiia.

MeTopu: VcrniuTyBameTo e CIpoBefleHO BO TeKOoT Ha 2013 ropguHa Kaj ajonecteHTy on 15 roamau. Kaj oBaa Ha
HarpeueH MIpeceK CTyOuja, YYeHULIUTE Of CPEeIHOTO YUWIMIITE of MpBa rogauHa (N=90) Oea celeKTHMpaHU Of eOHO
cpenHo yuunuiite on CtpyMulia. JJeHTaJHUOT CTATyC Ha YUeCHULIUTE BO UCIIUTYBAKETO Ce OApedyBalle CO KOPUCTEHE
Ha JIUjarHOCTUUKUTe KpuTepuyMu Ha CBeTcKaTa 3ppaBcTBeHa OpraHuzalldja 3a KapuUecoT, TPeKy Kapuo3HUTe,
eKkcTpaxypaHure 1 ruoMbupanure 3a6u (KEIT) og 1997 romuHa, of cTpaHa Ha ABajua KaaubpupaHd UCIIUTyBadu. [1
BpenHocTta < 0.05 ce cMeTallle 3a CTATUCTUUKKM 3HAUajHA.

PesynaraTu:BrynHuoTr Opoj Ha feraTa Bo ImpuMepokoT beie 90, counHyBajku 32 (35.56%) meria of »KEHCKU U 58
(64.44%) menia ox mamku mon. CpepHata BpegHoct Ha KEIT uHpgekcoT nsHecyBauie 2.8444, co craHmapiHa neBuvjalivja
(SD) oz 3.2148 1 95% unTepBasn Ha noBepba (CI) ox 2.1711- 3.5178. CurHndrKkaHTHHIOT Kapuec nHaekc (SiC) musHecyBaiie
6.33.3acTarieHocTa Ha fellaTa 6e3 Kapuec Oelle 26.67%. [TpolieHTOT Ha 3a0M cO HeTpeTHpaH Kapuec WM OJHOCOT
romery 3abure co Kapuec u BKymHUoT KEIT usnecysatue 0.5586 (55.86 %).

Knayunu 300poBu: Kapuec, rnpepasiednnja Ha kapuec, KEIT ungekc, Makeonuja, yUuIvIIHN Jeria.
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EFFECT OF SYNBIOTIC SOYMILK ON INTESTINAL MICROBIOTA AND
LIPID PROFILE IN ADULT SPONTANEOUSLY HYPERTENSIVE RATS

B/INJAHUE HA ®EPMEHTHPAHO COJA MJIEKO HA IIPEBHATA
MHUKPO®IOPA 1 TUITNIEH ITPO®IIT KAJ CIIOHTAHO
XUIEPTEH3UBHU CTAOPLIN
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ABSTRACT

The aim of the study was to examine the influence of a new synbiotic fermented soymilk on microbiota and lipid
profile in rats. In addition body weight, and stool consistency were also investigated.

Material and methods: Soy milk fortified with prebiotic (Synergyl) was fermented with probiotic L casei-01. The
viable L casei-O1 counts in fermented end product were 11.49+0.13 loglO cfu mL-1. 1 ml of synbiotic fermented
soymilk was administered daily to six months old male spontaneously hypertensive rats (SHR’s). After 4 weeks
treatment, jejunal, illeal, colon and fecal samples were analyzed for Lactobacillus spp, E coli, Enterococcus spp
and Staphylococcus spp viable counts. Cholesterol, triglycerides and HDL concentrations in blood samples were
determined.

Results: The significantly higher viable Lactobacillus spp counts followed with significantly decreased E coli and
Enterococcus spp counts in all samples were observed in treated vs. control group. Staphylococcus spp counts
were significantly decreased in colon samples. The difference in lipide profile was insignificant.

In conclusion, synbiotic fermented soymilk significantly improved the composition of the intestinal microbiota in
rats. The lipid profile of healthy adult spontaneously hypertensive rats was not altered.

Key words: L. casei, Synergy 1, spontaneously hypertensive rats, intestinal microbiora, lipid profile

INTRODUCTION
chronic diseases such as GI disorders, cardiovascular

Intestinal microbial ecosystem comprised of various . ) ! i
disease, cancer, osteoporosis and healthier aging (1).

bacteria with diverse metabolic capacity influence the

health status of the host. There is a complex relationship
between diet and intestinal microflora. Expanding
interest in healthier diet challenged researchers to
design functional food, food that not only provide basic
nutrition, but also has the ability to provide health
benefit effect. Some of health claims are prevention of

Examples of functional ingredients which can be
incorporated in food products to obtain functional foods
are probiotics and prebioticsi.e. synbiotics. Probiotics are
defined by FAO/WHO (2002) as live microorganisms that,
when administered in adequate amounts, confer a health
benefit on the host (2). Probiotic bacteria yield the health
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benefits due to their interactions with the microbiota in
gastrointestinal tract (3). However, insufficient viability
and survival of these bacteria in the food product and
during the transit in the upper intestine remains a
problem, which can be solved by adding a prebiotic.
Prebiotics acting as a support to the probiotic growth
contribute to increased number of live probiotic cells and
potentiate their effects in the delivery matrix as well in
the gut. “A prebiotic is a selectively fermented ingredient
that allows specific changes, both in the composition and/
or activity in the gastrointestinal microflora that confers
benefits upon host well-being and health” (4). Utilization
of prebiotics is strain specific and proper choice of pro-
pre mixture in functional food development is essential.
According to our previous study, oligofructose - enriched
inulin (Synergy 1) is considered as favorable prebiotic for
the synbiotic mixture (5), thus for the preparing of our
functional soymilk, this prebiotic was chosen.

Various dietary strategies based on probiotic
interventions have been proposed after establishing
strong relationship between diet, gut microbiota
and risk factors for cardiovascular disease (obesity,
hypertension, dislipidemia) (6, 7). WHO alert that, by
2030, cardiovascular diseases (CVD) will be the leading
cause of death in the world (8). Elevated serum cholesterol
level is a risk factor for CVD. Many researches claimed
that probiotic Lactobacillus can lower serum cholesterol
level of humans and animals (9). However, there are still
controversial reports owing to the differences among
probiotic strains used in the studies, combinations
of probiotics and prebiotics to develop a synbiotic
formulations and in vitro laboratory conditions which
not always reflect the indigenous conditions of the in vivo
systems (10).

In addition, in functional food development, important
input has the food product which is used as delivery
matrix for probiotic/synbiotic. Soybean-based foods are
of great interest since 1999, when U. S. Food and Drug
Administration approved indication of soy consumption
in lowering the risk of CVD (11). Soymilk has several
nutritional advantages over cow’s milk such as reduced
level of cholesterol, saturated fat, and is lactose free
product (12). Due to these properties, usage of soymilk
is favorable for the consumers who are at risk of CVD
or lactose intolerant people. In addition, among a wide
variety of soy-based food products, soymilk is considered
as the most acceptable product for the consumers with
specific dietary and health concerns.
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The prepared synbiotic soymilk product in our study
may be applied in individuals who are at risk of CVD. The
probiotic L. casei possesses proven health effects (13).
The prebiotic effect of the inulin and oligosaccharides
are also confirmed in the literature (14). However, any
new synbiotic mixture and delivery matrix used have to
be separately evaluated due to the specific substrate-
and strain-dependent effects. Namely, the effects
of a probiotic/synbiotic have to be demonstrated in
appropriate in vivo studies and approved in a view of the
dosage regimen, duration of the treatment, host benefits
and safety of consumption.

The aim of this study was to evaluate the effect of L.
casei-01 fermented soy milk fortified with Synergy 1 on
intestinal microbiota and lipide profile of spontaneously
hypertensive rats. For this aim, rats were administered by
synbiotic enriched fermented soy milk with high viable
level of L. casei-01 during 4 weeks.

MATERIAL AND METHODS
Animals and facility

The study was conducted on male SHR/NCrl rats
originate from Charles River Laboratories Inc., Germany.
The experiments were performed in an accredited
establishment (number 11-4888/3; animal facility of the
Medical Faculty, UKIM, Skopje, Macedonia) according
to guidelines of the Macedonian government. The
environmental conditions were carefully controlled:
temperature (22 + 1°C), humidity (approximately 50%)
and 12:12 h light:dark schedule (07.00-19.00). The animals
were supplied with water and commercial rat chow (a
mixture of 20% protein-complete mixture for laboratory
rats, Veterinary Institute, Subotica, Serbia) ad libitum.
Animal handling met the national regulatory guidelines
on proper care and use of laboratory animals and was
approved (approval No 02-1392/1) by Food and Veterinary
agency of Macedonia (the competent authority in
Macedonia).

Study design

Six months old male SHR rats (n=20) were randomly
divided into 2 groups, control group (K) receiving saline
solution and F group treated with fermented soymilk.
All animals had free access to commercial rat chow and
water throughout the study. The animal received 1ml of
experimental diet daily, by gastric intubations (Feeding
needle-16 Gauge/75mm long, FST - Fine Science Tools,
Germany).
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The duration of the experiment was 4 weeks. At the end of
the treatment rats were sacrificed by an ether anesthesia.
Blood was collected from abdominal aorta and analyzed
the same day. Ten cm of the proximal jejunum, 10 cm of
the terminal ileum and colon of rats were cut off. For
the microbiological analysis the intestinal content was
collected by gentle squeezing. The samples of each group
were pooled, weighted and placed in fecal containers. The
samples were plated on selective media within 2 hours of
the collection procedure.

Fermentation of soymilk

Preparation and optimization of synbiotic fermented
soy milk is completely explained in previous study (5).
Briefly, commercial (cholesterol, lactose and gluten
free) soymilk (Valsoia Original - VALSOIA SpA, Italy)
was fortified with 1.5 % w/v prebiotic, oligofructose-
enriched inulin (Synergy-1, Orafti® Synergy 1, Orafti-Rue
L. Maréchal, Tienen, Belgium). The mixture was heat
treated in a water bath at 90°C for 30 min, then cooled to
37°C and aseptically inoculated with L. casei-01 (FD-DVS/
Lactobacillus casei-01 nu-trish, Chr. Hansen, Hoersholm,
Denmark). The fermented soymilk end-product contained
11.49+0.13 log10cfu/ml L casei-01. During the experiment,
the synbiotic fermented soy milk was stored at the
refrigerated conditions. The viable L. casei-01 counts
were stable during storage of two weeks. However, every
week new batch was prepared.

Bacterial analysis
Isolation and enumeration of target microorganismus

For the purpose to determinate the viable counts of the
microorganisms studied, the surface-spread method on
selective media was used. Quantitative microbiological
analyses were done in triplicates. The samples were
homogenized in normal saline using hand-held glass
homogenizer, filtered through sterile gauze and serially
diluted. The volume of 0.1 ml of subsequent 10-fold serial
dilutions was transferred to Petri plate. Culture media
and incubation conditions are summarized in Tab 1.

Table1.  The selective media and incubation
conditions for targeted bacteria.

Lactobacillus spp ~ MRS agar (deMan, Rogosa 37°C/72h
and Sharpe, Oxoid Anaerobicaly
LTD,Hampshire, England) ~ (GasPak System)

Staphylococcus spp  Baird Parker agar (Oxoid 37°C/48h
LTD,Hampshire, England) Aerobically

Enterococcus spp Slanetz Bartley agar (Oxoid 37°C/48h
LTD,Hampshire, England) Aerobically

E coli Chromocult® Coliform Agar 37°C/24h

(Merck KGaA Aerobically
64271 Darmstadt, Germany)
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For enumeration of viable counts, plates containing 25-
250 colonies were considered. Results are expressed as
log10 cfu g -1 wet feces and intestinal content.

Lipid profile

The serum samples were analyzed for total cholesterol,
high density lipoprotein (HDL) and triglycerides using a
ChemWell® Automated Chemistry Analyzer (Chem Well;

Awareness Technology, USA). The results are expressed
in mmol/l.

Statistical analysis

The results obtained are presented as means = SD.
Differences were determined by using pared Student
t-test. Probability level of p<0.05 was used as a significant
difference.

RESULTS
Counts of viable Lactobacillus spp

Viable counts of Lactobacillus spp in different intestinal
compartments extracted from control and treated rats
are comparitively given at Fig. 1.

*

Lactobacillus spp (logio cfu/g)

Feces Colon lleum Jejunum

samples

Figure 1. Effect of synbiotic fermented soymilk on
viable Lactobacillus spp counts in different
intestinal compartments. All results are
expressed as mean =SD of 10 rats. *Significant
when p<0.05. K, control rats; F, treated rats.

Fig. 1 apparently shows the difference of the total
lactobacilli counts in the samples taken from different
intestinal compartments of the control and treated rats.
The samples were collected at the end of the treatment.
The observed values in feces, colon, ileum and jejunum
samples in treated vs. control rats were 11.4+0.3, 9.7+0.01,
8.6+0.07, 8.3+0.1 vs. 8.90.4, 8.6+0.25, 8.06:0.02, 7.8+0.14
log10 cfu/ml, respectively.
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Effect of synbiotic fermented soymilk on
viable E coli counts in different intestinal
compartments. All results are expressed
as mean +SD of 10 rats. *Significant when
p<0.05. K, control rats; F, treated rats.

Figure 2.

On Fig. 2 are shown values for E coli counts after 4 weeks
treatment in feces, colon, ileum and jejunum samples
for treated vs. control group: 4.8+0.1, 4.4+0.3, 3.4+0.43,
3.3+0.28 vs. 5.30.05, 4.8+0.03, 4.4+0.08, 4.13+0.06 log 10
cfu/ml, respectively.
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Figure 3. Effect of synbiotic fermented soymilk on

viable Enterococcus spp counts in different
intestinal compartments. All results are
expressed as mean +SD of 10 rats. *Significant
when p<0.05. K, control rats; F, treated rats.

Values in Fig. 3 represent the changes in Enterococcus
spp counts in feces, colon, ileum and jejunum samples for
treated vs. control group: 5.56+0.06, 5.33+0.03, 4.9+0.14,
4.18+0.24 vs. 5.78+0.01, 5.8+0.08, 5.3+0.14, 4.5:0.14 logl0
cfu/ml, respectively.
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Effect of synbiotic fermented soymilk on
viable Staphylococcus spp counts in different
intestinal compartments. All results are
expressed as mean mean =SD of 10 rats.
*Significant when p<0.05.

Figure 4.

The changes in Staphylococcus spp counts are shown
in Fig. 4. The observed values in feces, colon, ileum and
jejunum samples for treated vs. control group were:
71:0.02, 6.66=0.2, 5.64+0.3, 5.58+0.17 vs. 725 +0.06,
6.97+0.06, 5.57+0.07, 5.6+0.2 log10 cfu/ml, respectively.

Changes in lipid profile in serum of SHR after 4 weeks
treatment are shown in Fig. 5.

25 4
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HDL-c holesterol
lipid profile

Total cholesterol Triglycerides

Figure 5. Effect of synbiotic fermented soymilk on total
cholesterol, triglyceride and HDL-cholesterol
values. All results are expressed as mean +SD
of 10 rats. *Significant when p<0.05.

The observed values in treated vs. control SHR’s for the
total cholesterol, triglycerides and HDL-cholesterol in
serum, were 2.2+0.18, 0.58+0.09 and 0.7+0.08mmol/L vs.
2.29+0.2, 0.55+0.08 and 0.73+0.18mmol/L respectively.
There was not a significant difference among groups.
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DISCUSSION

The aim of the study was to investigate the ability of
the high viable level of L casei-01 administered daily in
fermented soy milk to modulate the intestinal microbiota
in the gut of SHR’s. The 4 week oral gavage treatment
with probiotic dose of 11.49+0.13 logl0 cfu mL-1 has
shown changes in viable cell counts of Lactobacillus spp,
E. coli, Enterococcus and Staphylococcus. According
to the findings that fecal samples do not reflect the
microbiota of the small bowel and are not adequate to
assess probiotic colonization (15), we have also performed
the analysis of the colon, ileum and jejunum samples.

After dweeks treatment with synbiotic fermented soymilk,
the lactobacilli counts were significantly increased not
only in fecal and colon samples, but in ileum and jejunum
as well (Fig. 1). Obtained results are in agreement with
report of Minelli et al. (2004), who observed a stimulatory
effect of the consumption of milk fermented with L
casei on lactobacilli in rats (16). The obtained results in
this study strengthened the claims that L casei survives
transit through the gut when consumed in fermented
milk diets and reach the colon in sufficient number to
exert the beneficial effects (17).

On the other hand, claims based on in vivo and in vitro
studies in respect to the ability of L casei to colonize the
rat’s jejunum and ileum are inconsistent. The variations
of the results obtained in different studies are attributed
to different L casei strains used, as well as different
inoculum and delivery matrix. For example, the adhesion
of L. casei strains to mouse ileal epithelial cells was
studied in vitro. Lactobacillus casei CRL 431 and other L.
casei strains isolated from humans showed good ability
to adhere to exfoliated ileal epithelial cells, while L. casei
isolated from dairy source did not (18). Furthermore,
the adhesion ability of Lactobacillus casei ATCC 393 was
evaluated in vivo on Wistar rats. The rats treated for 7 days
shoved higher values ( 26 log cfu/g) in colon and cecum
than rats with single oral administration (5 log cfu/g). The
adhesion in jejunum and ileum was significantly lower
(<3 logCFU/g). This indicated that adhesion is targeted
process. In addition, the harsh environment in ileum
and jejunum contribute to lower adhesion (19). The 4
weeks treatment conducted in our study comprising a L.
casei-01 dose of 11.49 logl0 cfu/ml per day significantly
increased the viable cell counts of Lactobacillus spp in
jejunum and ileum of SHR’s.

As we expected, the E coli counts were significantly
reduced in all examined samples (Fig. 2). The effect of

Original scientific paper

lactobacilli on coliforms is known for years. One of the
proven mechanisms of action is competitive colonization
(a process that has been demonstrated in vitro) (20).
Furthermore, Worametrachanon et al. (2014) performed
the quantitative polymerase chain reaction analysis and
demonstrated that L casei-01 increased the lactobacilli
counts in colon, while decreased the number of coliforms.
In this study, a simulator of the human intestinal
microbial ecosystem was used (21).

While Ning Xie et al. (2011), reported that enterococci
were not affected by lactobacilli treatment, Manley et
al. (2007) demonstrated a significant reduction in the
detection of Vancomycin-resistant Enterococcus (VRE)
in fecal specimens of patients receiving a probiotic
yoghurt containing Lactobacillus rhamnosus GG (LGG)
(22, 23). L casei-01, the commercial name for L. paracasei
sp paracasei used in our synbiotic mixture, significantly
reduced Enterococcus spp counts not only in feces, but in
all examined GIT compartments (Fig. 3).

Staphylococcus spp counts were significantly decreased in
colon samples (Fig. 4). The lowering effect was consistent
with anti-staphylococcal activity of L. paracasei sp
paracasei confirmed by in vitro and in vivo studies (24).

It is known that as a consequence of harsh environment
in GI tract, the viability of probiotic cells is reduced.
Furthermore, there are claims that in order to achieve
significant health effects, probiotic should be provided
at a minimum concentration of 106 cfu/g, while FAO/
WHO (2002) recommended effective dosage for probiotic
consumption to be 108 - 1011 cfu/g daily (6, 2). Taking
this into consideration, we fortified the soy milk by the
probiotic inoculum to reach the highest recommended
dose of 1011 cfu/ml. The obtained results have shown
that the dose was high enough for L casei-01 to exert its
beneficial effects on the targeted bacteria in the treated
rats.

The effects that we have observed can be explained by
direct influence of L. casei-01 on the total number of
lactobacilli, and the competitive effect on the potentially
harmful bacteria. On the other hand, bioactive peptides
in fermented milk exert their antibacterial effects as
well. Also, the short-chain fatty acids produced during
the fermentation of oligofructose and inulin mixture
(Synergyl) may contribute to the beneficial effects
observed. These findings were confirmed by in vitro
studies, too. Namely, Kingwatee et al. 2014 reported
that L casei-01 after fermentation of 24 h in lychee
juice enriched with inulin significantly enhanced the
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growth of the colon lactobacilli and bifidobacteria, while
suppressed the growth of harmful microbes including
fecal coliforms, and total anaerobic bacteria (25).

Various studies have shown that probiotics could lower
the cholesterol. Several mechanisms have been proposed
via control of cholesterol metabolism. The suggested
mechanisms are removal the cholesterol by assimilation
(26, 27), lowering the absorption from the small intestine
by binding the cholesterol and bile acids to cell surface
(28) and the effects of bacterial bile-salt hydrolaze
(BSH) activity (29). To evaluate the cholesterol-lowering
effect of L. casei-01 we previously performed in vitro
experiment. The results showed significant cholesterol
assimilation. Although the BSH activity in vitro was
insignificant, we presumed that the probiotic still has an
ability to decrease the cholesterol level in vivo (30). The
values observed for total cholesterol in treated rats were
lower than in control rats but the differences were not
significant. The synbiotic fermented soymilk has shown
no significant effect on triglyceride and HDL values,
either (Fig 5). In some of the experiments that have
provided the evidence to support the roles of probiotics
and synbiotics in improving the lipid profiles, the subjects
(animals or humans) were treated at least 6 weeks. For
example, male Sprague-Dawley rats aged 5 weeks were
treated with diet in which 20% of the diet was replaced
by soy yogurt (lactic acid fermented soymilk) for 7 weeks.
At the end of treatment the level of plasma cholesterol
was significantly reduced (31). Furthermore, a variety of
studies were conducted on subjects with altered lipid
status due to high -carbohydrate or high -lipid diets
(32). Results from experiment on male Wistar rats fed
with cholesterol-enriched diet with L. casei ASCC 292,
FOS, and maltodextrin, ad libitum for 6 weeks, showed
significantly lower total cholesterol and triglyceride levels
compared with the control rats fed with high-cholesterol
diet (33).

SH rats included in this study were healthy and were not
challenged to high fat, high carbohydrate diets or any
cause of dislipidemia. They had no access to synbiotic
product ad libitum and the duration of treatment was
4 weeks. Further studies are needed to evaluate the
appropriate dosage of the synbiotic fermented soymilk
and duration of treatment for beneficial effect on lipid
profile in intact adult SH rats.

In conclusion, Lactobacillus casei-01 fermented soymilk
fortified with prebiotic Synergy 1, beneficially modified
the intestinal microbiota in 6 month old spontaneously
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hypertensive rats. The applied 4 week treatment exerted
no effect on lipid profile of rats.
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B/IMJAHUE HA ®EPMEHTUPAHO COJA MJIEKO HA IPEBHATA MUKPO®/IOPA 1
JTUIMUJEH TPOOUT KAJ CITIOHTAHO XUITEPTEH3UBHI CTAOPIIN

Jypxap IlaBnosa M.!, ITanoscku H.!, Mmaenoscka K., ITerpecka MBanoscka T.%, Ilerpymescka-Tosu J1.,
TomeBcka K.2, llekoBcka C.2, [lerpoBcka M.!

I MHCTUTYT 32 MUKPOOMOJIOTHja ¥ Tapa3suToIoryja,

2 MHCTHUTYT 32 MEJMIIMHCKA 1 eKCTIIepUMeHTaIHa OrnoxeMuja, MeuiiMHCKY (hakyiTer,

3 apmaneBTcku darynTeT, YHusep3uteT “CB. Kupun u Metomuj”, Ckomje, Penyonuka MakegoHuja

ABCTPAKT

Ilen Ha oBaa crynauja Oellle fa ce MPOIEHU BJIMjaHMETO Ha HOBO CUHOMOTCKO (hepMeHTUPaHO COMHO MJIEKO Ha
LipeBHaTa MUKposiopa 1 aurusieH rnpodust Kaj BO3pacHU CIIOHTAHO XUITePTEeH3UBHU CTAOPLI.

Matepujan u metomu: CoMHO MJIEKO 300raTeHo co IpebnoThK (Synergyl) Gemie hepMeHTMPAHO CO MPOOMOTHK L
casei-01. Bpojor Ha BujabunHu L casei-01 Bo duHamHUOT IpoayKT usHecyBamie 11.49 +0.13 loglO cfu ml-1. Mamku
CIIOHTAHO xunepreH3uBHU cTaoply (CXC) Ha Bo3pacT ofl 6 Meceli Oea TpeTtupaHu co 1 Mj1/neH of hepMeHTUPaHOTO
conHo Mmiieko. 1o TpermaH op 4 Hepenu, BKyrieH 6poj Ha BuabumHu Lactobacillus spp, E coli, Enterococcus spp, u
Staphylococcus spp 6ea aHanM3UpaHU BO TIPUMEPOLIN Off jejyHyM , UJieyM, KOJIOH U (etiec. KoHIleHTpaIuuTe Ha
BKYITHUOT XOJIeCTepoJ1, Tpuriuiiepunte u XJ1JI-xonectepon Gea orpefienyBaHU BO CEPYM.

PesynraTu: Bo cute aHa/mM3upaHy pUMepoliy, 3abejexkaH e CUrHUMUKaHTHO MOBUCOK Opoj Ha Lactobacillus spp
a HamasieH 6poj Ha E coli u Enterococcus spp. BKyrmHHOT 6poj Ha Staphylococcus spp Oellre 3HayajHO HaMasieH BO
MIPUMEPOLIN Of] KOJIOH. PasnuKure BoO TUMUAHUOT podust He 6ea 3HauajHU.

3aKIy4oK: CUHOMOTCKO (hepMeHTUPAHO COMHO MJIEKO CUTHH(UKAHTHO ja MOoAoOpH IpeBHATAa MUKpodrioparta Kaj
CXC. JIurmpgHuoT TTpodusl Ha CTAaopLIMTE He Oellle TTpoMeHeT 10 TpeTMaH off 4 Hefiemnu.

Knyuum 36opoBu: L casei, Synergyl, ClIOHTAHO XWIIEPTEH3MBHM CTAOPLM, LpeBHA MHUKpodIopaTa, JUMUAEH
mpoduII.
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APENDEKTOMIA LAPAROSKOPIKE NE TRETMANIN E APENDICITIT
AKUT

LAPAROSCOPIC APPENDECTOMY FOR THE TRETMENT OF ACUTE
APPENDICITIS

Kosumi M.}, Kosumi E.}, Sherifi F. !, Zylbeari L. 2
! Departmenti i kirurgjisé, Spitali Rajonal Gjilan
2 Universiti shetéror i Tetova, Tetové, R. e Magedonisé

Medicus 2015, Vol. 20 (2): 269 -278

ABSTRACTI

Hyrje. Prerja kirurgjike laparoskopike minimizon traumat operative pa ndonjé shenjé té dukshme. Ndryshe
nga apendektomia e hapur, kirurgjialaparoskopike éshté e fokusuarnéminimizimine traumavekirurgjikedhe
pérmirésimin eefekteve estetike. Metoda e prezantuar éshté pjesé e trendit té ri né kirurgjiné laparoskopike.Prerja
kirurgjike laparoskopike minimizon traumat operative dhe mundéson procedurat kirurgjike pa ndonjé shenjé
té dukshme. Kétu prezentojm rastin e appendicitit akut dhe intervenimin me metodén laparoscopice gé éshté
pérdorur né appendectomy Qasja laparaskopike pér appendectomi béhet me dy metoda: 1.Metoda laparoscopike
me tri porta dhe 2. Prerje té vetme kirurgjike laparoscopike(SILS).

Qéllimi i punimit: Eshtéprezantim i njé ndérhyrjeje kirurgjike laparoskopike té apendicitit akut pér heré té paré
te njé paciente né Spitalin Rajonal té Gjilanit.

Prezantim rasti: Procedura éshté béré pérmes tri porteve. Vendosim CO2 me presion 12mmHg dhe fitojmé
hapésirén intraperitoneale. Kapet appendixi, ku béhet kauterizimi dhe béhet prerja e mesoapendixit. Pasi té
vértetohet se nuk ka gjakderdhje vazhdohet me ligim té appendixit me endoloop vajkril 2.0 dhe prehet appendixi
i cili nxirret jashté.

Konkluzion: Prerja me tri porta e kirurgjisé laparoskopike te apendiciti éshté pérfituese pér pacientét, pér shkak té
kozmetikés dhe zvogélimit té traumave postoperative, si dhe zvogélimit té dhembijes postoperative, g¢ mundésojné
kthimin e shpejté né puné dhe aftésimin fizik. Procedura kryhet nga kirurgét me pérvojé né laparoskopi.

Fjalé celés: Apendektomia, laparoskopia, tri porta

HYRJA
J dyja sémundjeve beninjedhemalinje (4,5,7). Tani, teknikat

Apendektominé laparoskopike, i pari e pérshkroi Semm
mé 1983 (1). Pier dhe Al. mé 1991 paragitén studimin
krahasues té njé apendektomie laparoskopike dhe njé
apendektomi té hapur, duke raportuar avantazhet (2,3.
Ideja pér kirurgjiné laparoskopike éshté qé traumat
kirurgjike té jené minimale kirurgjike; qéndrimi né
spital té jeté sa mé i shkurtér; té keté sa mé pak dhembje
postoperative; kthim mé i shpejté né aktivitetet e
pérditshme;rezultatiméimiré kozmetik. Kétokanébéré qé
kirurgjia laparoskopike pér apendicitin akut té jeté shumé
térheqés. (9,10,15). Laparoskopia ka déshmuar se mund
tékrahasohet mekirurgjiné e hapur némenaxhimin e té

miniinvazivefilluanté ¢mohenngapacientétdhekirurgeét,
ku nédisa raste janébéré metodaté zgjedhjes (10).
Né ditét esotme, aplikohen 2metodalaparoskopike
1. Metoda laparoskopkie me tri porta dhe
2.Metoda me prerje té vetme kirurgjike laparoskopike té
apendektomisé (SILS)(11,15).

Aktualisht, edhe pse nuk ka konsensus lidhur me
superioritetin e qasjes laparoskopike mbi teknikén
konvencionale, ekzistojné prirje drejt shfrytézimit mé té
madh té apendektomisé laparoskopike (15,17). Né bazé té
njé studimi, 758 pacienté iu nénshtruan apendektomisé
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pér apendicit akut, gjaté periudhés sé studimit 5-vjecar.
271 ose 36 %, prej tyre kishin apendektomi té hapur,
ndérkaq 487 ose 64 % kishin apendektomi laparoskopike
[3]. Konvertimi nga intervenimi laparoskopik né
intervenim té hapur ishte e nevojshme pér 28 pacienté
ose 2,7 %) (7).

QELLIMI I PUNIMIT

Eshtéprezantim i njé ndérhyrjeje kirurgjike me metodén
laparoskopike té apendicitit akut, pér heré té paré te njé
paciente, né Spitalin Rajonal té Gjilanit. Qéllimi yné éshté
qé té shikohet dobia e apendektomisé laparoskopike,
duke krahasuar me metodén konvencionale té kryera né
Spitalin Rajonal té Gjilanit dhe shqyrtimin me autorét e
gendrave té tjera.

RAPORTI MBI RASTIN

Pacientja ishte pranuar si rast urgjent nga emergjenca,
me dhimbje barkut né pjesén inguinale djathtas, nauze,
temperaturé, plogéshti. Ekzaminimet fizike né palpacion
sipérfagésor dhe té thellé dhimbjet ishin shumé té
shprehura, me shenja té Blumbergut, Rowsingu pozitiv,
raportet laboratorike me vlera té rritura. Eshté béré
echo e abdomenit, rtg nativ i abdomenit. Pas njoftimit
té pacientes me teknikén e sugjeruar dhe marrjes sé
pélgimit té saj, ajo u kualifikua pér ndérhyrje kirurgjike
laparoskopike, e cila u krye né Departamentin e Kirurgjisé
sé Pérgjithshme né Spitalin Rajonal té Gjilanit.

Fig.1 Trivendete portave

TEKNIKA KIRURGJIKALE

Procedura éshté béré pérmes tri porteve (fig. 1).Njé porté
né prerjen 10 mm, né regjionin supra umbilikal dhe dy
nga 5mm té béra né njé distancé né mes 1/3 e jashtme
té djathté, né mes té umbilikusit dhe spina iliaka anterior
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superior dhe tjetra né 1/3 e brendshme té vijes umbilicus-
SIAS. Procedura ka filluar me vendosjen e pacientes né
pozité té pjerrté né shpiné, né kéndin 20 shkallé. Vendoset
trokari 10 mm dhe dioksidi i karbonit, i cili nuk e kaluar
presionin 12 mm/Hg dhe fitojmé pneumoperitoneumin.
Dy portat hyrése 5 mm vendosen, si¢ theksua mé lart
dhe fitojmé hapésirén ekzistuese intraperitoneale. Pozita
e tillé mundéson qé laku i zorréve té ngritet lart dhe
té mundésojé qé té shihet mé garté. Largohet njé pjesé
e omentumit, ku kemi njé pamje té qarté té appendixit,
i cili ishte me ndryshime gangrenose (fig. 2). Hapi i
paré ishte identifikimi i appendixit, meson e appendixit
dhe cecumin. Pastaj kapet appendixi (fig. 3) dhe béhet
kauterizimi dhe prerja e mesoapendixit, ku pas vértetimit
se nuk ka gjakderdhje vazhdohet me ligim té appendixit
me endoloop vajkril 2.0 (fig. 4) dhe prehet appendixi (fig.
5). Pér shkak té mundésisé sé ndonjé infeksioni futet né
gese dhe nxirret jashté. Shpérlahet kaviteti abdominal
me tretje fiziologjike. Pasi éshté kontrolluar hemostaza,
largohen portat dhe mbyllen me penj té absorbueshém
3.0. Operacioni éshté proceduar pa komplikime dhe ka
zgjatur 30 minuta.

Fig. 5 Prerja e Appendicitit

Fig.4 Ligimi me endoloop

Shérimi postoperativishte pa komplikime. Pacientja éshté
liruar nga spitali,pas48oréve, me gjendje té pérgjithshme
té miré dhe éshté rekomanduar té vijépérkontroll.
Tre muajpasproceduréspacientja nuk ka raportuar
pér ndonjé sémundje apogjendje tékege dhe nuk éshté
vérejtur cikatrix idukshém.
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DISKUTIMI

Laparoskopia ka béré njé revolucion dhe ka ndryshuar
kirurgjiné e pérgjithshme. Apendiksi akut éshté kusht
qé kérkon urgjencé [18]. Edhe pse kané kaluar mé shumé
se 20 vjet nga futja e apendektomisé laparoskopike, nuk
ka konsensus mbi avantazhet dhe disavantazhet e saj,
né krahasim me teknikén konvencionale. Studimet e
fundit kané treguar avantazhe té konsiderueshme té
apendektomisé laparoskopike, né lidhje me kohézgjatjen
e géndrimit né spital; dhembjen postoperative dhe
komplikacionet infektive [5,8,12,14].Papérvoja e kirurgut
né tekniké té re mund té kontribuojé né kohézgjatjen e
operacionit [16-18]. Disa studime kané raportuar mé pak
dhimbje né 48 h pas apendektomisé laparoskopike [20].
Normat e pérgjithshme té komplikimeve sillen 5,7 % pér
apendektominé e hapur dhe 3 % pér apendektominé
laparoskopike  [13-15]. Apendiksi i komplikuar
fillimisht éshté konsideruat si njé kundérindikacion
pér apendektominé laparoskopike [19,20]. Megjithaté,
studimet e fundit kané treguar se qasja laparoskopike
né sémundje té komplikuar éshté e mundshme dhe
madje mund té jeté superiore ndaj gasjes konvencionale
[6,7,10].Ndérhyrja laparoskopike, e cila mundéson
shérim té shpejté, si dhe rezultate té mira kozmetike
éshté avantazh i padiskutueshém né laparoskopi.
Apendektomia laparoskopike kryhet pérmes tri prerjeve.
Mundésité pér té observuar patologjité brenda zgavrés sé
abdomenit, vizuelizimin dhe patologjité e hershme, né
anén tjetér jané té padiskutueshme avantazhet e késaj
metode(15,18). Né laparoskopi, pozicionimi, distanca
dhe kéndiné mes portavevece vec janéjashté zakonishtté
réndési  shme,sepse  pengon dukshémmanovrimin
e instrumenteve,  porgjithashtu  sjellépérplasje
meinstru mentin optik. Kétojané véshtirésité teknike,
té cilatzvogélohenme pérvojéne kirurgut (12,14)

Instrumentet erejalaparoskopi kejané té njohurané
treg dhe séshpejtiprerja metriporta laparoskopike do té
keté aplikimmétégjeré edhenétrevattona, kurezultatet
kozmetikedo téjenéténjé réndésieté madhe, me gjithé
vésh tirésité teknike qé mund té dekurajojné kirurgét.
Pérfitimi kozmetik éshté i vérejtur: sidogoftéimbetet
pacientit ta vlerésojé, passhérimit dhe uljessédhembjeve
postoperative dhe komplikimeve, né krahasim me
metodén konvencionale. Né bazé té njé studimi, 758
pacienté iu nénshtruan apendektomisé pér apendicit
akut, gjaté periudhés sé studimit 5-vjecar. 271 ose 36 %,
prej tyre kishin apendektomi té hapur, ndérkaq 487 ose
64 % kishin apendektomi laparoskopike [3]. Konvertimi
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nga intervenimi laparoskopik né intervenim té hapur
ishte e nevojshme pér 28 pacienté ose 2,7 %) [7].Nga
kjo dhe nga shumé punime té autoréve té tjeré, del se
apendektomia laparoskopike éshté né rritje. Pérvoja
e kirurgut dhe pajisjet qé jané né dispozicion, e bén gé
apendektomia laparoskopike éshté e sigurt dhe po aq
efikase né krahasim me teknikén konvencionale. Zgjedhja
e procedurés do té bazohet né preferencat e kirurgut
dhe té pacientit. Studimet shtesé priten t’japinpérgjigje
kétyrepyetjeve.

KONKLUDIMET

1. Prerja me tri porta e kirurgjisé laparoskopike te ap-
pendixiti éshté pérfituese pér pacienten, pér shkak té
kozmetikés sé miré dhe zvogélimit té traumave postop-
erative qé mundésojné njé shérim mé té shpejté.

2. Pasi jané disa véshtirési teknike, procedura duhet té

kryhet nga kirurgét qé kané pérvojé né laparoskopi.

Zvogélimi i dhembjes postoperative.

Mundésia e kthimit té shpejt né puné dhe aftésimi fizik.

Kostoja.

o vt s W

Mundésia e identifikimit té elementeve té réndésishme

gjaté operacionit éshté shumé e kufizuar tek teknika e

vjetér.

7. Mundésia e démtimit té elementeve té réndésishme
gjaté operacionit éshté shumé mé e madhe tek teknika
e vjetér.

8. Koha e zgjatjes sé operacionit éshté shumé mé e gjaté

se me teknikén e re.

9. Dehiscenca e plagés éshté e mundshme vetém tek
teknika e vjetér.

10. Infeksionet e plagéve jané né pérqindje shumé mé té
larté tek teknika e vjetér.
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LAPAROSCOPIC APPENDECTOMY FOR THE TRETMENT OF ACUTE APPENDICITIS

Kosumi M.}, Kosumi E.!, Sherifi F. !, Zylbeari L. ?

! Department of Surgery Regional Hospital Gjilan
2 State University of Tetova, Medical Faculty, Tetova Macedonia

SUMMARY

Introduction: Laparoscopic surgical cutting minimizes operative trauma without any visible sign. Unlike
appendectomy open, laparoscopic surgery is focused on minimizing surgical traumas and improving the aesthetic
effects. The method presented is part of a new trend in laparoscopic surgery.

The purpose is: The presentation of a surgical intervention to laparoscopic appendicitis to an acute patient at
Regional Hospital in Gjilan.

Case report: procedure was done through three ports. We put CO2 with pressure 12mmHg and we obtain
intraperitoneal space. The appendix is held while cauterization is being done and we cut the mesoappendix. After
it is confirmed that there is no bleeding we continue with ligation of appendix with endoloop krill il 2.0 and the
appendix is cut and pulled out.

Conclusion: Cutting through three ports in the appendix laparoscopic surgery for the patients is a beneficiary
because of the cosmetic and reducing post-operative traumas, post-operative pain reduce, and the possibility
of returning to work sooner and physical activity. The procedure is done by experienced surgeons in the field of
laparoscopy.

Keywords: Appendectomy, laparoscopies, three ports
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SITUS AMBIGUS I SHOQERUAR ME FORME TE RENDE TE ANOMILSE NE

ZEMER

SITUS AMBIGUS ASSOCIATED WITH COMPLEX CONGENITAL HEART

DISEASE

Bejigi R.,, Retkoceri R. !, Bejiqi H.2, Beqiraj R. 3, Beha A.2
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2Qendra Kryesore e Mjekésisé Familjare, Prishtiné, Republika e Kosovés

3 Instituti i Histologjisé, Fakulteti i Mjekésisé, Prishtiné, Republika e Kosovés

Medicus 2015, Vol. 20 (2): 274 -115

ABSTRAKT

Anomalité e lindura té zemrés (ALZ) lajmérohen me njé pérgindje shumé mé té larté te malpozicioni i organeve
torako-abdominale. Qasja segmento-sekuenciale né diagnostikimin e anomalive té lindura té zemrés dhe
pércaktimi i pozicionit té organeve torako-abdominale éshté baza e ekzaminimit dhe pércaktimit té pozicionit
normal prej atij abnormal. Né kété artikull ne kemi pérshkruar njé té porsalindur me izomerizém té djathté dhe
ALZ komplekse, me dominim té atresionit té arteries pulmonare dhe prezencén e vetém njé ventrikuli. Rasti i
yné éshté nga shumeé aspekte i vecanté dhe i cili, pérpos izomerizmit té djathté dhe prezencés sé mélcisé né té dy
anét, ka edhe njé seri ta anomalive gé rrallé mund té shihen né njé fémijé. Pérkundér kompleksitetit anomalia

miré tolerohet gjaté shtatzénisé falé.

Fajlét kyce: right isomerism, congenital heart defect, pulmonary atresia, univentriclar heart,

HYRJA

Qasja  segmento-sekuenciale né diagnostikimin e
anomalive té lindura té zemrés dhe pércaktimiipozicionit
té organeve torako-abdominale éshté baza e ekzaminimit
dhe pércaktimit té pozicionit normal prej atij abnormal.
Né kété drejtim ekzistojné ndarja themelore né situs
solitus, i cili e pérshkruan pozicionin normal té organeve
torako-abdominale dhe situs inversus me dy mundési
kryesore té paragitjes: izomerizmi i djathté dhe i majté
dhe forma e pa Kklasifikuar, si formé shumé e rrallé.
Anomalité e lindura té zemrés (ALZ) lajmérohen me njé
pérgindje shumé mé té larté te malpozicioni i organeve
torako-abdominale. (1,2) Njékohésisht, malpozicioni e
pérkeqgson prognozen kirurgjike té ALZ. Né kété artikull
ne kemi pérshkruar njé té porsalindur me izomerizém té
djathté dhe ALZ komplekse, me dominim té atresionit té
arteries pulmonare dhe prezencén e vetém njé ventrikuli.
(3)
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PREZANTIMI I RASTIT

Fémija i paré, nga shtatzénia e paré, rregullisht e
kontrolluar nga obstetri dhe nuk éshté regjistruar ndonjé
anomali. Lindja éshté né termin, né lindore rajonale,
me PT=3200g, Appgar-score 7, 8/10. Né ditén e dyté té
jetés regjistrohet cianoza gendrore; me pulsoksimetri
regjistrohet saturim i ulté i cili nuk pérmirésohet me
dhénien e oksigjenit shtesé. Fémija transferohét né
Klinikén e Neonatologjisé né Prishtiné péfr ekzaminim né
drejtim té pércaktimit té etiologjisé té cianozés gendrore.

Radiografia e organeve torako-abdominale konfirmon
indeks té ruajtur kardio-torakal, me redukim té vizatimit
bronko-vaskular. Sileta e zemrés éshté e pozicionuar mé
majé né té djathté (dextrocardia), mediastinumi éshté i
ngushtuar, me hark té aortés né té djathté. Regjistrohet
hije hiperekogjene e mélcisé e cila shtrihet né té dy anét e
abdomenit kurse hija e lukthit éshté né pozicion gendror.
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Elektrokardiograma prezanton P negative né D1, me
shenja té hipertrofisé sé ventrikulit té djathté.

Ekzaminimi ekokardiografik: Zemra éshté né situs
inversus (dextrocardia). Derdhja e venave éshté né rregull.
Dominon ana e djathté e zemrés. Septumi interatrial né
pjesén e mesme e ka nje defekt me diametér deri 4mm, me
garkullim majtas-djathtas dhe pa réndési hemodinamike.
Né pjesén e poshtme té septumit interatrial regjistrohet
edhe njé defekt i cili shtrihet edhe né pjesén e valvulave
atrioventrikulare (AV) me qarkullim bidirekcional.
Regjistrohet vetém njé valvulé atrioventrukulare e cila
morfologjikishtitakonvalvuléstrikuspidale, me qarkullim
laminar anterograd dhe regurgjitim mesotelesistolik, me
disa vrushkuj, me shpejtési sistemike dhe i cili mund té
kuantifikohet me %+. Regjistrohet vetém njé ventrikul,
morfologjikisht i djathté, me kontraktilitet té ruajtur.
Ventrikuli tjetér (i majti) éshté hipoplastik dhe plotésisht
afunksional. Prej ventrikulit funksional, para dhe majtas
del aorta, me diameter deri 10.2mm, trivelare, me separim
té miré sistolik dhe qarkullim laminar anterogtrad kurse
né diastolé manifeston koaptim té miré. Harku éshté i
djathté, né rregull, me garkullim laminar. Mungon AP, e
cila éshté e pozicionuar prapa dhe djathtas, trungu éshté
me diametér deri 6mm, degét nga 4.3mm, me garkullim
i cili vjen prej duktusit arterial. Regjistrohen edhe disa
komunikime restriktive aorto-pulmonare. Perikardi
eshté i liré. Nuk regjistrohen crregullime té ritmit té
zemrés.

Diagnoza pérfundimtare: Situs inversus - dextrocardia.
Right isomerism. Atrial septal defect typ II restricitiva.
Complet  canalis  atrioventricularis. =~ Common
atrioventricular valvae. Atresio valvulae mitralis.
Hypoplasio left ventricle. Single ventricle (right).
D-Transposistio of the great arteries. Atresio arteriae
pulmonalis. Right aortic arch. Ductus arteriosus
persistens. MAPCA.

Ekzaminimi ekosonografik i abdomenit: Mélcia shtrihet
né té dy anét e abdomenit, me ekogjenitet né rregull.
Regjistrohet lieni i cili éshté né anén e majté té abdomenit
kurse lukthi éshté né pozicion gendror. Tjerat organe
parenkimatoze té abdomenit jané né rregull.

Fémija, né konsultim me mjekét nga Italia, transferohet
né Institutin “Gianina Gaslini” né Xhenové, ku béhet
kateterizimi  diagnostik dhe intervenimi paliativ
kirurgjikal i formés cavo-pulmonary shunt - bidirectional
Glenn dhe, pas stabilizimit té gjendjés, kthehet né Kosové
deri né intervenimin e ardhshém. Fémija ka rritje dhe
zhvillim né rregull, me SPO2 deri 92%, me air té dhomés.

Case report

Fig. 1 Zemra éshté né anén e djathté, hija e mélcsié
shtrihet né té dy anét e abdomenit kurse
lukthi éshté né pozicionin gendror

Fig.2. Kardiogrami te rastiiyné

DISKUTIMI

Gjaté ekzaminimit segmento-sekuencial me géllim té
diagnostikimit té ALZ, té propozuar nga cifti i patologéve
amerikan Stella dhe Robert Van Praagh, pércaktimi i
pozicionit té organeve torako-abdominale éshté pjesa
obligative gjaté ekzaminimit dhe ka réndési té madhe
né diagnostikimin pérfundimtar si dhe prognozén e ALZ
(2,4).
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Fjala heterotaxy ka pérardhje nga fjala greke hetero
- i ndryshém dhe taxy aranzhimi - pozicionimi dhe
pérdoret edhe si heterotaksia e organeve ose sindroma
e heterotaksisé ku e definon aranzhimin - pozicionimin
abnormal té organeve torako-abdominale né raport
me prerjen sagjitale té trupit té njeriut. Isomerism - te
pacientet me heterotaksi humbet asimetria normale
e organeve torako - abdominale duke e manifestuar né
shkallé té ndryshme asimetriné e organeve dhe enéve
té gjakut. Fjala “isomerism”, poashtu ka pérardhje nga
fjala greke (iso - i barabarté dhe meros - pjesé) dhe mé
sé miri analizohet me ekzaminimin ekokardiografik té
apendiksit té atriumeve (5,6).

Situs solitus paraget pozicionin normal té organeve
torako-abdominale té cilin e gjejmé te shumica e
popullatés. Kjo nénkupton pozicionin bilateral té
organeve né proporcion mé trupin e njeriut dhe pozicionin
e atriumeve né proporcion me zemrén. Pérpos pozicionit
normal ekzistojné edhe pozicionet abnormale ku organet
jané té vendosura “si né pasqyré” ose izomerizmi i djathté
ose i majté (7,8,9).

[zomerizmiidjathté vecohet me “djathtésiné” e dyanshme
ku né dy anét mushkérité jané me tre lobe dhe bronket
adekuate. Aorta descendente dhe vena cava inferior (VCI)
jané né té njéjtén ané té abdomenit, né anén e djathté apo
té majté, ku VCI éshté né pozicion anterior. Lukthi mund
té jeté né anén e djathté apo té majté por né shumicén
e rasteve éshté né pozicion gendror (né 80 % té rasteve
zemra dhe lukthi jané né té njéjtén ané). Intestinumi éshté
né malrotacion kurse né pozicionin gendror éshté mélcia
me lobe simetrike. Shpretka ose mungon (asplenia) ose
gienden “ujédhesa” té saj té dislokuara né abdomen.

[zomerizmi éshté né shkallé té larté i shogéruar me ALZ,
prej formave té lehta deri te ato mé komplekse. Duke
filluar prej konektimit té venave pulmonare, pasi qé té dy
atriumet jané té djathta, deri té dalja e enéve té médha té
gjakut, regjistrohet nje laramani komplekse e ALZ, té cilat
gjaté diagnostikimit kérkojné njé gasje té kujdesshme,
duke e zvogéluar né minimum mundésiné e gabimeve né
diagnostikim (11,12,13).

Rasti i yné éshté nga shumé aspekte i vecanté dhe i cili,
pérpos izomerizmit té djathté dhe prezencés sé mélcisé né
té dy anét, ka edhe njé seri ta anomalive qé rrallé mund té
shihen né njé fémijé. Pérkundér kompleksitetit anomalia
miré tolerohet gjaté shtatzénisé falé komunikimeve
té cilat ekzistojné né jetén fetale (ductus arteriosus,
ductus venosis dhe foramen ovale). Anomalia mund té
diagnostikohet edhe né periudhen fetale por, né rastin
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toné, pérkundér disa ekzaminimeve ekosonografike nga
obstetri, nuk éshté regjistruar dhe nuk éshté dyshuar pér
te.

Edhe né ditet e para té jetés, pér shkak té kompleksitetit
dhe garkullimit specifik i cili zhvillohet te ku kompleks i
anomalive, klinikisht anomalia mund té mos regjistrohet.
(Cianoza gendrore té fémija klinikisht i shéndoshé, dhe
e cila nuk pérmirésohet me dhenien e oksigjenit, éshté
shenjé kruciale pér neonatologun té dyshoj dhe té filloj
me ekzaminime shtesé pér mundésiné e ekzistimit té ALZ
ose pér elimimin e saj.

Ekzaminimet ekokardiografike né periudhen antenatale
dhe pas lindjes jané vendimtare , pérzgjedhése dhe
mjaft sensitive né diagnostikimin pérfundimtar dhe
té cilat, mé té dhéna te sakta imazherike, mundésojné
intervenimin kirurgjikal, pa diagnostikim invasiv. Té
dhénat ekokardiografike, té fituara gjaté kzaminimit
ekokardiografik transtorakal né Institucionin tone, kan
gené té mjaftueshmé pér prezantim dhé dérgim té fémijés
jashté vendit pér intervenim kirurgjikal. Té njéjtat kané
mjaftuar edhe pér ndéhyrje kirurgjike paliative.
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SITUS AMBIGUS ASSOCIATED WITH COMPLEX CONGENITAL HEART DISEASE

Bejigi R. !, Retkoceri R.}, Bejigi H. 2, Beqiraj R. 3, Beha A. ?

! Pediatric Clinic, University Clinical Centre of Kosovo, Prishtina, Republic of Kosovo

2 Main Center of Family Medicine, Prishtina, Republic of Kosovo

3 Institut of Histology, Medical School, Pristina, Republic of Kosovo

ABSTRACT

Congenital heart abnormalities (CHA) announced with a much higher percentage of malposition of thoracic-
abdominal organs. Segmental-sequential approach in the diagnosis of congenital heart and determination of
position in thoracic-abdominal organs is the basis of the examination and determination of normal position from
the abnormal. In this article we describe a new-born with right isomerisation and CHA complex with domination
of atresia of the pulmonary artery and the presence of only one ventricle. Our case is in many aspects unique and
which, apart right isomerisation and the presence of the liver on both sides, there are also a series of anomalies
that can rarely be seen in a child. Despite the complexity during the pregnancy, the anomaly is well tolerated.

Key words right isomerism, congenital heart defect, pulmonary atresia, univentriclar heart,
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ADVANTAGES OF STERRAD 100s STERILIZATION SYSTEM COMPARED
TO GAS PLASMA STERILIZATION SYSTEM

PERPARESITE E STERRAD 1008 SISTEMIT TE STERILIZIMIT
KRAHASUAR ME PLAZMA SISTEMIN GAZOR TE STERILIZIMIT

Saneva J.

Clinical Hospital Acibadem Sistina, Skopje, R. Macedonia

Medicus 2015, Vol. 20 (2): 278 -281

ABSTRACT

With advantages in surgical techniques, a large number of innovative and equally expensive instruments are
being used. As the number of different surgical instruments being used is increasing and the increasing surgical
activities per day, so the need of fast and new way of sterilization is also increased.

We compared 100 sterilization cycle of STERRAD with 100 traditional sterilization methods cycles in several fields
of interest: 1) time of lasting of sterilization; 2) guarantee for sterility of sterilized instruments, 3) temperature
used during the process of sterilization; 4) toxicity for the personal using these systems; 5) types of instruments
that can be sterilized and damage of instruments being used in the process of sterilization.

Regarding all of the data presented we strongly recommend use of STERRAD Low Temperature Sterilization

System.

Key words: Sterrad, low temperature sterilization, optical instruments, urology.

INTRODUCTION

With advantages in surgical techniques , a large number
of innovative and equally expensive instruments are
being used. Also, the surgical loads are increasing leading
to a need for faster turn around time of instruments. In
order to get the maximum out of these instruments,we
use STERRAD* Low Temperature Hydrogen Peroxide
Gas Plasma Sterilization System. STERRAD* is a low
temperature hydrogen peroxide gas plasma sterilization
system - the most advanced LTS technology developed by
Advanced Sterilization Products in 1993, the technology
has over 7000 installations worldwide, more than 3500 of
which are in the United States of America.!

MATERIALS AND METHODS

We compared 100 sterilization cycle of STERRAD with 100
traditional sterilization methods cycles in several fields
of interest: 1) time of lasting of sterilization; 2) guarantee
for sterility of sterilized instruments, 3) temperature
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used during the process of sterilization; 4) toxicity for
the personal using these systems; 5) types of instruments
that can be sterilized and damage of instruments being
used in the process of sterilization. We compared 100
different types of instruments and surgical materials
sterilized in old Plasma sterilization system compared to
new STERRAD low temperature sterilization system.

RESULTS

Regarding the timing of sterilization in the traditional
sterilization methods cycle’s sterilization lasted
approximately two and a half hours, compared with
new STERRAD system in which the sterilization process
lasted only 55 minutes. The STERRAD* system produces
only water vapor and oxygen as the by-products of the
one hour sterilization cycle. Hence, there is absolutely
no need for aeration time and the instruments can be
used immediately after completion of the cycle.? Also,
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there are cuts in the surgical inventory costs. With the
STERRAD*, the faster cycle of only one hour time allows
faster turnover of instruments. As the same instruments
are available in a much shorter period of time, inventory
costs are cut drastically

Sterility3 of the instruments sterilized in the new
STERRAD system was completely fullfield in 99 of 100
instruments examined. Sterility of the instruments
sterilized with the traditional methods was fullfield in 92
of 100 instruments examined.

Temperature used in the new STERRAD system was
50°C, compared with 120°C in the traditional plasma
sterilization system.

Toxicity didn't occur in the new STERRAD system,
compared to plasma sterilization system which in 2 of 100
examined cycles, personal who carried out sterilization
reported significant numbers of skin allergic reactions
and respiratory track problems.

We used all possible surgical materials and instruments4,
suchas, microsurgicalinstrumentsand most delicate optic
instruments (gastroscopes, bronchoscopes, cystoscopes,
colonoscopies, hysteroscopes, choledochoscopes) for
endoscopic and laparoscopic surgical intervention as
well as cameras necessary for this kind of procedures.
With STERRAD system damage of instruments occurred
in only one in 100 tested instruments. Regarding surgical
materials like abdominal drains or staplers, there are was
no damage even after multiple resterilizations. Compared
to this, the traditional method of autoclaving, resulted in
damage of 2 cystoscope optics and blurred vision in one
colonoscope. Plastic surgical materials were unfit for
sterilization regarding high temperature of the process.

DISCUSSION

We grouped all our discussion and world literature
experience and we will explain differences in the
following discussion.

STERRAD Low Temperature Sterilisation System is not
harmful to human health , because it uses Hydrogen
Peroxide plasma , instead of Ethylene Oxide used in
Old High Temperature system, which is shown to have
following acute and chronic health effects: EtO gas
is classified as a known carcinogen by the National
Toxicology Program (United States) and as Category 1
(carcinogen to humans) by the International Agency for
Research on Cancer (IARC) and as a potential carcinogen

Brief communications

by OSHA and by ACGIH. Also, EtO is a probable teratogen
and may pose reproductive hazards to humans.Also it is
well known and proven that EtO may damage the central
nervous system, kidneys, liver and may cause cataracts
through continuous exposure.

Besides negative effects of Old High Temperature System
on human health, which I discussed previously, now I wish
to stress negative effects of this system to the surgical
instruments and materials. By many studies it has been
shown that it EtO sterilizes wet plastic tubing. EtO reacts
with water to form Ethylene glycol which is a human
toxin and less than 100ml are needed to kill a human.
That doesn’t happen using STERRAD Low Temperature
Sterilisation System because Hydrogen peroxide plasma
prevents the sterilization of wet instruments which
ensures adherence to best practices in sterilization. On
contrary STERRAD System Hydrogen peroxide plasma
does not react with PVC. Other negetive feature of this
0ld High Temperature System is also damaging of human
health in means of NIOSH recommends an exposure
limit of not more than 1 ppm based on the fact that EtO
is carcinogenic, mutagenic and teratogenic, negative
effects on human reproductive system. With TERRAD
system studies show that all of this effects are avoided,
because The Permissible Exposure Limit set for Hydrogen
Peroxide by NIOSH is 1 ppm based on the risk of irritation.

[ want to stess that there are a lot of scientific evidence
that all of these health problem of Old High Temperature
System can be simly caused by it’s chemical composition
of Ethylene oxide is a gas which gives poisonous by-
products of Ethylene oxide, ethylene glycol and Ethylene
Chlorohydrin. It is avoided in STERRAD System because
Hydrogen peroxide plasma recombines to form non-toxic
by products of oxygen and water vapour.

Newest scientific recearsch discover one more positive
characteristic of STERRAD Low Temperature Sterilisation
System Minimum of 12 hours aeration is required to
eliminate the toxic gases that have been absorbed by the
materials which are sterilized, which doesn’t happen in
New STERRAD system because Aeration is not required
as there are no toxic by-products of the sterilization
process.

CONCLUSION

Regarding all of the data mentioned above we strongly
recommend use of STERRAD Low Temperature
Sterilization System.
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PERPARESITE E STERRAD 1008 SISTEMIT TE STERILIZIMIT KRAHASUAR ME PLAZMA
SISTEMIN GAZOR TE STERILIZIMIT

Saneva J.
Spitali Klinik Axhibadem Sistina,Shkup, Republika e Magedonisé

REZYME

Me pérparimin e teknikave kirurgjikale, dita-dités shtohet numri i instrumenteve inovative dhe po aq té shtrenijta.
Sikurse numri i ndryshém i instrumenteve kirurgjikale né pérdorim ashtu edhe numri i aktiviteteve kirurgjikale
ditore shénojné tendencé rritjeje, gjithashtu edhe nevoja pér ményré té re dhe té shpejté té sterilizimit éshté rritur.

Kemi krahasuar 100 cikle sterilizimi té& STERRAD me 100 cikle té metodave tradicionale té sterilizimit né disa
fusha me interes: 1) kohézgjatja e sterilizimit; 2) garancioni pér sterilitetin e instrumeneteve té sterilizuara; 3)
temperatura e pérdorur gjaté procesit té sterilizimit; 4) toksiciteti pér personelin té cilét i pérdorin kéto sisteme;
5) llojet e instrumenteve té cilat mund té sterilizohen dhe démtimi i instrumenteve té pérdorura né procesin e
sterilizimit.

Lidhur me té gjitha té dhénat e lartpérmendura rekomandojmé pérdorimin e STERRAD Sistem Sterilizimi me
Temperature té Ulét.

Fjalé kyc: Sterrad, sterilizim né temperaturé té ulét, instrumente optike, urologji.
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B/IOIIYBAIbE HA K/THHUYKATA C/TUKA HA TAPKMHCOHOBATA
bOJIECT ITPH ITOJOMTOTPAEH TPETMAH CO JIEBO-JTOTIA

WORSENING OF THE CLINICAL PICTURE OF THE PARKINSON'S
DISEASE BY LONGER LASTING TREATMENT WITH LEVO DOPA

[letpos U., TapaBapu A.

YHuBep3uTeTCKa KIKMHKMKA 3a HeBposoryja - CKorje
Medicus 2015, Vol. 20 (2): 281-286

PE3UME

JleBo-momnara (J1]]) mpectaByBa 371aTeH CTaHIap BO Teparuja Ha [TapkuHcoHoBaTa 6osect (I1E). Ce cMmeTa feKa JIeKOT
MO’Ke J1a ro 3a06p3a MpoLecoT Ha HeBpoziereHepaliyja 1 fia foBeie 110 3ab6p3yBatbe Ha TOKOT U eBoJIyLidjaTa Ha boecta.
Bea mcrnirranu 30 nanpenTy (24 Mayku 1 6 »KeHH), KOU ce JIeKyBaJsie Ha OJIJIeJI0T 3a eKCTparpaMuiHu 3a00/1yBarba Ipu
YauBep3uretrckata Knunnka 3a Hesponoruja- Ckorje (YKHC). Bo cryaujata 6ea BKTydeHU MAIMEeHTH KOU ce TpeTUpaHu
co J1]] moBeke of1 5 roqunn. Ha cuTe maneHTy UM ce U3BPIIeHU: KOMITTIeTeH HEBPOJIOUIKY CTaTyC, HeBPOMU3NOOUIKI
WCTTUTYBAakha, HEBPOIICUXOJIONIKM TECTOBU W HEBPOUMEJIIMHT TeXHUKU. Kaj maiuenTure 6ea peructpupaHu: wearing
off u on-off fenomen, gBoda3HM AUKUHE3UM, HEMOTOPHU CUMIITOMM, HaMajieH U GIIYKTYUPauyKU MOTOPEH OIIrOBOP
Ha Tepariuja.

[TaruenTure nMaa fBoA3HU AUCKUHE3UU, HEMOTOPHU TTPOMEHHU BO MCUXUUKaTa cdepa, HamaneH U IyKTyupadku
MOTOPEH OfITOBOp Ha TeparmujaTa CO JIeBO [orMa U CeKaKo HamajieHa KOHTPOJa BP3 MOTOPHUTE U HEMOTOPHUTE
cumnromu. Kaj 30 on1 boiHUTE ce perucrpupalle rocTereH ryouTok Ha ebuKacHOCTa Ha JIEKOT, CO TTOBTOPHA I10jaBa
1 BJIOIIYBale Ha CUMIITOMMTe Ha IlapkmHcoHOBaTa OosecT, 3a okony 40%. Kaj 23.3 % 6GonHu Gellle peructprpa
wearing off dbeHomeHoT, a Kaj 27% mauueHTn Oellle mpucyTeH on-off deHomeHoT. Kaj emeH maiueHT ce rojaBuja
nBodasHu muckuHesun. KTM n HMP Kaj cute marmenTy 6ea HecrienuduyHo npoMeHeTtn. EET-To Gelte yperneH Kaj
77%, a Kaj ocraHaTUTe OOIMHU HecreLuuuHO NpomeHeTo. BEIT mokaska mposioHrnupaHa jateHia Ha P100 6paHoT
Kaj 83% OoMHM Ha [IBeTe ouW, a Kaj 2 (6.6%) malueHTy, jaTeHlaTa bellle NpoJIoHrMpaHa Ha egHoTo oko. CEIT Gemre
ypeneH Kaj 77% 6omHu, a Kaj 17% Oelile co MpoyIOHTHMpaHa JiaTeHlla Ha CIIMHOIPaMOT, a Kaj IBajlia (6.6%) marenTu bea

IMPOJIOHI'MPaHM JIaTEHLIMTE Ha KOPTUKaJIHUTE OJATOBOPU.

KJ'IY‘IHI/I TOYKMU: /IeBOJOI1a, IMCKUHEe3VY, HEMOTOPHM CUMITTOMM

BOBE]]

[To3Haro e feka neBogomnara (JI7]) (L-dihidroksifenilalanin)
TepanMjaTa IpecTaByBa CeylliTe 3/1aTeH CTaHap[
Bo Tepamujata Ha Oomuure ox IIb. JIJ] Tepammjara
TpecTaByBa CYOCTHTYIMOHA Tepanyja Ha J[OTIAMUHOT,
KOj KaKo IITO e TMO3HATO HeJoCTacyBa WM e BO rojema
KOJIMYKMHA HamasieH Kaj 0omuute of [1b. JlomamuHOT cam
10 ceOe HeMa CBOjCTBO 71a ja MMHYBa XeMaToeHIledaaHaTa
Oapuepa M KaKo TaKOB JIOKOJIKY Ce Jlajie UKCT JIOTNaMUH TOj
HeMa Jla CTUTHe BO MO30KOT M [ia Jie/lyBa. 3aToa MoCTou
0BOj MperapaTr Koj TpecTaByBa aMWUHOKHCEIWHa Koja
TIpecTaByBa MPeKypcop Ha JIONaMKMHOT, Koja MMa 0COOMHa
nopajiy cBojaTa OMOXeMHCKA CTPYKTYpa a ja MHHYBa

oBa xeMmaToeHerledhaJiHa Oaprepa M Off KPBTa Jla CTUTHE
BO MO30KOT, Kajie ceé KOHBepTHpa BO JIOMAMUH U Ha TOj
HAuyH JIeJlyBa BO CaMHOT MO30K, KaKO CYOCTUTYIIMja Ha
HeJJOCTaTOUHHOT JomaMuH. OBOj JIeK ce KOMOMHHMpaA CO
MHXMOMTODP Ha meprdepHUOT JleKapOOKCHIa3eH eH3MM,
KOj BO KpBTa 0 pasrpajiyBa JIeBOJIONAT Ipenaparor, mna
TaKa IIITO ¥ II0KPaj 0Ba 0coOKHA TOj Ke Oujie pasrpajieH Bo
KpBTa 0] 0BOj eH3UM U MOpa/ii OBa TpernaparoT Mopa Jia
ce KOMOMHMPa Co 0BOj NHXMOMTOP Ha eH3UMOT TepudepHa
Jekapbokcuiasa. VIHXMOMTOPOT MOKe fa e pas/iiueH
Kako Ha MpUMep Kapbujonma win mak OeHcepasup. Ho,
TIOJIO/ITOTPAjHIOT TPETMaH CO OBOj JIeK, BO ITPOCEK OKOMY
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TPH [0 [IeT TOMHHM Of IPBUUHATA MpHMEHA Ha 0BOj JIeK
MOJKe [l Jjafie HecakaHu e()eKTH Off TepaIujara.

Tue Hecakanu edeKTH ce HajuecTo I0jaBaTa Ha
TUCKUHE3UUTe TIPETeKHO Off TUIOT Ha TPyd TpeMop U
XOpeaTWyH! [IBUKeHa, 0COOeHO TI03HATaTa YTPUHCKa
IMCTOHHja Kako efleH off wearing off dbeHomenure, on-
off heHoMeHOT, Koja ImTO mpecTaByBa (IVKTYallja Ha
MOTOPHHOT OfITOBOP MOPajy TYOUTOK Ha paMHOMepHAaTa
KOHTpOJIa BP3 MOTOPHUTE CUMIITOMM Ha 0OojiecTa M Koja
MOjKe Jla ce MaHM(ecTHpa co mMojaBa Ha Haron freezing
(heHOMEH Kora MAIMeHTOT e KaKo 37IpBeH CO aKuHe3uja u
KoTa ofeJIHAIl IPeMUHYBa BO (ha3aTa MPH IITO OfIeTHAII
ce jaByBaaT TpyOM XOpeaTWUYHM [IBIKeHa, KaKo U
TUCTOHUYHM CTIOPH JIBUKEHa KOM IO OHEBO3MOKYBaaT
HOpPMaJiHOTO (pyHKIMOHMpae Ha OomHuTe. MoHa
e U TI0jaBaTa Ha OpOjHM TCHUXMYKHM TMOpeMeTyBarba Off
TUTIOT Ha TIAPAHOWJHU TICUXO3M, TIOHEKorall CHIHA
aruTanyja mporpareHa 1 co JIeMMYpUyM U KoHdy3uja u
OpojHYM XaNyI[MHAIINHK, KAaKO U 0COOeHO M3pa3eH CTpaB BO
BeuepHHTe YacoBH (pavor nocturnum).

[lopagu ceto oBa BO TIOC/IEJIHO BpeMe ce MOBeke ce
loBeflyBa BO Mpaliame [amd HABUCTHHA OBOj JieK e
3/1aTeH CTaHJapy BO TepamujaTa Ha oBaa 0ONeCT WK
HaK TOj MOKebu caM 1o cebe ro 3a0p3yBa IPOILIECOT Ha
HeBpoyiereHepaiiyja Ha 6oecTa 1 BCYIIHOCT JIOBeZIyBa /10
3a0p3yBame Ha TOKOT U eBOJYILIMjaTa Ha 0ojecTa U caMo
110 ceDe BIIOIIYBabe Ha BeKe MOCTOeUKHTe CUMITTOMA. J1]]
TpenaparoT BO TepamujaTa Ha MOYETHHOT CTafHyM JlaBa
CIeKTaKy/napeH eekT Bo MOJ00pyBame Ha CHUMIITOMUTE
Ha 06071ecTa HO He BJTHjae Ha caMata IoCTOeuKa I1aTolortja
Ha OojecTa M JIypu ce CMeTa JieKa MOKe [ia ja BIIOLIM U
3a0p3a Beke IOCTOeYKaTa IaTOJIOTHMja Ha OBaa 0oJecT
¥ JIypu Cce CMeTa JieKa MOjKe Jla ja BIIOIIM 1 3a0p3a Beke
TI0CTOENIKATa MaTo/OrMja Ha oBaa 00/IeCT 1 JIypH ce CMeTa
lleKa Mojke [ia ja ByomM ¥ 3abp3a Beke MOCTOeYKaTa
maTojioruja Ha oBa Oornect. TepamujaTa co JIeKOT MOBeke
o/ TIeT TOJIUHK € TIOBP3HA M CO 3rojieMeHa TOKCHUHOCT U
ryOMTOK Ha e(pMKACHOCTa, a MojaBaTa Ha JMCKMHE3UUTE
ceyliTe BO JIOBOJHA MepKa He e pasjacHeta. Mery
noyectute HecakaHu edextd ce u peak off dose
nuckuHe3ujata u wearing off edekror Hapeuen end of
dose dyskinesia. Wearing off Hajuecto ce manudecrupa
¥ CO VTPUHCKA JIUCTOHHMjA, a MOXe YecTo M TojaBaTa Ha
akinesia paradoksika mopagu Haronm yIimB Ha JJOIaMiH
BO M030KOT. Of ocTaHaTUTe 110jaB! TPeba /ja r'il CIIOMHeMe
¥ JIBohasHUTE TUCKUHE3HH.
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IHEJTHA TPYIOT

IlenTa Ha TPOT e Ja ce MPUKaKaT HeraTUBHUTE eeKTH
op JIJI TepanujaTa Bo Mpefioir BpeMeHCKU MHTePBal Kaj
nanyenTute co I1b.

MATEPHJAJI U METOIU

bea wcmurann 30 mamuentd (24 Maxkd U 6 KeHm)
KoM ce TIOBeKe TO[MHM JieKyBaHM Ha OfJieioT 3a
eKCTpanupaMuIHK 3a00myBaba 1pu J3Y YHUBep3uTeTCKa
Kmunuka 3a Hesponoruja-Ckomje. Bo crymujata Oea
BKJTy4eHH NallieHTH KOu ce TpeTupaHu co JI]] moBeKe of 5
rogunu. [laieHTHTE Ce Ha Bo3pacT off 58 o 76 rogMinHa
Bo3pacT. [lalmeHTuTe Ce co cpeljHO BpeMeTpaeme Ha
Oonecra of 7 rouHy, a nekyBaHu ce co JIJI mpoceyHo 6
ropunu. Cute manuenTy bonegyBaar of I16.

Kaj marueHTuTe Oeile M3BpIIEH JieTalieH HEeBPOJIONIKH
npernes, Off HeBPO(U3MONOIIKUTE HCIUTYBaka Oea
HarpaBeHu eniekTpoeHiedanorpacduja (EEL), eBonupanu
TNOTEeHIIWja/li, U TOA BU3YETHUTE W COMATOCEH30PHUTE
eoiupanyu notediujanu (BEII u CEII), 6ea HampaBeH:
OaTepuja HAa HEBPONCHXOJNOIMIKA TeCTOBM M TOa
mubau Medtan Tectnt (MMCE), BeckmepoB TecT 3a
uHTHIMreHnyja, PejoB Tect, Pej-OcTepuT KomiieKkcHa
¢urypa, XymepoB TecT 3a BM3YeJIHA OpHEHTAaIlWja,
BocroHcku Tect W MuHecora MynTH(daseH HHBEHTap
Ha JIMYHOCTA KaKO ¥ HEBPOMMEJUMHI TeXHUKUTe,
KoMITjyTepusupaHa ToMorpacduja Ha Mo3ok (KTM) wu
HyK/IeapHa MarHeTHa pe3oHaHIja Ha Mo30K (HMP).

EET-To ce u3BenyBa Ha 18 KaHasneH 'amineo amapar BO
YeTpu CTaHJAPIHM MOHTAXKH MPH IITO e/IeKTPOJuTe ce
nocraBeHd Ha uepenoT 1o 10-20 mMHTepHAI[MOHATHUOT
SI craumappen cucrem . BEIl (BusyenHu eBouupaHu
TOTEHIMja/li) ce BPIIM CO ITIOMONI HA amapaToT 3a
Bisyennu norentyjamu “TONNIS” co Busymna “Heizif-
shift” crumynaiuja mo crangapausupana Texuuka. CEII
(comaTOCeH30pHM eBOLMPaHU MOTEHIWjaH) ce U3BeyBa
Ha MCTHOT arapar 3a eBoLpaHHy MOTeHI[1jasId ITPH IITO ce
BpLIK Jipa30a Ha nervus medianus 1 nervus tibialis.

Kaj maruenture Gea peructpupanu wearing off u on-
off eHOMEHOT CO TpUCYTHUTE MUCKUHE3WH, IBOGA3HHU
TUCKUHe3WH, HEeMOTOPDHM IPOMEHM BO MCHXMUKATa
cthepa, HamaseH M AYKTYMpauKd MOTOPEH OJITOBOP
Ha TepanujaTa co JIJl ¥ ceKako HamajieHa KOHTpo/a Bp3
MOTOPHHUTE HO X HEMOTOPHHTE CUMITTOMH Kaj I1b.

JlickuHe3nuTe Oea IPoLieHyBaHu co oMo Ha Abnormaly
involuntary movement scale -AIMS.
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PE3Y/ITATH!

[TarreHTHTE KOM Ce Ha JoroTpajHa Tepamnuja co JIJ] bea
orcepBUpaHu Bo 1epuop of 6 romunu. Kaj 30 o bonHuTe
ce perucTpupalle MocTereH ryouTok Ha ehMKacHOCTa Ha
JIEKOT, CO TIOBTOPHA T10jaBa U B/IONIYBahe Ha CUMITTOMUTE
Ha [1b 3a okoy 40%. Kaj 23.3% OonmHu Oea perucTpupaHu U
TICUXWYKY IPOMEHU 0] KOM Kaj efleH MaK ce perucTpupaa
CUMIITOMM Ha MapaHOWHA TCHX03a, CO XaJylUHAL[UU
KOM TIOCJie efleH Tepuoj, Ha MpeKUH Ha TepamnujaTa of
IBe Hefle/Id U TIOBTOPHO BOCIIOCTaBYBalbhe Ha JIEKOT BO
MaJji JI034, CUMITOMHTe ce ToBfiekoa. Kaj ocranaruTe
0ONMHM YecT CUMITOM Oellle TojaBaTa Ha JieTpecujata,
MHCOMHHUjaTa, a Kaj efieH Oo/eH Kou Oellle Ha BUCOKH
1031 Ha CYOCTUTYI[OHEHe JieK Ce jaBU KOH(Y3HOCT U
KpaTKOTpajHa Jie/IMpaHTHa COCToj0a Koja ce MoBJieye 1o
MPEKUHOT Ha TepanujaTa.

Kaj 40% mnamuenTn Oeme peructpupaH wearing off
(heHOMEHOT, a Kaj 27% Mal[ieHTH Oelle MPUCYTEH On-
off enomenot. Kaj 23% op maiuentute co wearing off
ce TM0jaBM BJIOIIYBabe Ha TPEMOPOT CO MojaBa Ha rpyod
TpeMop BO MUD U TIPU JIBUKERE CO 110jaBa ¥ Ha PUrop CO
YyBCTBO Ha 37IpBeHOCT, Kaj 10% ce mojaBu mocTypaaHa
HeCTaOMTHOCT CO I'YOMTOK Ha paMHOTeKaTa Iopaju Kou
ofioT Oelle CKOPO HEBO3MOKEH, a Telllka OpaJJuKUHe3uja
Kaj 27% op Oonuute. Kaj efeH mauueHT ce IojaBWja U
HEMOTOPHM CHMITTOMM CO MOTENIKOTMM BO TOBOPOT U
a0HOPMAIHM HeJaroffHOCTH, Kako ¥ OONKH, a Kaj efieH
TMaleHT ce perucTpupalie U MojaBa Ha YTpHHCKA odd
IMCTOHMja CO MOTEIIKOTUM IIPU CTAaHYBAbETO Of] KpeBETOT
HayTpo. [lucToHujaTa Oelle U3pa3eHa Ha CTOMaNara, Koja
roc/ie TOJIOBUHA Yac Off JaBambeTo Ha HapepHata JI]|
Tabneta ucue3Ha. Telka OpajuKuHe3Wja 0 aKUHe3Wja
ocobeHo Oellle U3pa3eHa BO YTPUHCKUTE YACOBH, TIPe]
MalMeHTHTe Ja ja MCIMjaT pBaTa fo3a Ha JIJ] mpemapaTor.
AnamuecTuurH 5 (16.6%) manueHTH gaBaaT MOJATOK IeKa
1oBONTHUOT epekT of JI]] 1eKOT UM Tpae OKOIy TpH, a Kaj 3
(10%) mo meT yaca. HajuecTo nmocnegHara BeyepHa jo03a ja
3eMaa OKo/y 22 1 23 4acoT, Ia HayTpo Mpu Oyere nMaa
TIOTEIIKOTHHU TIPU CTaHYBamwe 0f] KPeBEeTOT CO U3pa3eHa
MOTOPHA YCIIOPEHOCT, a Kaj efleH TallMeHT U 1ojaBa Ha
aKUHe3Wja BeJTHALI T10 OY/IeHeTo.

Kaj efleH malueHT [UCKUHE3UUTe ce TojaBHja IOCTIe
caMo JIeBeT Mecely off TIOUeTOKOT Ha Tepanujata co JI/I.
Kaj emen manueHT ce mojaBuja ABo(asHM AUCKUHE3HH
IIPY KOM OKOJTY TIOJIOBMHA 4Yac 110 JIJaBambeTo Ha JIEKOT ce
TnojaBuja TPyOM JMCTOHMYHM JIBUKEHA Ha HO3eTe KOU
cmabo pearupaa Ha Teparuja CoO aMaHTa[[uH cynidar., Bo
Tpaewe oy 40 MUH, MOC/Ie ITO cjlefielie TePUOT off yac
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¥ TIOJIOBMHA Kora Oellie Bo 1obpa on (asa 3a Ja Ha Kpaj
on po3ata Ha JIJI “end of doses” moBTOpHO ce mojaBuja
IMCTOHNYHITE [IBIKEEhA BO TPaetbe off 0Komy 20 MUHYTH,
3a [I0T0A [IOBTOPHO JIa ce jaBart 3HaruTe Ha I1b.

Kaj 30% o marentute co on-off cummnromure Bo off pasa
0ea co 1ojaBa Ha aKMHM3Mja ¥ II0TOA BO on (pasa co Hara
10jaBa Ha IpyOU XopeaTUUHH IBIKerha Kaj 27% co purop, a
Kaj eJIeH MalMeHT ce 10jaBU Ipyd TpeMop HaMecTo Xopea.

KTM u HMP Kaj cute narnueHtd Oea HecrenupuyHO
MPOMEHeTH TIPU IITO Ce TIOKaka I7100aHa KOPTUKalHa
Mo30uHa aTpoduja Kaj 90% op manueHTHTe, a Kaj /IBajila
Oea HajueHM W MU(Y3HU BACKyapoIaTCKU TMPOMEHH Ha
KPBHHTe CajioBM BO OeflaTa Maca.

EEI-To Gemie Kaj 77% ypemHo, a Kaj ocTaHATUTE OOJTHH,
HecTelhYHO TPOMEHETO CO TPUCYCTBO Ma TeTa pUTaM, |
Kaj /1BajljaTa naiyeHTH O BaCKy/IaponaTCKY TPOMEHH 1 CO
BHMCOKOBONITHPaH ajiha ocHOBeH Mo3oueH putam. Kaj emeH
Of AL[IeHTUTEe KOW MMAIlle U TOYETHU leMeHTHU IIPOMEHU
CIIOPUOT TeTa puTaM Oellle MOHA3HAUeH, MOHOMOpQeH
co cpegHa BonTaka. BEII-oT mokaska mponoHrupaHa
natenna Ha I1100 6paHoT Kaj 83% OonHM Ha [iBeTe 0UH,
a Kaj 2 (6.6%) mar@eHTH JIaTeHIaTa Oellle MPOJTOHTMpaHa
Ha egHoTO 0KO. CEII-0T Geliie ypezeH Kaj 77% OOHH, a Kaj
17% Oerre co MpoNOHTHpaHa JaTeHI[A HA CIMHOTPAMOT
Topajy JTyMOOUIIMANITH]a U ONUANCKONIaTHja Koja betile
TPUCYTHA KaKO KOMOPOMIUTET, a Kaj 7iBajiia MarMeHTy bea
TIPOJIOHIUPaHY JIATEHL[UTe Ha KOPTUKATHUTE OJITOBOPU.

JIMCKYCHJA

JIJI ceyirre mpecTaByBa 3/1aTeH CTaHfapf, BO TepalnujaTa
Ha [IB. Mefyroa mocie faBaite Ha JIEKOT BO MOJOT
BpeMeHCKY TIepHOJ] O] OKOMY 3 /10 5 TOJIMHH, U CO CAMOTO
HalpeJlyBame Ha OBa XPOHMYHA OONECT ce jaByBaaT
KOMIUIMKAIMK Off JIEKOT, TUCKMHEe3UU Mpeu3BUKaHu Off
JIEKOT, KaKo U 110jaBa Ha aBTOHOMHH, CEH3UTUBHU OOTTHU
W TICUXWUYKM HEMOTODHM CHMIITOMM IpeJIu3BHKaHU Off
yroTpeba Ha JekoT. IIpomeHuTe ce jaByBaaT MOpajy
MpoMeHW BO caMara (papMakoHaMHKa Ha JIEKOT W
TNPOrPECHBHOTO OINITETYBalme Ha 0a3aJHUTe TaHIHU W
HUBHHTE MaTHIITA KakKo U eKIleCUBHATa CTUMY/Ialuja Ha
ToMaMUHCKUTe pellenTopu. HajuecTd KoMIUMKaiuu ce
MOTOpHUTe (DIIYKTYaIMK Kako ITo ce wearing off, Harm
HenpeBuyyBY off peHOMeHH, TeBojI0Ma MHYIMpPAHATa
muckuHe3uja, on-off ¢nykryauuure, mojaBata Ha
XOpeaTH4HU, TMCTOHMYHHU JIBUKeHha U MUOKJIOHYC KOU ce
jaByBaaT 0cobeHO Ipu yrmoTpeba Ha BUCOKH 703 Ha JI]]
JIeKoT, Kako 1 off iucToHujaTa u IBodhasHKUTe TUCKUHE3UH,
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KOH Ce jaByBaaT IPH IOJONATOTPacH TPETMAaH CO IOHUCKU
no3u Ha JI]I. JIJT uHayipanuTe KOMIUTMKALIAK Ce PE3Y/ITAT
Ha MoBpPeMeHo JiaBambe Ha JIJ] TabnetapHa Tepamnuja mpu
Koja ce BpIIM XPOHMYHA, HO IIOBPeMeHa CTUMY/Ialija Ha
MOCTCUHANTHIKUTE IOAMUHCKU PelLlelITOpH, 3a pasiiiKa
07l KOHTMHYMpaHaTa CTHUMYV/alyja Ha JOMaMUHCKHTeE
PELIeNITOPHU €O 0BOj JIeK KOH JlaBaaT IIOMAJIKy MHAYIMPaH!
nvckuHe3un. [lojaBaTa Ha KOMIUIMKal[UUTe BO rojiema
MepKa e M BO KopeJalja CO CaMOTO HalpelyBaibe Ha
Oorecra, HO Toa He e cekorail rmpaBuso. Toa ocobeHo ce
OfIHECYBa 3a MAalleHTHTe CO jyBeHWIeH MapKUHCOHM3aM
1 OHKE CO aBTO30MHO peliecBHa (opma Ha IIB, Kajie mto
rojaBaTa Ha MOTOPHHMTE KOMIUIMKALMM Of VHOTpebara
Ha 0BOj JIeK MOJKe Jla ce T10jaBaT X Ha CaMMOT MOYETOK o
bonecra.

Ce pamopTupa BO JIMTepaTypaTa 3a PU3MKOT Off MojaBaTa
Ha JIJI wHAylMpaHuTe [UCKUHEe3UM U TeHeTCKUTe
BapuWjal[ui BO JOMaMUHCKUOT pelientopeH reH (DRD2),
TONAMUHCKMOT TPAHCIIOPTED U OMOUIHUOT PeLenTop
(OPRM1), momumopdusam Bo BDNF reHor u A-amenor
Ha COMT mnomumopdusmor. AA reHorunor 3a DRD
3 KopenMpa CO PU3MKOT Off pa3Boj Ha ucasHaTa
IMCKUHe3Wja, HO He ¥ Ha peak Jj03HaTa IWCKUHE3Wja,
a anenmuuor nomumopduszam Bo HOMER 1 renor, Kou
ro Kojupa MOCTCHHANTUYKMOT TPOTEMH OfIrOBOPeH 3a
CUHANTUYKMOT TIACTUIIUTET ¥ CUTHAJTHATA TPAHCYKIIUja
Ha [JIyTaMaToT e acolldpaHa co HKMCKA MpeBajieHIuja Ha
nuckuHesuja Kaj I1b (1).

Kaj nammre manmentn co wearing off Hajuecra
MaHubecTanyja Oelle MojaBaTa Ha Telllka OPa[UKUHe3Uja
10 aKWHe3Wja O0COOEHO W3paseHa BO VTPUHCKUTE
yacoBH, TpeJ 7la ja 3eMaT MpBaTa TabjeTapHa J03a Ha
JII mpenapatoT. AHaMHECTMYKM JaBa IIOJaTOK [eKa
noBoHUOT epekT of J1JI meKoT 1M Tpae oKony 3 1o 5 yaca.
HajuecTo mocneqiHaTa BeuepHa Jio3a ja 3eMaa oKonmy 22 u
23 yacoT, Ia HayTPo TPy Oy/iere MMaa MOTEIKOTHH TPH
CTaHyBambe O]l KpeBeT CO M3pa3eHa MOTOPHA YCIIOPEeHOCT,
a Kaj HeKoj ¥ TI0jaBa Ha aKMHe3Mja BeHAII 10 OyIermeTo.
HajuecTa MoTOpHa KOMIUIMKallMja Kaj HallMTe Mal[ieHTH
oea on-off cykryaruure, mpu Kou MalyeHTUTE BO ON
MepuosioT MMaa XUIePKUHETCKU JIBUKera, HajuecTo
O[] TUIIOT Ha TIPyOM XOpeaTHUHH [BIKEHa, MpHU IITO
3a KpaToKk mepuop ofiefiHam ByieryBaa Bo off c¢asa co
nojaBaTa Ha akuHe3uja U freezing deHomeHot. Hajuecra
IUCKMHe3Mja Kaj HalIMTe MaljMeHTH Oellle Xopearta, a
TIOPeTKO JWCTOHWjaTa. JIMCKuHe3uuTe Oea HajMHOTY
sactarieHd Bo Qopma Ha peak of dose muckuHe3uw,
Kora KoHLeHTpanujata Ha JIJI Oeme HajBucoka. IIpu
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JlaBambeTo Ha MOHMCKY 703U Ha JIJ| 3abene;kaBMe fieka
IUCKUHEe3WUTe Ce jaByBaaT IIPU KpajoT Ha JIejCTBOTO
Ha JIJl Kora W Hej3MHaTa KOHIleHTpallija e HajHMCKa.
Hajuecta kommmikaiuu npu JIJI TepanujaTa Bo HUCKU
7034 BO KOM DPa3MakoT Ha BPEMEHCKHOT TepHof, BO
TlaBambeTo Ha HapeJ[HaTa 103a Oellle IOrojieMa rmojaBaTa Ha
nBotasuu muckuHesnu. Taa HajuecTo ce MaHUpeCTHPa Co
IMCTOHM]ja, TIOCJIe Koja CJIefiu Mofi00pyBatbe Ia MOBTOPHO
nuctonuja. CIMYHO HA HANIUTE HAO[U ¥ TopeHaBefleHuTe
aBTOPKM HaBeJyBaaT JleKa [BO()a3HUTE IMCKUHE3HH
TI0YECTO Ce jaByBaaT Kaj MaKu O paH nmouyeTok Ha IIb u
PaHU MOTOPHU KOMITUTUKAI[UK.

JlonroTpajHara Tepanuja co JIJI Moke Jja ©Ma TOKCHUUYEH
edekr M Ja ja 3abp3a HeBpOHAJIHATA JereHepariyja
NpeU3BUKYBajKU  (popMHUpame Ha  IUTOTOKCUYHH
C7TO0OTHY pafMKaNi U JIPYTM OKCUIATHBHU TOKCHYHU
BUJIOBY ¥ XPOHMYHKOT TPETMAH € acoliupaH co pa3Boj Ha
MOTOPHM KOMIUTMKAI[MM KOM Ce M3BOP Ha WHBAUIMTET
KOM Ce M3BOP Ha WHBAIUUTET Kaj HEKOW MaljueHTH
co IIB. Ce yraxkyBa Ha (akToT feka JIJ| Mmoxe ma oume
TOKCHMYeH Bp3 JIOTIAMMHCKUATE HEBPOHM U MOXKe Ja ja
3abp3a mporpecujata Ha Oonecra. JIJI Koja BO MO30KOT
ce KOHBEepPTHpa BO JIONIAMUH BO TeK Ha OKCHJATMBHUOT
MeTtabomi3aMm (opmupa xuzaporen nepokcup (H202), kou
ce orctpaHyBaaT co rayratioHoT (GSH) Bo HopmanHu
VCJIOBM, HO TOj € peAyiupaH Kaj 6omuu co I1b u toram ce
Bogopop, mepokcuaor (H202) BreryBa Bo MHTepaKiiuja
€O KeJie3HUOT joH Fe++ 1 hopmMupa BUCOKO PeaKTHBEH U
IIUTOTOKCHYEH cobomeH xuppokcwieH OH pagukan Bo
coracHocT co ¢eHTOHOBaTa peakiuuja. JIJ] ja HamanyBa
¥ KOHBep3WjaTa Ha TOKCHUHMTe BHUJOBM Ha ajda
CHUHYKIenH mpoTtodubpunure u ja 6imokupa Chaperone
nocpeyBaHara aBrodaruija (2).

Hecomueno e peka JIJl TepamujaTa BO TMOYETOK Ha
OomecTa JI0BeflyBa 70 Mof00pyBame Ha CHMITOMHTE 3a
oxony 70-80% ox HenexkyBanuTe 0omHuU. Toj TepameBTCKU
edekT omagHa Kaj HammTe 007MHE 3a okony 40%, mocre
3-5 roguMHM Ofi TepopajiHaTa Tepamuja CO OBOj JieK.
OcobeHo euKacHocTa Oelle OMajHaTa Kaj OHKME OONTHU
Koj Oea Ha BUCOKM M BPEMEHCKH JIaBaHU MOYECTH 03U
Ha 0BOj /iek. Ce jaByBaaT ICUXWYKM MPOMEHHM, 1 J[ypU
1 ncuoTHuHN MaHMbecTaly, Kou 0Oea TMOM3pa3eHH
Kaj TalMeHTUTe KOWM KMMaa 3HAIM Ha [ieMeHIja
OHUE Kaj KOM HEeBPOICUXOJIOLIKUTE TECTOBU IOKa)Kaa
17100a/THA KOTHATMBHY HapylIyBata. HajuecTn neuxuuku
MaHu(becTaluy ce XanylUHAIMKUTe, HHCOMHUjaTa T1a ce
710 HOKHUTe KOLIMapHu, MapaHOMIHO UHTePIpPeTaTUBHUOT
CHHJPDOM ¥ KOH(Y3HO TCHXOTUYHUTE  COCTOjOM.
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XaJyIUHaIMKTe ce HajuecTo UIHH, a TOPETKO ayIUTHBHH,
a MOJKe JIypU ¥ MOYEeCTO Jia Ce jaBaT M MpHU yIoTpeda Ha
aMaHTaJuH cyndar ¥ 0coOEHO AHTHXOMMHEPTUIUTE BO
rocTapata Bo3pacHa rpyma Ha mamueHTtu. Wearing off
(heHOMEHOT e ToCiIeuIla Ha JlereHepalyja Ha BHCOK
MPOLIEHT Ma JIONaMUHCKMTEe HEBPOHM M TOpaju Toa
HajuecTo e MPUCYTeH Kaj O0MHUTe co HampegHaTa (popma
Ha I1b.

On off ¢eHomeHOT Bo cymITHHa TpecTaByBa (heHOMeH
WM cocToj0a Ha Haria TpoMeHa Off COCToj0a Ha
1I00p0 KOHTPOIMpaH MapKMHCOHM3aM BO COCTOj0A Ha
HaryIo TOTEHIMpame W BJIOIIYBake Ha CUMIITOMHUTE CO
1ojaBa 0C00EHO Ha TelllKa aKMHe3Wja CO HEMOKHOCT 3a
3aI0YHYBat Ha MHUIMjaTHBATa BO IBKEHETO, T10jaBaTa
Ha rpy0 TpeMop 1 0c00eHO Ipyou XopeaTHuHH JIBIKeHba
Kora MaIyeHToT e Bo ON KOj HacTaHyBa HarJo, Kora efieH
MaleHT KOj e HemoJBWKeH BO aKMHe3Wja, Ofle/IHall
MOYHYBa fla MaHuecTHpa TIpyoM XUIEPKUHETCKH
HajuecTo XopeaTMuHH [BuKema. OBoj ¢eHOMeH ce
criopefiyBa €O HEM3MEHWUYHO Tajiele U Traceme Ha
cBetioto. Off ocTaHATHTe AMCKUHE3WM KaKo IITO Oelie
HaBeJIeHO Ce jaByBaaT HO MOPETKO IUCTOHUjaTa, THKOBUTE,
MHOKJIOHYCOT, 0aIM3MOT, a 0CO0EHO HEBOJIHU JIBIKEHa
BO JMHIBO-(halro-OyKajHaTa Myckynatypa. Tpeba pa
ce UCTaKHe ¥ Mpo0IeMOT TIpH TI0jaBaTa Ha JIBO(asHUTeE
IMCKUHE3WX KOM TPecTaByBaaT TepareBTCKU MpobyieM
nopajy HMBHATa claba PeakTHOWIHOCT Ha Teparujara,
0c00eHO co AMaHTajiH cyndar U anoMop(GHHOT, KOU ce
YIoTpeOyBaar Bo Teparnuja Ha JUCKUHe3UUTe, 0C00eHO BO
HanpenHara (ba3a Kaj II5. OBue mucKuHe3uu ce jaByBaaT
0CO0EHO TIPU XMPYPIIKA WHTEPBEHIIMM BO Tpefie]l Ha
TaJIaMyCOT, KAKO Ha PUMe] TaJlaMOTOMUjaTa, Kako ¥ IpH
nmaboka Mo3ouHa crumynaiuja (IBC) Bo TanammuHaTa
perja ¥ HajuecTo ce jaByBaaT BO HO3eTe CO Ti0jaBa Ha
TeNIKM OANMCTUYKYU JIBMKEHa, MOCe MTO HACTaHyBa
TIepUoI Ha TTofj00pyBakbe 3a Jja IIOBTOPHO MPHU KPajoT Ha
TepaIeBTCKOTO [IejCTBO Ha /I03aTa MOBTOPHO Harao ce
T0jaBaTa M PecTaHyBaaT o MOTIOJIHA T10jaBa Ha 3HAIUTe
Ha MapKUHCOHM3MOT. IlocTojaT M  MapOKCH3MAaKHU
IUCKUHE3WH TI03HATH KaKo yo-yo (DeHOMEHOT KoM ce
jaByBaaT 0co0€HO Kaj OOMHUTE KoM BO HampenHaTa ¢hasa
Ha Oojecta TOMONITO BpeMe Ce JIeKyBaaT CO BHCOKH
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no3u  Ha JIJl ¥ ce ofiiMKyBaaT CO Har/id IPeomu Of
cocToj0a Ha HEMOJBMKHOCT BO COCTO0j0a Ha W3pa3eHu
IMCKUHe3ud. MHOKIIOHYCOT ce jaByBaHa HO3ETe, HAajuecTo
HaBeuep W YecTONaTH 3aeJHO CO HapyIIyBame Ha COHOT
1 OCTaHATUTe IICUXMYKM HEeMOTOpHH cuMmToMu. Of
aBTOHOMHMTe cumnToMd Bo off mepmomor Hajuecto
ce jaByBa TepMmoOperyiatopHa AuMc(VHKLMja, KPU3U Ha
MHTEH3MBHO TI0Tee U CUHKTePHU AUCHYHKIMN KaKo
IITO e YpHMHApHATa YPreHTHOCT 3a MOKPEemhe U YpUHApHa
MHKOHTHHeHIWja. Bo CK/Ion Ha CeH3UTUBHUTE CUMIITOMU
CeKako Tpeba Jla ce CIIOMEHe M TIojaBaTa Ha OOJKa,
0C00€HO T10jaBaTa Ha CUITHUTE AUCTOHMYHU OOTHU CIIa3MU
BO CTOIajIaTa.

3AKJIYYOK

JloroTpajHaTa MHTePMUTEHTA JOMAMUAHCKM CTUMY/Ialfja
Ha TIOCTCHHANTMYKUTE JIOMAMUHEPTMUHM pPeLlelNTOpH
TPy MepopaiHa Tepanuja co Tabmetu JIJ| mpeau3BrKyBa
HecakaHu ecdektn. HajuecTn HecakaHu edektu ce on-
off denomenor, wearing off, ocrmabenu TepamneBTCKH
OJIrOBOPH U JAMCKUHE3nH. Kaj cuTe crmuTaHUIM HacTaHa
TIOBTOPHA TI0jaBa Ha cuMmIToMuTe Ha [Ib, Kako U HUBHO
BJIOIIYBambe.

JINTEPATYPA

1. Camila Catherine Aquino, Susan H. Fox. Clinical Spec-
trum of Levodopa-Induced Complications. Movement
Disorders Vol.30,No.1 2015(p.80-89)

2. C. Warren Olanow. Levodopa: Effect on Cell Death and
the Natural History of Parkinson’s Disease. Movement
Disorders, Vol. 30, No. 1, 2015 (p.37-44)

3. JankovicJ1, Stacy M. Medical management of levodopa-
associated motor complications in patients with Par-
kinson’s disease. CNS Drugs. 2007;21(8):677-92.

4. Kieburtz K. Therapeutic strategies to prevent motor
complications in Parkinson’s disease. ] Neurol. 2008
Aug;255 Suppl 4:42-5. doi: 10.1007 /s00415-008-4007-4.

5. David J Brooks. Optimizing levodopa therapy for Par-
kinson’s disease with levodopa/carbidopa/entacapone:

implications from a clinical and patient perspective.
Neuropsychiatr Dis Treat. 2008 Feb; 4(1): 39-47

285 | Medical Journal - MEDICUS

AN



000000000000

Brief communications

WORSENING OF THE CLINICAL PICTURE OF THE PARKINSON'S DISEASE BY LONGER
LASTING TREATMENT WITH LEVO DOPA

Petrov.l., Taravari A.

University Clinic of Neurology-Skipje

ABSTRACT

Levo-dopa(LD) is a golden standard in therapy of Parkinson's disease (PD). It is considered that the medication
can accelerate the process of neurodegeneration and can lead to acceleration of the disease course and the
evolution of the disease. Therty patients were investigated (24 men and 6 women) which many years are treated
at the movement disorders department by University Neurology Clinic- Skopje (UNCS). In the study were included
patients who are treated with LD more than 5 years. To all the patients were made: complete neurological
status,neurophysiologic investigations, neuropsychologic tests and neuroimaging techniques. The patients had
diphasic dyskinesias,nonmotor changes in th psychological sphere,decreased an fluctuated motor response at the
therapy with levo dopa and of course decreased control on the motor and nonmotor symptoms. At 30 of the patients
it was registrated gradual loss of the efficacy of the medication, with repeated occurrence and worsening of the
symptoms of Parkinson's disease, for about 40 %. In 23,3 % of patients wearing off phenomenon was registrated,
and at 27% of patients on-off phenomenon was presented. In one patient diphasic dyskinesias occurred. CT scan
and MRI in all patients were nonspecific changed. EEG was normal in 77% and in the rest of the patients was
nonspecific changed. VEP showed prolonged latency at P100 wave in 83% of the patients in both eyes and in 2 (6,6%)
patients the latency was prolonged on one eye. SEP was normal in 77% of patients and in 17% was with prolonged
latency of the spinogram, while in two(6,6%) patients the latencies of the cortical response were prolonged.

Key words: levodopa, dyskinesias, nonmotor symptoms
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TRAJTIMI I DEPRESIONIT MADHOR PERMES SEKS TERAPISE

TREATMENT OF MAJOR DEPRESSION THROUGH SEX THERAPY

Icka E.!, Fejza H?

! Federata e Familjes pér Page Botérore dhe Bashkim, Tirané, Shqipéri
2Qendra e Shéndetit Seksual - LIBIDO, Prishtine, Kosove

Medicus 2015, Vol. 20 (2): 287 -291

ABSTRAKTI

Njerézit ndjejné depresion kur déshtojné né arritjen e njé géllimi, kur u vdes njé njeri i afért, kur kané probleme
financiare, sociale e mé sé shumti kur kané probleme emocionale e gé lidhen kryesisht me probleme seksuale
dhe ato né cift. Né rangimin e simptomave vegjetative té depresionit zvogélimi i libidos rangohet si i pari i pasuar
pastaj me simptome té ndryshimit né peshé, anoreksi, pagjumési dhe crregullim té ciklit menstrual. Trajtimi
bashkékohor i depresionit madhor éshté intergrativ (psikoterapi dhe farmakoterapi). Terapia e seksit éshté krijuar
pér té ndryshuar disa struktura té sjelljes seksuale. Qé té kihet njé funksionim i miré seksual (qgé nga ana e
tij ndikon né rritjen e kohezivitetit dhe kénaqésisé né marrédhénie), individi duhet té jeté i liré jo vetém nga
ndjesité negative por edhe nga kontrolli i tepért konjitiv. Terapistét e REBT (Rational emotive behavior therapy)
gé né shqip nénkupton terapiné racionale emotive té sjelljes, béjné njé dallim té garté mes pakénagésisé né cift
dhe shgetésimeve né cift. Pakénaqésia né c¢ift ndodh kur njé ose té dy partnerét nuk marrin aq sa do té donin
nga partneri tjetér dhe /ose nga marrédhénia intime. Shgetésimet né cift shfagen kur njé ose té dy partnerét
shgetésohen emocionalisht nga kéto pakénagési. Si pérfundim mund té thuhet se terapia e seksit me gjasa éshté
terapi e funksionimit disa planésh: né té njéjtén kohé identifikon, vleréson, modifikon, ndryshon dhe integron
problematikén né marrédhénien né cift dhe até té veté ¢crregullimit.

Fjalét Kyce: depresioni madhor, seks terapia, psikoterapia

HYRJE

Njerézit ndjejné depresion kur déshtojné né arritjen e
njé qéllimi, kur u vdes njé njeri i afért, kur kané probleme
financiare, sociale e mé sé shumti kur kané probleme
emocionale e gé lidhen kryesisht me probleme seksuale
dhe ato né cift.

Depresioni madhor ndodh kur njé individ provon njé
ose mé shumé episode depresioni madhor, simptoma
kryesore e té cilit éshté ajo e njé gjendjeje shpirtérore
té réné dhe humbje e interesit pér aktivitete normale.
Simptoma té tjera mund té pérfshijné prishjen e gjumit,
képutjen, rénien né peshé, ndjenjén e fajit té koté, ndjenjé
e té ndierit i pavlefshém, paaftési pér t'u pérgendruar,
mendime rreth vdekjes dhe vetévrasjes. Kéto simptoma
shfagen té paktén pér njé periudhé dy javore. Personat gé
vuajné nga depresioni madhor e pérshkruajné veten si té
trishtuar dhe té pashpresé. Ndodh gé ata nuk gjejné motiv

pér té vazhduar jetén dhe pérpigen té vrasin veten (1).
Depresioni madhor zakonisht fillon né moshén e pjekurisé
sé hershme, por episode té depresionit madhor mund té
shfagen né ¢do moshé, duke pérfshiré edhe fémijériné.
Njé episod i depresionit madhor zgjat té paktén gjashté
muaj, por mund té shkojé edhe njé vit, madje edhe mé
tepér. Sipas OBSH depresioni rangohet i katérti né listén
e problemeve urgjente gé atakon mé shumé femrat se
meshkuijt, paragitet kryesisht né moshén 20-50 vjecare
dhe éshté mé i shpesht te personat qé nuk kané raporte
té mira interpersonale dhe te té divorcuarit (2).

Né rangimin e simptomave vegjetative té depresionit
zvogélimi i libidos rangohet si i pari i pasuar pastaj
me simptome té ndryshimit né peshé, anoreksi,
pagjumési dhe crregullim té ciklit menstrual, (3).
Edhe né rastin e pérshkrimit té faktoréve té rrezikut
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pér depresionin pas faktorit gjenetik dhe tiparit
té personalitetit vien gjendja civile e qé si pasojé e
problemeve né martesés dhe divorcit mund té paragiten
nivele té ulta dhe té larta depresive.

Problemet seksuale gjithnjé kané qené bazé e
crregullimeve té shumta né jetén e njeriut duke
paragitur shenja té pakénagésisé dhe prishjes sé balancit
neurologjik dhe emotiv te individi ashtu edhe te partneri
i tij dhe rrethi ku ai jeton dhe vepron.

Deri ne gjysmén e shekullit té XX nuk ka patur njé qasje
té miréfillté dhe shkencore qé kishte si géllim trajtimin
e problemeve seksuale e gé¢ do mundésonin zgjedhjen e
problemeve dhe sémundjeve tjera né mesin e té cilave
jané edhe sémundjet shpirtérore.

Né linjén e kétyre qé u thané mé larté vendoset fokusimi
mbi tipologjiné alternative té terapisé sé seksit si ményré
e re e ridemensionimit funksional té individit brenda
sigurisé sé tij, rritje e brendshme dhe mbéshtetje e
rregullit parimor té familjes dhe mirégenies sé individit
brenda fushéveprimit té tij..

QELLIMI I PUNIMIT

Qéllimi kryesor i kétij punimi ka gené pérmbledhja me
kujdes e informatave shkencore gqé kané té béjné mé
terapiné e seksit si metodé pér trajtim té depresionit
né ményré qé profesionistét té kené njé mundési pér
ndryshim té qasjes ndaj késaj kategorie kurse qéllimi
tjetér ishte dhénia e informatave pér lexuesit e thjeshté
dhe ata gé kané nevojé pér pérmirésimin e gjendjes sé tyre
shpirtérore pérmes disa késhillave té thjeshta e praktike.

METODOLOGJIA

Njé pérmbledhje sistematike e té dhénave dhe
informatave nga punimet origjinale kérkuese shkencore
té pérzgjedhura né ményré selektive dhe rigoroze duke
ndjekur metodén shkencore té vlerésimit té balancuar té
studimeve kérkimore origjinale.

Kérkimet jané béré duke hulumtuar népér bazén e té
dhénave kompjuterike, duke pérdor njohurité personale
nga kjo fushé, duke kontrolluar listén e referimeve né
artikuj té ndryshém té botuar né zhurnalé shkencore dhe
dukeé béré njé kérkim manual né zhurnalét kyc té fushés
sé terapisé sé seksit dhe depresionit.

Revisté mjekésore - MEDICUS | 288

IS ISP

000000000000

SHTRIRJA E PROBLEMIT

Trajtimi bashkékohor i depresionit madhor éshté
integrativ (psikoterapi dhe farmakoterapi).

Si farmakoterapi mund té pérdoren njé numér i
antidepresantéve té tipologjive té ndryshme:

Frenuesit e rikapjes selektive té serotoninit (SSRI),
Frenuesit e rikapjes se Norepinefrinés dhe Dopaminés
(NDRI), Antidepresantét atipik - triciklik dhe frenuesit e
Monoamine-Oxidazés (2).

Trajtimi Psikoterapeutik dha Alternativ.

Studimet kané raportuar disa tipe té psikoterapisé si
efektive pér depresionin:

Terapia Konjitive -Behaviorale ( CBT) éshté mé e
pérdorshmja. Ajo ndihmon né identifikimin e besimeve
negative dhe sjelljeve dhe i zévendéson ato me té tjera
té shéndetshme dhe pozitive. Parimi bazé éshté se jané
mendimet tona gé pércaktojné sesi ndihemi dhe sillemi.
Ne mund té ndryshojmé ményrén e té menduarit dhe té
sjellurit késisoj.

Terapia Elektokonvulsive (ECT): Pérshkimi i rrymave
elektrike né tru mendohet se ndikon né nivelet e
neurotrasmetueseve. Jep efekte té menjéhershme
lehtésuese edhe té simptomave mé rezistente té
depresionit. Efekti anésor mé i zakonshém éshté
konfuzioni, ndonjéheré humbje e kujtesés.

Terapia Hormonale. Studimi i Serotoninit, Progresteronit
dhe Estrogenit né graté né periudhé menopauzale me
depresion, pa pérdorimin e antidepresantéve, vértetuan
praniné e gjendjeve depresive si pasojé e mungesés nén
nivel té kétyre hormoneve. (Anrdrew Herzog 2010). Kjo
proceduré e re e trajtimit té depresionit éshté mjaft
premtuese (4).

Seks terapia sikundér e njohur sot, éshté themeluar nga
Matsers and Johnson(1970) qé publikuan pér heré té paré
njé metodé té re terapeutike ndaj revolucionarizimit té
problemeve seksuale pér profesionistét e shéndetit .
Pértej faktoréve intrapsikiké, pér Masters dhe Johnson
(1970) jané shkaqet sociale dhe konjitive ato qé shkaktojné
problemet seksuale, (5). Né té njéjtén linjé, Helen Kaplan
(1974) pérpunoi versionin e saj té terapisé sé re té seksit, e
paré si njé uré integrative mes psikanalizés tradicionale
dhe teknikave bashkékohore behaviorale (6).



ARy

Studiuesit dhe njé mini kérkim né fushén e klinikés
shgiptare nga Ejona Icka, psikologe, tentojné té hedhin
drité mbi kuptimin e faktoréve psikologjik dhe fizik qé
ndikojné né ndryshimet e interesit seksual.

Burrat e moshuar dhe graté né periudha postmenopausale,
duan té ndjejné kénagési té njéjté seksuale si do cift i ri.
Ata gé mbijetojné ndaj traumave, qofté neurologjike, apo
té shtépisé duan té rimarrin kénagésiné e jetés seksuale
aktive. Pjesa mé e madhe e studiuesve klinik bien dakord
se klima e tashme kulturore inkurajon interes aktiv
ndaj seksit, edhe nése normat kulturore dhe (mbase) ato
shtetérore publike nuk nxisin shumé até (liriné seksuale).
Praktika e terapisé sé seksit éshté e lidhur ngushté me
seksologjiné si shkencé.

Terapia e re e seksit sipas Masters dhe Johnson (1970)
pérfshinte punén afat-shkurtér por intensive me
ciftin (terapiné e pérbashkét), me njé cift terapistésh
(njé mashkull dhe njé femér). Ndérhyrja konsistonte
né ushtrime behaviorale té drejtpérdrejta, terapiné
konjitive-behaviorale té ciftit (Kilmann,Boland, Norton,
Davidson & Caid 1986; Hawton 1992; Teifer 1994;Leiblum
&Rosen 1995). Ekzistojné disa metoda té trajtimit me seks
terapi:

Metoda Masters-Johnson: Trajtimi fillon me procedurat e
vlerésimit (ekzaminimi fizik dhe intervistat) me terapistin.
Ditén e treté, terapisti takon ciftin pér té diskutuar
rezultatet e vlerésimit dhe parashkrimin e plan-trajtimit.

Metoda Kaplan: Ndihmon partnerét né arritjen e
géllimeve té tyre seksuale né kohén mé té shkurtér té
mundshme. Seancat mbahen njé ose dy heré né javé teksa
partnerét praktikojné edhe né shtépi.

Metoda PLISSIT (Annon 1976): Ky model parashtron pér té
katért fazat e teknika té vecanta: Faza e paré e trajtimit:
Lejimi i informimit gé i mundéson klientit té dijé
parametrat dhe sqarojé shgetésimet dhe problematikat
qé ka. Faza e dyté e trajtimit: Informimi i kufizuar.
Dhénia e informacionit specifik faktik né lidhje me
shgetésimin kryesor té klienti. Faza e treté e trajtimit:
Sugjerime specifike né lidhje me céshtjet kyce té nxjerra
né terapi. Faza e katért e trajtimit: Terapia intensive, qé
né P-LI-SS-IT shihet si trajtim individual i orientuar dhe
i standardizuar.

DISKUTIMI

Krejt ky zhvillimi né fushén e terapisé sé seksit na vé
pérballé sfidave dhe céshtjeve té tjera té gjéra: Cfaré éshté
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njé crregullim seksual? Sa e réndésishme éshté prania e
distresit (stresit negativ) né konsideratén diagnostike?
Cilat jané trajtimet e duhura? A éshté REBT terapia mé
e miré ndaj problematikave gé shogérojné seksin? Cilat
jané pritshtmeérité e njé trajtimi té miré? Cili pércakton
suksesin e trajtimit, terapisti apo pacienti? si vlerésohet
suksesi i terapisé (ndjesité e kénagésisé, intimiteti) (7).

Terapia e seksit éshté krijuar pér té ndryshuar disa
struktura té sjelljes seksuale. Masters dhe Johnson i
dhané njé dimension té ri mé terapiné e seksit. Qé té kihet
njé funksionim i miré seksual (qé nga ana e tij ndikon né
rritjen e kohezivitetit dhe kénagésisé né marrédhénie),
individi duhet té jeté i liré jo vetém nga ndjesité negative
por edhe nga kontrolli i tepért konjitiv.

Né shoqériné shqiptare té ardhur nga njé sistem besimi i
ploté ku marrédhénia intime dhe ajo seksuale né vecanti
nuk konsideroheshin te denja pér diskutim té gjeré, dhe
ku jo rrallé cifti fshihte dhe i nénshtrohej fatit té vet dhe
ku shpesh marrédhénia né cift kthehej né tipike sho-
gérore, seksi ka gené tabu e mendimit dhe i frenuar né
komunikim e pérditshém. Ende sot (ku né fakt figura e
psikologut késhillues té ciftit dhe seksit éshté figuré e
menduar), shogéria parapélgen té stérmundohet veté
pér té gjetur njé zgjidhje té problemeve-shpesh zgjidhje
irracionale té mbivendosura-duke pérforcuar negativisht
negativen e marrédhénies. Né shogériné toné represimi
seksual, shumé prej problematikave seksaule dhe atyre té
ciftit jané pasojé e informacionit té pakét, keqpércepti-
meve dhe miteve té pérhapura rreth fantazisé, klimaksit
té pérbashkeét etj (8).

Seks-Terapia - REBT  (Terapia emotive behaviorale
racionale), ka marr njé zhvillim té dukshém kohet e
fundit. Njé piké e forté e REBT éshté pozicioni gé ajo
bart ndaj zemérimit dhe reagimeve té dhunshme né
marrédhéniet intime. Terapistét e REBT béjné njé dallim
té qarté mes pakénaqésisé né cift dhe shgetésimeve né
cift. Pakénaqésia né cift ndodh kur njé ose té dy partnerét
nuk marrin aq sa do té donin nga partneri tjetér dhe /ose
nga marrédhénia intime. Shgetésimet né cift shfagen kur
njé ose té dy partnerét shqetésohen emocionalisht nga
kéto pakénagési. Késisoj ata pérjetojné ankth, zemérim,
léndim, depresion, turp, ndjenjé faji dhe xhelozi-emocione
gé ndérhyjné né komunikimin konstruktiv, zgjidhjen
e problemeve dhe proceset e negocimit gé ndihmojné
né zgjidhjen e pakénagésive né cift. Kur njé ose té dy
partnerét jané té shqetésuar emocionalisht, ata vihen né
situate vet-mbrojtése qé pérforcojné shqetésimin né cift.
Teoria REBT postulon se nése ciftet kané njé komunikim
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konstruktiv, aftésiné pro-zgjidhése dhe té negocimit,
ciftet mund té zgjidhin veté problemet e pakénagésisé.
Kur ata nuk i posedojné kéto aftési, fokusi i terapisé
éshté t1i trajtojé dhe pérdoré kéto aftési. Kur ciftet jané
né stadin e marrédhénies sé shqetésuar, derisa problemet
e tyre té zgjidhen, shfagja e problemeve né marrédhénie
éshté prezente pavarésisht aftésive komunikuese té
partneréve (10, 11, 12 ,13).

PERFUNDIME

Depresioni Madhor, éshté pasojé e faktoréve multin-
dérvepruesbiologjiké-konjitivé-emocional-social. Tenden-
ca e shfagjes u atribuohet kushteve fizike dhe psikologjike
qé me gjasa e kthejné ndikimin e disa faktoréve né ndikim
sistemi. Njé pérforcim mendor negativ sjell njé sjellje
negative dhe emocionalitet negativ. Zhbérja e tyre éshté
atributi primar i terapisé CBT.

Terapia e seksit me gjasa éshté terapi e funksionimit
disa planésh: né té njéjtén kohé identifikon, vleréson,
modifikon, ndryshon dhe integron problematikén né
marrédhénien né cift dhe até té veté ¢crregullimit.

Nése Depresioni Madhor trajtohet me seks-terapi (REBT),
pérpos trajtimit specifik té crregullimit, mund té trajtohet
edhe dimensionaliteti i tij duke ndryshuar mendimin
(irracional-racional); duke pérforcuar strategjiné e té
menduarit pozitiv dhe duke e trajnuar kété pérforcim pér
pérdorim té jetés sé pérditshme.

Terapia REBT éshté terapi integrative e sé ardhmes e
cila pak ose aspak njihet né klinikén shqiptare. Nése né
perspektivén toné diagnostike marrim né konsideraté
kété terapi, atéheré ne mund pérfitojmeé si né koston neto
dhe até oportune, ulim njékohésisht koston humane té
pérdorimit farmakoterapik, dhe japim njé dimension té
ri trajtimit té pérgjithshém psiko-social né shérbim té
sigurisé sé genies. Pérfitohet késisoj edhe né nivel sistemi!

REKOMANDIME

Aftésimi dhe pérgatitja e stafit profesional té Psikologut
té seksit, standardizimi kurrikular dhe njésimi i
procedimeve bashkékohore té kérkimit - diagnozés dhe
trajtimit alternativ té crregullimit té Depresionit
Unipolar pérmes terapisé shumédimensionale té Seksit.

Pérpjekje maksimale pér promovimin e terapisé sé seksit
si metodé pér trajtimin e depresionit né masén qé ajo té
jeté e kuptueshme pér profesionistét dhe ata qé vuajné
nga depresioni.
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Brief communications

TREATMENT OF MAJOR DEPRESSION THROUGH SEX THERAPY

IckaE.!, Fejza H.?

1 Family Federation for World Peace and Unification, Tirana, Albania
2 Center for Sexual Health - LIBIDO, Pristina, Kosovo

ABSTRACT

People feel mild depression when fail to achieve a goal, when a family close member dead when they social and
financial problems and mostly when they have emotional problems mainly related to sexual and relationship
problems. In the ranking of vegetative symptoms of depression, reduction of libido is ranked as the first, followed
then by symptoms of change in weight, anorexia, insomnia and menstrual cycle disorder. Contemporary treatment
of major depression is integrative (psychotherapy and pharmacotherapy). Sex therapy is designed to change certain
structures sexual behavior. To have a good sexual function (which increases the cohesiveness and relationship
satisfaction), the individual must be free not only from negative feelings but also by excessive cognitive control.
REBT (Rationale Emotive Behavioral Therapy) therapists make a clear distinction between dissatisfaction and
concern inside the couple. Couple dissatisfaction occurs when one or both partners do not take as much as they
would like from the other partner and / or intimate relationship. Couple Concerns arise when one or both partners
worry emotionally from this disappointment. In conclusion it can be said that sex therapy is probably some faceted
operation therapy, at the same time identifies, evaluates, modifies, alters and integrates issues in relation to the
couple and disorder itself.

Keywords: major depression, sex therapy, psychotherapy
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VOLUNTEER MEDICAL MISSION “AMERICAN WOMEN’S HOSPITALS”
IN MACEDONIA AND KOSOVO DURING AND IMMEDIATELY THE GREAT
WAR

N0bPOBO/THA METMIMHCKA MUCHJA ,, “AMERICAN WOMEN'S
HOSPITALS” BO MAKEJJOHIJA 1 KOCOBO 3A 1 HEIIOCPEHO
IIOCJIE ITPBATA CBETCKA BOJHA

Josimovska V.

Fakultey for education ;Univerzity “Goce Delcev” Stip, R. Macedonia

ABSTRACT

This paper generally is about the difficult period for Macedonia and Kosovo dating back in time of the First World
War and the years right away it. Actually, that is the period when this territory was under occupation of the Allied
and Central army for about four years. Also, in the same time the life of the people became unbearably tough due
to the pressure for the daily requisitions for food, livestock, housing and forced work for those who were capable
of working.

The presence of the international sanitary missions in The Kingdom of Serbia during the Great War and several
years afterwards was welcomed and necessary. The Great War that brought great sufferings, did not only changed
the world forever, but also put the international solidarity on a test and without it the number of the victims from
the epidemic and pandemic diseases, famine and poverty would be more tragic and bigger.

The international sanitary missions represented a huge saviour and one of them belong to the mission ‘Hospitals
of the American women’ and its director, the legendary d-r Eta Grey. They give the population enormous healthy-
social protection at times when was decisive whether to be or not.

Purpose of the paper: The purpose of this paper is to present the role of the international solidarity of the
“American Women Hospitals” mission in providing medical prevention in during the hard years after the First
World War.

For writing this paper it was used historical-researching method while the subject of research is the problem
with the chronological order and analysis of the researched material. Except the written material it is used photo-
documentation, reports, letters, working reports and newspaper articles

Key words: Macedonia, Kosovo, First World War, hospitals, contagious diseases, sanitary missions.

Introduction

With the First World War which started in 1914 and lasted
until 1918, it also started the biggest and the hardest
military discord in the history of the mankind. There
were 60 million mobilized people, 15 million people were
dead and 20 million wounded people only in Europe.
Moreover, one third of the Serbian population has died
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together with Kosovo and Macedonia and shortly after
the war, 500 000 children were left parentless as well.

In the period from 1912 to 1918, three wars occurred on
the Macedonian territory in its ethnic borders. Firstly,
the First Balkan War occurred which was followed by
the Second Balkan War and afterwards without time
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breaks, the First World War started together with all
the disasters and misfortunes which were brought by
the bloody conflicts of the world’s great powers and their
struggle for world domination and colonial empires.

Namely, the First World War as a global armed conflict
was centered among several fronts and many continents.
One of them or the Southern Front was spread on the
Macedonian territory and therefore, it was also called as
Macedonian Front.

This war has caused far-reaching political, social and
civilization changes in the history of the Balkans and
the other European nations. Before the
First World War, there was no war which
has altered the European map such
dramatically as the World War 1.

In that time, trough the territory of
Macedonia and Kosovo went by a variety of
troops from the entire world such as: the
Austrians, British troops, the Australians,
Albanians, the Americans, Bulgarians,
Russians, Croatians, Dalmatians, Germans,
French troops, Greeks, Turkish troops,
Senegalese and many other various colonial
armies. What is more, they also destroyed
all the property owned by the people living
in those regions. As passing through the
populated areas, they used to remove the
windows, doors and other type of carpentry
in order to satisfy the needs of their camps. Consequently,
the houses remained in miserable condition due to their
similarity with skeletons.

Finally, the Macedonian Front stopped to exist
at the end of September in 1918 with the victory of the
Triple Entente. The first days after the end of the Great
War were outstanding and extremely difficult for the
people in Vardar Macedonia and Kosovo.

What is more, during the war and immediately after
it, numerous charitable organizations with their hard
work saved lives of many unfortunate people including
thousands of children in their toughest moments.

More specifically, on the territory of Macedonia and
Kosovo during the war, the care for the sick and injured
people was in the hands of the following organizations:
the English mission - The Serbian Relief Fund-SRF,
Scottish women’s hospitals-SWH, and after the war, the
care was taken by the American mission - The American

From our tradition I

Women'’s Hospitals - AWH and the American Red Cross
which actually is the subject of this paper.

The end of the First World War the founders of the
mission “Hospitals of American women” meant only
the end of military operations, but not the end of the
diseases, poverty and hunger. The necessity of medical
care in the post-war years in the Balkans was more
than necessary because of the presence of typhoid fever,
influenza, malaria, tuberculosis, venereal diseases,
pneumonia, smallpox, cholera, various leather, surgical
and ophthalmic diseases.

American Women’s Hospitals Hospitals physicians,
nurses and chauffeurs,before leaving for Europe

TWO ELMIRA DOCTORS BORN WOMEN WHO
PROVIDED CARE FOR REFUGEES

During and after the World War I the doctors Regina Flood
Keyes and her cousin Frances M. Flood!, both natives of
Elmira, were the first to serve in an American Woman'’s
Hospital uniform. They were provided with uniforms
in December 1917 and accredited to the American Red
Cross for duty near the Salonika front. On the invitation
of Colonel Jourdan, medical officer of the Seventeenth
Colonial Division, French Troops, Dr. Keyes, with all the
supplies she could muster, she served in the medical
corps on the Salonica front during the offensive of the
Allied forces in 1918.

Eventually, they opened a hospital in Vodena, Greece.
This hospital was a refuge to Serbian and other displaced
persons as well as to sick and helpless Greek villagers.
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In addition to the care of inpa-
tients, about 3,000 visits were re-
corded monthly in the outpatient
department. Dr. Keyes and Dr.
Flood, with two American nurses
and a corps of local assistants
were on double duty most of the
time.?

Dr. Keyes was the director and
surgeon of the hospital that
held 60 beds. In addition to the
wounds from the war, they were
faced with epidemics of the
deadly typhus fever. Dr. Flood
dealt with the non-surgical cases
which included typhus and the
infamous influenza epidemic that
cost so many lives in 1918. Dur-
ing the influenza epidemic they
treated Greek, French and Serbian
soldiers as well as the refugees.

In the Balkan Peninsula there was no
plan which involved transportation
that worked out according to schedule,
and if supplies were not forthcoming it
was necessary to improvise substitutes.
Submarine activities in the Mediterranean
sea prevented the delivery of equipment
for the Vodena Hospital. Fortunately, Dr.
Keyes was well supplied with instruments,
and, with the aid of carpenters, thinners,
and whitewashers, the hospital, which
had been opened some time before in a
Turkish schoolhouse, was renovated and
put in working order. Dispensaries were
opened in connection to this hospital
and Dr. Keyes, Dr. Flood, and their two
American nurses, with a staff of native
assistants, were kept busy from dawn until
dark during 1918. About three thousand
treatments were given monthly in these
dispensaries, and the hospital was a
haven of refuge for the desperately ll. The
Balkans had never been well supplied with
physicians, and many of those who had
practiced in that country lost their lives
during the Balkan and World wars.’> For
these reasons there was a large number of
neglected surgical diseases, and great was
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the joy among those with bona fide operative disorders,
because, with only fifty hospital beds, the preference was
given to such cases. “There is some soul of goodness in
things evil,” and a hernia, cured by an operation, which
incidentally provided a patient with food and a bed for
three weeks, or a month, was not altogether bad in a
country where food and beds were daily problems of vital
importance. This was the only hospital in Vodena at that
time where major operations were performed. There was
a large variety of cases, and of nationalities-Albanians,
Dalmatians, Greeks, Macedonians, Romanians, Serbians
and Turks.

When the Serbian refugees returned to their country
after the Armistice in 1918, after the war was over, the
Vodena Hospital was transferred to Monastir, and the
two doctors ran a hospital in Monastir* There were
present large numbers of war prisoners, returning from
Bulgaria,who were suffering from typhus.

An anti-insect campaign was conducted in this hospital
with the result that insect-borne diseases were reduced
to a minimum and the place became widely known as the
Flyless Hospital of the Balkans.

Insects have had an enormous influence in the history of
the Balkans and other parts of the world. Flies, lice, fleas,
gnats and mosquitoes are among the greatest enemies
of mankind. They are allies of war and famine, retainers
of pestilence, carrying typhoid, typhus, sand fly fever,
tuberculosis, malaria and many other forms of disease.
They worked there under very difficult conditions. They
had no coal for heat and very little wood. Food was also
very scarce. The hospital was one of the few buildings left
standing in the city after the war.’

Dr. Etta Gray, of Los Angeles, President of the Medical
Women’s National Association, was sent to the Balkans
as organizer and director of the work of the Association
in that country. She was young, strong, a well-trained
physician and surgeon, with a gift of the uncommon
quality known as common sense.®

Dr. Gray made a careful survey of the country. The
seemingly neediest section was finally found in
Macedonian Serbia and Kosovo, and the announcement
of her intention to establish a medical service in the
district, with a central hospital and headquarters at
Veles, was received with pathetic expressions of gratitude
and a organizations had surveyed that field, but had gone
away and never returned. The buildings for headquarters
and a central hospital, granted by the local government,

From our tradition I

Dr. Gray and Mrs. Cruikshank, of the American
Women'’s Hospitals, at Veles, Serbia

registered seven years’ warfare. They were without
windows, doors and woodwork, but the damage was not
all due to explosives. Troops and refugees passing to and
fro after military victories, or defeats, destroy all movable
property. The doors and other woodwork of houses were
used to keep their camp fires burning. This accounted
thousands of skeletons of houses in the Balkans and near
eastern countries.’

When the matter of location was definitely decided, Dr.
Gray went to Belgrade to complete arrangements. The
government agreed to transport hospital supplies and
personnel of the Association, without charge, wherever
trains were running.

With several carloads of such material, Dr. Gray returned
to Veles about the middle of November, 1919, and with the
help of Dr. Laura Myers and Miss Freda Frost the central
hospital and headquarters for Serbia (Macedonia and
Kosovo) were opened at that town, in the heart of a desert
of destitution and utter wretchedness. This place was
rarely visited by travellers. Practically the only contacts
for almost three years were contacts with the sick and
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hungry, and the variety of life was made up largely of
variety in diseases, some of which were experienced
personally by the head of the hospital service and her
assistants in that district.

Headquarters might have been opened in the nearest
large city, or in the capital of the country, but Dr. Gray
had a fine sense of the fitness of things, and from her
standpoint it was not fit that the head of a hospital
service should live in safety and comfort while her staff
lived in danger and discomfort. Besides, the object of
the American Women’s Hospitals was to care for the
sick among those in greatest need, incidentally to carry
on a health educational service, and to do as much as
possible with the funds contributed for the purpose.
Headquarters at Belgrade would have been advantageous
in some respects, but the cost would have reduced the
work in the field.

Getting the headquarters and personnel house in order
at Veles was no small job. The court was cleared of debris
and cleaned to its bedrock of cobblestones. The building
was scrubbed, fumigated and whitewashed, a water
supply provided, and shower baths improvised by the
ingenious use of Standard Qil cans. Iron beds were set up,
prim as Priscilla, their four little feet resting in milk cans
with an inch of Creso solution.

Weeks before the hospital was opened, the sick began
to apply for admission. A temporary clinic and dressing
station was arranged to care for those suffering from
painful minor ailments.

In one report, dated from December 13, 1919, Dr. Gray
wrote: , Before moving into the house, the patients began
to come and they were coming in increasing numbers .
... Such pitiful sights!-people with neglected sores and
wounds who had had no treatment whatever for weeks.
Terrible infections of all sorts and appalling eye diseases.
It was terrible to look into the upturned faces of human
beings who were sightless from neglect and to know that
proper care at the right time would have had saved them.
There were a large number of tubercular cases, and many
undernourished children ready to develop the disease.
Their parents were told to feed them, but they didn’t have
the food. We should put in a feeding station for these sick
children and we should have soon had a large number of
day boarders.

A great many surgical cases were seen at the clinic every
day, but nothing could be done to help these people until
the hospital was ready to receive them.......... “
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Chronic surgical cases had been accumulating in that
district for years and all kinds of hernias resulted, some
of which were of enormous size, containing part of the
abdominal viscera. Without treatment these unfortunate
people got worse or died. If the rupture was small and an
intestinal loop became strangulated, the victim suffered
agony and died promptly. But where strangulation did
not occur, the abdominal contents escaped, little by little,
through the opening, and the hernia increased in size
month after month and year after vear.

Dr. Gray, in her surgical cap and gown, with a choice
selection of scalpels, forceps, scissors, needles and
thread, bandages and ansthetics, was a popular lady
with the hernia brotherhood. One after another they
came to be operated upon and sometimes sat in the court
for a week waiting for a bed.

, Itis further said in Etha Gray report that for seven years,
beginning from 1912, this town and the surrounding
country had been the theatre of the military activities of
three wars, and at the time hospital personnel arrived on
the scene the town might more appropriately have been
called Ichabod. The first and second Balkan Wars were
closely followed by the World War, and for this section of
the earth’s surface it was a World War in all the horror
of actual experience. During the years of these three
wars, soldiers from far and near, friend and foe, occupied
this territory in turn. In alphabetical order there were
Albanians, Americans, Australians, Austrians, British,
Bulgarians, Cretans, Croatians, Dalmatians, French,
Germans, Greeks, Senegalese, Turks, and Satan only
knows how many others.

Wherever soldiers occupy a country they leave their
blood not only on the battlefields but in the veins of the
population for ultimate good or harm, according to its
quality. In some of the Macedonian towns which were
very completely occupied by the Central and other forces,
the evidence of this occupation could be seen in ruined
buildings and in striking types of fair children here and
there.”

Plans for development of a chain of hospitals and
dispensaries in Macedonian Serbia and Kosovo were
subject of the rapidly changing conditions of a country
recovering after years of warfare and enemy occupation.

Permanent hospitals had been opened at Monastir by
Serbian agencies, and the urgent need at that point had
been relieved, but at Strumica and Prilep no provision for
the sick had been made.
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Transport of the wounded and sick people from home to hospital

Plans for development of a chain of hospitals and
dispensaries in Macedonian Serbia and Kosovo were
subject of the rapidly changing conditions of a country
recovering after years of warfare and enemy occupation.
Permanent hospitals had been opened at Monastir by
Serbian agencies, and the urgent need at that point had
been relieved, but at Strumica and Prilep no provision for
the sick had been made.

048 e\l

Dr. Toggnazzini with patient in Pristina hospital
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The work of the AWH mission in Southern
Serbia increased rapidly, and by the end of
1920 thousands of cases were being reported
monthly. Dr. Lilla Ridout had been placed
in charge of the hospital at Prelip; Dr. Mary
Elliott of Chicago was head of the Strumica
Hospital, and Dr. Irene Tognazzini was
running the Pristina Hospital with the help of
two American nurses.

In connection with our hospitals, outlying
clinics were conducted at Giljiane, Podujevo,
Gratchnitza, Frisovitch and Urasavitch by Dr.
Ellen Cover and Miss Nora Hollway.

The hospitals, clinics, dispensaries, and
distributing stations for clothing were in full
swing Serbia in August, 1921.8

Under the direction of Dr. Gray, assisted by Drs. Hazel
D. Dr.Bonness, May T. Stout, Marguerite White, Mary
N. Bercea and Miss Freda Frost, head nurse and general
supervisor, with a corps of American nurses, Veles
became an important medical centre, especially for
surgical work and children’s diseases. Patients came from
all directions, sometimes walking for miles and reaching
the hospital in a state of complete exhaustion.

There was a report of one boy who walked fifteen days
slowly leading his sister, who could not see, to the eye
clinic. Many of the sick and disabled came in ox-carts,
or on donkeys, and those who could not afford to pay
for lodgings at the world’s worst hotels sat outside the
hospital walls and waited until beds were vacated.

A great many surgical cases were seen at the clinic every
day, but nothing could be done to help these people until
the hospital was ready to receive them. Before moving
into the house, the patients began to come and they were
coming in increasing numbers . . . . Such pitiful sights
I---people with neglected sores and wounds who had had
no treatment whatever for weeks. Terrible infections of
all sorts and appalling eye diseases. It was terrible to
look into the upturned faces of human beings who were
sightless from neglect and to know that proper care at the
right time would have had saved them. There were a large
number of tubercular cases, and many undernourished
children ready to develop the disease. Their parents
were told to feed them, but they didn’t have the food. We
should put in a feeding station for these sick children and
we should have soon had a large number of day boarders.’
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Dr. Mary Elliott

Dr. Gray, in her surgical cap and gown, with a choice
selection of scalpels, forceps, scissors, needles and
thread, bandages and ansesthetics, was a popular lady
with the hernia brotherhood. One after another they
came to be operated upon and sometimes sat in the court

for a week waiting for a bed.

The story of the Children’s Hospital at Veles is the best
and brightest page of the history of the work in Serbia.
When countries declare war, they declare war chiefly on

Dr. Lilla Ridout

Dr. Irene Tognazzini

their children. These little ones are not killed with shot
and shell---nothing so merciful. Famine and pestilence
are their portion. They die slowly from diseases incident
to malnutrition. Maimed and suffering, many of those
who were hard to kill came to the Children’s Hospital on

the hill with bone, joint and glandular disorders resulting

250 THE MEDICAL WOMAN'S JOURNAL RS I 15 1R 1
Veles Fhe Children's Hospital at Veles is a

In Veles two hospitals and a large dis-
pensary are conducted. All kinds of cases
are accepted at the General “-wll‘l;ll, pre
cedence being given to the ]u“i\ll.‘ In most
urgent need. As a matter of fact, a large
percentage of the cases in the General

lospital are surgical cases, and many ma
operations are performed ther While
i oper-

t il might
ving in Southern Serbia

AvVe great cor fidence in Dr
urgeon, Patients are brought

fr y distances, and amusing instances
fy p in connection with this
W I recall one patient
W I n the mountams by
t gand I'he bone of his thigh was
shattered. He had been lying for Ill‘.'!‘.:‘l-‘-
five or six days, and when he reached the
ho 11 only chance of life was the

of his leg The wife and
of this patient consulted together,
then told Dr. Gray that they were per

willing that the man's leg should

providing the American
ntals would agree to furnish
v wooden leg in case he got well and pay

 his life in case he died

remarkable place. This hospital would be
a credit to New York City, The building
is large. By putting cots in the halls it
is possible to care for as many as two
hundred children. There were between 150
and 200 there at the time of my visit, It
is a pity that Veles is difficult to reach,
and for this reason comparatively few
]lt""ib]l' are able to see this ]1--*‘:1[&]:‘ It is
the largest, best equipped im.\pit.l] for
children in all Jugo-Slavia

In March, 1920, a Nurses' Training Class
was established in connection with the hos
pital at Veles. The members of this class
were |.|u-|'|1il_\ selected, and ulli_\ those
who had enjoyed the best educational ad-
vantages of the country were accepted
Some of these young women have made
remarkable progress. Several of them
speak very fair English and act as inter
preters between American nurses and doc-
tors and the patients. Mrs. Cruikshank

and Mrs. Harrison, two very able Ameri

Can nurscs \\1:“ TCC 1y ;lfl\\('d i“ \‘l‘!(”',
could scarcely belicve 1t when they were
told that these girls had had less than two
years' training. Mrs. Harrison was trained
i the Massachusetts General ”-hp:t.li.
She has been superintendent in different

Medical woman'’s journal, Volume XXIX, Number 5 1922.
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from protracted undernourishment.

Hospital physicians had been trained in America, where
most people had enough to eat all the time, and they were

amazed to see children
with seemingly incurable
diseases begin to get well
as soon as they got half a
chance. The following is
taken from a letter received
from Dr. Gray in the spring
of 1921: There were about
160 children and they were
able to take at least 30 more.
They came from all over
Serbia, but most of them
from Macedonia, where
there was the greatest need
... It would have been a pity
to close, for they did not
know what to do with those
pathetic little children.
There was a lot of Pott’s
disease, and tuberculosis of
the joints, and those cases
were doing so well.
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In home visits

They improved more rapidly than such cases do at home,
and it was a great gratification to watch them day after
day. The poorest, skinniest little things came in, and as
soon as they got proper food and care, they gain so fast.
These little patients had all been kept in close quarters,
and at first their mothers strongly objected to their
sleeping out of doors. It was useless to argue with them.
The improved condition of the children soon silenced
their objections. They had good food, clean beds, warm
clothing, playthings, a wonderful sun court, and a
Christmas tree with presents at the proper season.

Dr. May T. Stout, oculist and a group of cataract patients. Over four hundred
operations were performed in our Serbian hospitals for the relief of blindness
due to cataract during the years 1920-22.

From our tradition I

SPECIAL CLINIC FOR CATARACT
AND OTHER EYE DISEASES

Patients with appalling eye diseases
were among the first to appeal for help
when the clinics opened in Serbia.
There had never been an oculist in
the country, and cataract cases had
accumulated. People do not die of
cataract. They gradually go blind while
remaining in good physical health. The
fact that this condition is curable adds
greatly to the tragedy of it when it is
impossible to get proper treatment.

One of the most tragic views was
the black hair and white eyes. In
Macedonian Serbia and Kosovo, a large
number of people had black hair and white eyes, and
many of them sat in darkness day after day by the wayside
begging like blind Bartimaeus. Ages of disappointment
had not destroyed their hope and faith. They, too, believed
in miracles, and their prayer was always the same: “Lord,
that I might receive my sight.”

And in the district round about Veles, this prayer was
answered. A woman was sent from America who could
give them back their sight. And the man with the
greatest faith came first. A slight but skilful operation
was performed, and after a few days, the light which had
been shut away for so many years reached his centre of
vision and he could see. The story of this seeming miracle
was passed from person to person.
The blind came in increasing
numbers, and over four hundred
were operated upon for cataract
and their sight restored.

The emergency nature of the
American Women's Hospitals’
service in different countries
has precluded the possibility of
keeping complete records. The
available reports, covering about
two-thirds of the work actually
done in Serbia, show that 3,996
eve and ear cases were cared for,
and that 1,068 operations were
performed for the relief of eye
diseases.!0
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DENTAL PROTECTION OF THE ARMY AND
POPULATION IN MACEDONIA AND KOSOVO IN
ORGANIZATION OF THE AWH MISSION

Dr. Mary N. Bercea was the head of the dental work.
She was the only dentist in the Veles district. Children
were preferred patients at the dental clinic, but young
soldiers, especially officers, appreciated the value of
good teeth, and there was always a waiting list of such
men, and a long line of other people, including Turkish
women wearing black tcharchaffs and heavy veils."

Dental laboratory in Prilep, 1919, in which war

prisoners worked
—
THE MEDICAL WOMAN'S JOURNAL
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From our tradition I

Evangeline Cavan, M.D. Dr.Mary A.Vercea, head of Dr.May T.Stout, oculist
Child Welfare Assoc the W.H. dental service, Veles with the A.-W.H. in Serbia
1919-22Welfare Assoc 1920-1922

TRAINING FOR MEDICAL NURSES FROM MACEDONIA ORGANIZED BY THE AWH MISSION 1920

From the beginning of the work in Southern Serbia, nurses were trained to take care of the sick. This plan conserved
the funds and gave the work a permanent value. A large number of young women applied for service in the hospitals,
and the best educated and most intelligent were selected.

Eight years of warfare had left most of them so poor that they were without shoes. These girls were grateful for food
and clothing, and particularly for instruction. Nurses’ training
was an innovation. There was a strong prejudice against nursing,
due to a Mohammedan point of view, and to the social status of
women in that country who served in hospitals. This attitude
was modified in regard to the hospitals of the Association for
the reason that a measure of chaperonage was afforded which
protected the reputations of the girls in our service, to the end
that their matrimonial prospects were not jeopardized.

Miss Lucy Morhous was the head of our first nurses’ training class,
which was started in Veles in January, 1920. The student nurses
were not up to the standard of that time American student nurses,
but they were up to the standard of student nurses at the time
of the beginning of nurses’ training in the United States as a
nationwide educational movement. Some of these young women
displayed remarkable aptitude, and in a short time learned to take
orders in English and to care for minor cases. A picture of Miss
Morhous and her class of nurses was sent.

There were fourteen of them and they looked so well in their
blue dresses and white aprons. They had been in training a little
over a month, and they do practically all the routine work in
the dispensary and hospital, under the supervision of American
nurses.

- The training class grew with the hospital and dispensary service.
Flla W, Harrison, R. N., with Serbian student ~ Mrs. Ella WT. Harrison was sent to Veles in February 1921, as general
nurses supervisor, and Mrs. Marian P. Cruikshank went out as Dr. Gray’s

301 | Medical Journal - MEDICUS

AN



0000000000000
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surgical nurse, and took over the surgical training of the Flood-Heath died following an appendicitis operation.
student nurses. On account of exceptional ability, some of She was survived by her husband and infant daughter.
these girls were sent to Belgrade when the Government In 1928 her daughter, then aged 5, received her mother’s
training school for nurses was established, and the first war honors. Little Miss Marjorie Louise Heath received
probationer accepted at Veles Hospital without shoes on the Order of St. Sava by direction of King Alexander of
her feet, was one of the leading pioneer trained nurses in Yugoslavia. Sadly little Marjorie succumbed to pneu-
Serbia at that time. monia just two years after she received the medal for

her mother. ( Source: Flood family biographical file).

2. Ellen More Singer, Women Physicians and the Profes-
sion of Medicine, 1850-1995, Cambridge: Harvard Uni-
versity Press, 1999, 147.

3. Garstang, A., Welfare work in Macedonia, The British
Journal of Nursing, 25 November 1922., 348.

4. Arhiv Srbije, MUD S, P 25 F 1/1918.

5. Papa Simeon dr.Prodrom, Nesto o bolnicama u Bitolju,
Novi Sjaj, decembar 1936.
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JI0bPOBO/THA METUIITHCKA MUCHJA ,, “AMERICAN WOMEN'S HOSPITALS” BO
MAKEJIOHHJA H KOCOBO 3A H HEITOCPEJTHO ITOC/IE IIPBATA CBETCKA BOJHA

JocuMoBcKa B.

(dakynTe 3a 00pa3oBHU Hayky, YHuBepcutet“Tome Jlemues” Iltun, Penyomika Makegonuja

ArmcTpakxT

Tpynot o6paboTyBa efieH TexkoK reproji 3a Makemonuja u Kocoso ofi [TpBaTa cBeTCKa BOjHA U TOJIMHUTE HETTOCPEHO
riocsie Hea. Toa e BpeMeTo Kora oBaa TepUTOpHUja BO NIEPUOL, Of YUeTHPH ronHY, Ouyia rof1 okyrnanuja Ha Cojy3HUUKUTe
u llenTpanyara apmuja. OBJie >KMBOTOT ITOJ], TPUTHCOK HA CEKOjAHEBHUTE PEKBU3UIINN Ha XpaHa, IOOUTOK, MOKYKHIHA
1 TTpUHYyZiHA paboTa Ha ce 1ITo 6usio paboTocriocobHO, CTaHa HETOJIHOCIIUBO TEKOK.

[TpucycTBOTO Ha MeI'yHapOIHUTE caHUTapHU MUCcUK Bo KpasictBoTo Ha Cpbuja 3a BpeMe Ha ['oyiemaTa BojHA 1 HEKOJIKY
TOZIMHU TO0TOa OMJIO 3a MO3paByBame U IOBeKe of MoTpebHo. ['onemaTa BojHA Koja goHesa FojIeMU CTpajiamha, r'o
TTpOMeHNTIa He caMO CBETOT HO ja CTaBWIa Ha TeCT U MeryHapofHaTa COMUIAapHOCT, 6e3 Koja 6pojoT Ha KPTBUTE O]l
borecTH, Iag U cupoMaurTija 6y O oTparudeH U rorojeM. MeryHapoOoHUTe CaHWUTApHW MUCUU ITPETCTaByBasie
OI'POMEH CITacuTe]l, a efleH of] HUB MpuIlaraaT Ha MUcHjaTa bosHULIUTe O aMepUKAHCKUTE KeHU” 1 Hej3UH JUPEKTOP,
nerenpapauoT A-p ETA I'pej. Tue nmaBaaT Ha HacejleHMeTO OIPOMHA 3[pPaBeHO COLMjasjiHa 3allTUTa BO BpeMe Kora
OuI0 BO Ipallame fa ce Oume Win He.

Knyunu 36o0poBu: Makenonuja, KocoBo, IIpBa cBeTcKa BojHa, OOIHULIM, 3apa3HU 00JIeCTH, CAHUTETCKU MUCHUU.
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UDHEZIME PER AUTORET

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

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

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

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

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

Doréshkrimet dérgohen né format elektronik, qofté me

CD ose pérmes e-mailit tek Kryeredaktori,
Prof. Dr. Azis K. Pollozhani,

Zyra e Redaksisé, rr. 50 Divizija, No 6, 1000
Shkup, apo né

e-mail: medicus.shmshm@gmail.com

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

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

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

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

Artikujt pér t'u botuar né Medicus do té recensohen.
Késhilli redaktues do té marré parasysh komentet
e recensuesit dhe pastaj mund té kérkojé nga autori
ndryshime apo plotésim té punimit.

Information for authors

INFORMATION FOR AUTHORS

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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Numri i fageve (pérfshiré tabelat dhe/ose figurat/
ilustrimet) varet nga lloji i artikullit:

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

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

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

Letér redaksisé - deri 2 fage

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

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

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

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

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

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

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

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

Autorét marrin dy kopje té botimit pérkatés.
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The number of pages (including tables and/or figures/
illustrations) is dependent upon the type of the article:

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

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

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

Leter up to 2 pages

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Sa i pérket té gjitha paragrafeve, qartésia dhe té génit i thukté
éshté kyce. Mos prezantoni té njéjtat té dhéna mé shumé se njé
heré. Kufizojeni veten né té dhénat gé ndihmojné né adresimin
e hipotezave tuaja. Kjo éshté e réndésishme edhe nése té dhénat
i aprovojné ose nuk i pranojné ato. Nése keni béré analiza
statistikore, duhet té jepni vlerén e proba-hilitetit (p) dhe té tregoni
se éshté shprehés (sinjig né nivelin gé ju po testoni. Varésisht nga
analizat e pérdorura, gjithashtu mund té jeté e réndésishme té jepni
intervalet e besueshmérisé sé rezultateve (Confidence Interval -
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which it was first described and mentioned any modifications
you have made. Give the reasons for using them, and evaluate
their limitations. Finally,, describe how you analysed your data,
including the statistical methods and software package used.

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

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

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

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

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

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

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

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

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

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

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

E réndésishme éshté se, nuk ka rezultate té 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 titulli i artikullit; emri i revistés
i shkurtuar sipas ményrés sé Index Medicus; viti i botimit; numri
i véllimit; dhe numri i fages sé paré dhe té fundit.

Referencat e librave duhet té jepen sipas emrit té autorit, titullii
librit (mund té citohet edhe titulli i kapitullit para titullit), vendi
i botimit, botuesi dhe viti.

Information for authors

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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Information for authors

Né tekst, numrat e referencave jepen me indeks té sipérm. Véreni se
¢éshtja e numrave neglizhohet nése ka numértim té vazhdueshém
pérgjaté gjithé véllimit, ka hapésiré mes numrit té véllimit dhe
numrit té fages, numrat e fageve jané né kété formé: 51-4 né vend té
51-54, dhe emri i revistés ose librit éshté né italic. Né vazhdim éshté
njé shembull i referencés:

Artikujt e revistave:

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

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

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

Librat dhe tekste tjera:

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

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

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

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

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

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

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

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

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

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

8. Legjendat pér Ilustrimet (Figurat)

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