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CUCTEMEH JYIIYC IIPA 44 TOJANUIEH MBbX, CTAPTUPAJI C
BEJOJAPOBEH TPOMBOEMBOJIN3bM, MEJIJUACTUHAJIHA
JUMPAAEHOMET AJINA U OCTHbP HE®@PUTEH CUHAPOM

E. Tunkusn, E. YoHoRa, I Ponues, E. Kymues am, 1. Iﬁommxa, C. Bnanera am, U.
31paBKkoBa
MPBAJI "Kacnena”, ep. I1noeous, bvieapus

VYBoa: CJIE e 3abonsiBaHe, KOETO C€ cpella NPEeIUMHO IPH JKEHH —
cpoTHOomeHue ot 4:1 go 8:1. CpaBHUTENHO pSAKO B KIMHUYHATa KapTHHA ce
HaOII0aBa MyJIMOHATHA XUIIEPTOHHUSA B 0enoapoOHn xemoparun / mox 5% /, KakTo u
mmdaneronatus /15%/.

[Ipencrass ce 44 roauIeH MBX, KOMTO 3a00isBa OCTPO CHC 3aAyX, (HEOPIIUTET IO
39rpangyca, XeMONTOE, MAKpOCKOIICKA XEMAaTypus, OTOLM IO AOJHUTE KpalHWLH.
3amouHaTo aHTHOMOTHYHO JieueHue Oe3 eexr.

Metoau: WM3cneaBanum ca NOAPOOHM XEMATOJIOTHYHH M OMOXMMHUYHHU
NoKasaTeld, YpHHa, Koaryjorpama, HUMYHOJIOTHYHM W3CIe[BaHUs, abJOMHHAIHA
exorpadusi, exokapauorpadus, KAT na rp.korur u abgomen. [IpoBesieHa e myHKIIMOHHA
O0b0peuHa Oouorncus / IMyHO(]IYyOpPECUEHTHO M XUCTOJIOTMYHO U3CIIEABaHE /.

Pesyararu: IloctaBu ce amarHo3a Cucrtemen Eputematonen Jlymyc c
AnTtudochonunuaer cuuapom u IV kmac Jlymyc Hedput. 3amovnatata Tepamnus
KopTuKocTepounau, LlmkropochamMun 1 aHTHKOATYJIaHTH C JOOBP €PEeKT BEPXY 00IMIOTO
cheTosiHue U ObOpeunnTe npossu. Cien 2 Mecela nmopaay IepcucTupaHe Ha AbJIOOKa
TpoM003a Ha Ta30BUTEC BEHH U PEIUIUBUpAI 0eI0ApOOCH MHUKPOTPOMOOEMOOIH3IbM
MANUeHTHT ce Hacoud KbM ChplIeUHO-CBHI0BA XHPYPIHs 3a IOCTaBsiHE Ha Yaabp B
JIOJTHA TIpa3Ha BEHa.

THE INFLUENCE OF HYPERTENSION, OBESITY AND DIABETES ON
THE APPEARANCE OF ENDOMETRIAL CANCER IN THE
MUNICIPALITY OF BITOLA, R. MACEDONIA-A CASE CONTROL STUDY
'E. Adamovska, *P. Adamovski, *B. Kotevska
!Centre of public health, Bitola, R. Macedonia
’Hospis “Sue Ryder”, Bitola, R. Macedonia
3Clinical hospital-Bitola

Background: Hypertension, obesity and diabetes are important risk factors for
the appearance of endometrial cancer. The aim of the study is to assess the influence of
hypertension, obesity and diabetes in the appearance of endometrial cancer in the
municipality of Bitola.

Methods: The research has been made as a case control study. The examined
group consisted of 60 patients with pathohystologically verified endometrial cancer and
an equal number of women without malignant diseases recruited as controls.

Results: The examined group of women is mostly at the age between 60-64
years (38.1%). Women at the age more than 50 years are presented in 93%. The extrimes
were youngest as 47 years and oldest as 84 years old. The mean age was 60£7,9. The
youngest women in the control group was 45 years old, and the oldest was 80 years of
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age. The mean age of the control group is 60,2 £ 8,1. The examined group of women
had higher procent of hypertension (65%). Diabetes was also present with a higher
percentage (93,3%), as well as the obesity (93%) compared to controls. Diabetes and
hypertension in the personal anamnesis were significant risk factors for appearance of
endometrial cancer (diabetes: OR=154.0; 95%CI 34.34<OR<771.71 %?=83.36 p<0.05,
hypertension: OR=2.27 95%; CI 1.02<OR<5.06 x*=4.07 p<0.05).

Conclusion: The obesity increases the risk significantly the risk of endometrial
cancer up to 6 times (OR=6.49 95% CI 1.93<OR<27.79 %*=10.54 p<0.05). Health
education of the women as well as control of the nutrition and the reproductive factors
can be taken as precaution measures for prevention of endometrial cancer.

EXPERIENCE IN HEALING HYPERTENSION WITH ACE-INHIBITORS AT
PATIENTS AFFECTED WITH DIABETES TYPE 2, HOSPITALIZED IN
HOSPICE “SUE RYDER” BITOLA-R.MACEDONIA
'P. Adamovski , °L. Nelovska, ?M. Ivanovska, 'E. Papadimitriy, 'G. Gaspar, 'A.
Popovski, 'V. Hristovski
'Hospice “Sue Ryder”- Bitola, R. Macedonia
’PHI Gerontology Institute “13" November - Skopje, R. Macedonia

The aim of the work is to show the effect of angiotensin-converting enzyme
inhibitors (ACE-i) as a monotherapy and combined therapy system along with other
anti-hypertensive medicines at patients affected with diabetes mellitus type 2, which are
hospitalized in Hospice “Sue Ryder-Bitola. Material and methods: There are used data
from the hospitalized patients from the period of 01/01/2010 to 01/06/2010:
measurement of blood pressure, EKG. The control and monitoring of blood pressure is
done every day, in a period of 6 months. Results: In the Hospice “Sue Ryder” 19 patients
with diabetes mellitus type 2, are cured from arterial hypertension with ACE- inhibitors
in the given period.

From the research group 6 of affected patients are males (32%) and 13 of the
remaining are female (68%). Also 5 (26%) of the affected patients are insulin-reliable,
whereas non insulin reliable diabetics are 14 (74%). The middle age of the patients is
78.74+ 9.50 (76.33+ 8.50 for men, 79.84+ 8.50 for women). Monotherapy with ACE-i
has been given to 10 of the patients (52.6%). Double therapy ( ACE-i + Thiazid diuretic)
has been given to 7 of the patients (36.8%). Triple therapy has been given (ACE-i +
Thiazid diuretic + Calcium antagonist) to 2 of the patients (10.6%). After the
application of these therapies, the results show a significant decrease in the patients
blood pressure in the controlled measurements.

Conclusion: Hypertension is frequently at the patients with diabetes mellitus
type 2. The treatment with ACE-i shows efficiency in the curing of arterial hypertension
and prolong the life span of the patients above 75 years of age.
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CHANGES OF C-AMP LEVEL DURING OESTRUS CYCLE IN
NORMOTENSIVE AND SPONATANEOUS HYPERTENSIVE RATS
Antevska V, Efremovska Lj, Nikodijevic O.

Department of Physiology Faculty of Medicine, University “Ss. Cirilius and
Methodius” Skopje, Macedonia

Background: The mammalian pineal gland is under adrenergic control;
however, the physiological oscillations of gonadal steroids could strongly affect the
melatonin synthesis and secretion by acting on the pre- and postsynaptic levels and by
modulation of the target cells replay. The aim of our study was to determine the basal
levels of cAMP in the pineal gland during the various phases of oestrus cycle in
normothensive (NTR), Wistar rats and spontaneously hypertensive (SHR) Okamoto and
Aoki rats and to describe the histological finding of the pineal gland tissues.

Methods: Two hundred female mature rats (I00NTR and 100SHR) were
investigated. They were divided in 4 groups according to the phases of the oestrus cycle
(diestrus, proestrus, estrus and metaestrus). The phase of oestrus cycle has been
determined by microscopic analysis of the vaginal smears. The level of cAMP (RIA) in
the pineal gland was the parameter of its intracellular activity. The pineal gland tissues
were stained on HaEo.

Results: In SHR there is a slight shortening of the oestrus cycle. In NTR there
was an increase of the cAMP level from proestrus to metaestrus, in contrast to the
dramatic decrease in SHR. Histological findings of pineal glands showed the presence
of many changed pinealocytes with picnotic nucleuses, while the neuroepithelial cells,
in the upper parts of the glands, were separated in gland-like islets. There was a normal
pineal histology in NTR.

Conclusion: Our study indicated significant neurohormonal differences
between NTR and SHR. The changed adrenal activity in SHR correlated with
histological findings in the pineal gland.

THE ASSOCITION OF CORONARY ARTERY DISEASE AND AORTIC
PULSE WAVE VELOCITY IN GENERAL POPULATION
P. Avramovski,
Clinical Hospital — Bitola, Macedonia

Background: Pulse wave velocity is a velocity at which a pulse travels
through a medium, usually applied to arteries as measure of arterial stiffness. Arterial
stiffness has been known as a major contributory factor to cardiovascular morbidity and
mortality in patients with hypertension and coronary artery disease. Pulse wave
velocity, a surrogate measurement of large artery damage, has not been ascertained as
an independent risk factor of coronary artery disease. The aim of this study was to assess
whether PWYV is associated with coronary artery disease.

Methods: We measure pulse wave velocity with Doppler ultrasound. The
electrocardiogram is used as a timing reference to determine the time delay or “transit
time” between the upstroke of carotid and femoral pulse waveforms. Noninvasive
diagnosis and functional evaluation of coronary artery disease should be accomplished
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by a safe myocardial perfusion imaging method with a high accuracy to evaluate the
patients with coronary artery disease. The study involved sixty (35 men, 25 women)
consecutive patients aged 56.3 = 7.9 years who had been referred to our clinical hospital
for evaluation of chest pain. Exclusion criteria were previous myocardial infarction,
cerebrovascular disease, valvular heart disease and congenital heart disease.

Results: Pulse wave velocity was higher in patients with coronary artery
disease than those without (13.25 +/- 491 vs 11.26 +/- 2.95 m/s, p < 0.001). In
multivariate logistic regression analysis, after entering for age, diabetes and other CV
risk factors, pulse wave velocity remained the significant independent variable for
coronary artery disease (p = 0.050). When the severity of coronary artery disease was
expressed as one, two or three-vessel disease, pulse wave velocity was a significantly
associated with the severity of coronary artery disease (p < 0.001).

Conclusion: We conclude that pulse wave velocity is an independent risk
marker for coronary artery disease, as well as strongly associated with the severity of
coronary artery disease.

APPROPRIATE MARKERS FOR OXIDATIVE STRESS LEVEL IN
HEMODIALYSIS PATIENTS
B. Dejanova', S. Petrovska', A. Sikole?, P. Dejanov?
(1)Institute of physiology, (2)Clinic for Nephrology, Medical Faculty, University ’Ss.
Cirilius and Methodius ", Skopje, Macedonia

Background: Oxidative stress (OS) is common in hemodialysis (HD) patients
that may lead to atherosclerosis, hypertension and other related disorders. The aim of
the study was to examine the appropriate markers for oxidative stress determination.

Material and method: A number of 55 HD patients (20 female and 35 male,
at mean age of 43117 years) were examined. They were exposed on hemophane (n=21)
and polusulphone (n=34) HD membranes. A control group of healthy subjects (n=38)
was examined as a control one. For determination of antibodies against oxidazed LDL,
an enzymatic immunoassay was used (Biomedica gruppe, Austria). Lipid peroxidation
(LP) was used by Yagi fluorimetric method. Lipid profile was determined by
determination of cholesterol and tryglycerids by enzymatic color test Vitros 250 (dry
chemistry Ortho Diagnostic Johnson-Johnson, USA) and HDL and LDL determination
by photometric method (Chod-pap Merck, Germany). For all the patients undergoing
HD with average duration of 4 to 5 hours, bicarbonate buffer was used and none of them
was given antioxidative agents.

Results: In HD patients, LDL-ox antibodies showed increased levels: 356+£259
mU/ml on hemophane membrane (p<0.01) and 220+125 mU/ml on polysulphone
membrane (p<0.05). Lipid peroxidation level has also showed increased values of
5.3620.98 umol/L for hemophane (p<0.01) and 4.52+0.22 umol/L for polysulphone
membrane (p<0.05). For tryglicerids, a significant increased level was found in all HD
patients on both membranes: hemophane 2.37+£0.7 mmol/L (p<0.01) and polysulphone
2.28+0.7 mmol/L (p<0.01) as well as decreased HDL level, 088+0.4 mmol/L for both

10
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HD membranes (p<0.01). No significant difference was noticed for both markers,
cholesterol and LDL in all HD patients.

Conclusion: Due to obtained results, increased values for LDL-ox antibodies
and LP (for both used membranes) show that OS is present in HD patients compared to
the control group, although no statistical difference for some lipid profile markers was
found. According to this, more recommended OS markers would be the LDL-ox
antibodies and LP for the examination of OS appearance and for its follow-up,
respectively.

THE CARDIORENAL SYNDROMA IN THE ELDERLY HYPERTENSIVE
PATIENTS
M. D. Dimitrovska, dr-spec. internal medicine, prim, K. S. Dimitrovska d-r,
D. Dimitrovski d-r
JZU Gerontology institute, Skopje, Macedonia

Background: The cardiorenal syndrome (CRS)is a condition characterizated
by kidney failure and heart failure .The primarily failing organ may be either the heart
or the kidney, and it is often this failing organ that precipitates failure of the other.CRS
is devided into 5 subtypes.One of the most common factor for heart failure and renal
failure in hypertension which is unadeqate treated.

The goals of our work is to evaluate the prevalence of CRS(typ 2) in the elderly
hypertensive patients with chronic heart failure,clinical feature,possibilities of
prevention end treatment.

Methods: 350 patients ,aged between 62-78 have been obserced ,clinical
feature,signs and simptomsECG,EHO,laboratory parameters.Kontrol examinations
were done every 3 months. All the patients have been on antihypertensive therapy for
years.

Results: Patients with NYHA 1- didnt manifest symptoms of kidney faiulure
and their laboratory parameters were normal if hypertension have been controlled..
Patients with NYHA 2 somethimes —intermitently have had discrete higher level of
creatinine besides sufficient regulation of hypertension..Patients with NYHA 3 have
always had some higher level of creatinine ,which somethimes(infection,temperature)
leaded to worsening of general health and  indicated intensive care unit
treatment.Patients with NYHA 4 (expetialy immobile ones)have been very careffuly
observed because of critical medical condition which could appear immediately
associated with higher blood pressure .

Conclusion: CRS is a syndrome in which therapy to relieve congestive
symptoms of heart failure(ACE inhibitors,diuretics) is limited by further declining of
renal function..Our current understanding of CRS is inadecvate to explain some of the
clinical observations in heart failure or direct the therapy.The priority is very careffuly
observation of the clinical feature (Symptoms end signs ) in patients with chronic heart
failure end control of kidney function and blood pressure at the same time .

11
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SYMPATHO-VAGAL BALANCE DURING [CAVI9]N/OFQ(1-13)NH2
APPLICATION IN SPONTANEOUSLY HYPERTENSIVE RATS
R. A. Girchev, prof., DSc, P. P. Markova
Department of Physiology, Medical Faculty, Medical University, Sofia-1431, Bulgaria

The aim of the current study was to investigate the effects of the modified in
nine position nociceptin analog [Cav’]N/OFQ(1-13)NH; on the sympatho-vagal balance
in spontaneously hypertensive rats (SHR). Experiments were carried out on conscious
normotensive Wistar rats, used as control animals and on SHR, used as a animal model
of human essential hypertension. One day before experiments under general anesthesia
(Nembutal, 35 mg/kg, i.p.) catheters were inserted in femoral artery for blood pressure
registration and in femoral vein for drug application. 24 hours after surgical
manipulations, blood pressure wave registration was performed in conscious rats in
control period and after [Cav’]N/OFQ(1-13)NH: (100 nmol/kg) applications in the
course of 90 min, within nine consecutive 10 min long intervals. The interpulse interval
(IPI) was determined in terms of the time between two consecutive diastolic minimums
of the blood pressure wave by AcqKnowledge 4.1 software. The sympatho-vagal
balance was determined by the ratio between the spectral power in mid (Pwmr) and high
frequency (Pur) band of interpulse interval spectrograms, derived by FFT algorithm in
graphical programming environment Lab VIEW 3.1.1. The Pur/Pur ratio in SHR was
lower in comparison to Wistar rats: 0.45 £0.04 and 0.7320.06 ms?, ( p<0.05). In Wistar
rats application of [Cav’]N/OFQ(1-13)NH; led to a decrease of Pyr in the intervals
between 0-60 min by 42%, 39%, 46%, 42%, 47% and 46%, as well as of Pyr in the
intervals between 30-90 min (p<0.01). In contrast to Wistar rats in SHR
[Cav’IN/OFQ(1-13)NH, increased Py in the 3™ investigated interval and this effect
continued to the end of experiment, (p<0.01). In SHR the Pyr also increased in the 2"
investigated 10 min long interval from 0.98 £0.03 to 1.33+0.06 ms? and keep this level
till the end the experiment, (p<0.01). In Wistar rats the Pmr/Pyr ratio decreased between
0-30 min, but in SHR sympatho-vagal balance did not change because of
simultaneously increase of both sympathetically (Pmr) and vagal (Pur) mediated
variations of interpulse interval.

Acknowledgements: This work was supported by Grant NeBY-JI-205/2006
from National Science Fund.

OBESITY AND HYPERTENSION — MAIN HEALTH RISK FACTORS IN
THE POPULATION IN THE REGION OF GEVGELIJA
V. Kaleeva , T. Krstevska , Z. Josifova
Center for Public Health Veles A.U. Gevgelija, Center for Public Health Tetovo A.U.
Gostivar
Center for Public Health Veles A.U. Kavadarci Republic of Macedonia

Purpose: To present the results of the preventive health examinations of the

adult population in the Health region of Gevgelija, and to show the representation of the
main health risk factors.

12
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Materials and methods of work: The data and material are derived from the
individual evident sheet from the performed preventive health examination of the adult
population in the Health region of Gevgelija in 2009. The method used is statistical-
informative method of work.

Results: During the medical examination , a total of 991 persons were
examinated which represents 2.82% of the population in this region. According to place
of residence 456 (46,92%) are from the city, and 526 (53,08%) are from the surrounding
villages. During the examinations, blood pressure over 140/95 mm Hg. Was found in
314 (31,91%) people. In the city population that percentage is 39.35%, and in the village
population 25.19%.

According to BMI (body mass index) , only 34% of the examined people had normal
nutrition. 38% of the examined are overweight, 18,8% are Obese Class I , 6,8% are
Obese Class I , and 2.4% are Obese Class III.

7,31% of the examed have over 7 mmol/L blood sugar , and 33,63 have over 5.8 mmol/l
cholesterol in blood.

Conclusion: It is necessary to create and implement a National Strategy for
prevention and control of non-community diseases in R. Macedonia, and to implement
that strategy on a local level aswell.

BILATERAL CAROTID DISEASE IN PATIENT WITH DIABETES TYPE II:
CASE REPORT
G. Kolevski MD MSci;
Clinic of Neurology, Skopje, Macedonia

Color Doppler sonography is well-established method for detection of stenosis
or occlusion of extracranial arteries. This procedure is reliable tool for diagnosis of
hemodynamic disturbances evolving in extracranial circulation. Stenosis and occlusions
of extracranial arteries are one of the most frequent complication of diabetic angiopathy
and causes of stroke. A prompt and accurate diagnosis of stenosis/occlusion of carotid
arteries is of great importance for therapy of stroke. We present a case of a 66-year-old
man with diabetes type II with right common carotid artery occlusion and left internal
carotid artery high-grade stenosis, that caused several TIAs and strokes in the vascular
territories of left and right internal carotid arteries.

Keywords: occlusion; stenosis; carotid artery; diabetes ;

RISK FACTORS IN PATIENTS WITH ARTERIAL HYPERTENSION
G. Miteva, B. Eftimova, Lj. Arsovski
PZU Dr. Goradana Miteva , Sv. Nikole, R. Macedonia

Introduction: Arterial hypertension is one of the major risk factors for the
occurrence of ischemic heart disease , cerebral-vascular diseases, disease at the
peripheral arteries and for sure the most important social-health problem. The etiology
of arterial hypertension is mainly unknown , but for the occurrence, course and the
diagnosis for this disease the existence of risk factors is extremely important. The early

13
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diagnosis, discovering the factors and the control over the factors presents a vital
significance for the patient.

Aim: To determine the risk factors , as well as the age and gender structure of
the surveyed patients with hypertension .

Methods of work: Health cards and a questionnaire of 14 questions with 2-4
offered answers were used.

Results: 90 patients were interviewed of which 48 women and 42 men , all
of them having hypertension. The age structure 4% to 30, 40% from 31-50, 43 % from
51-70 , and 13% more than 70 years old. Smokers 55% and 45 % non- smokers. Only
35 % consume alcohol in rare occasions , 10 % two glasses a day, 12 % want to drink
more and 43 % do not consume alcohol. At 41% of the surveyed the food consists
mainly from meat, meat products, at 30 % cheese , milk products and eggs, 29 % eat
non-fat meat fish, fruit and vegetables. At 57 % there are parents with hypertension, 20
% have hypertension in the closer family ( grandmother and grandfather ) and 23 %
do not have.23 % declare that are calm and reasonable, 40 % are sensitive and 37 %
react violently. From physical activity 10 % do easy exercises , 33 % go walking , 36
% do not have time , 21 % avoid fatigue , 4 % go to a control once a week , 22 % once
in a half an year , 51 % only when they do not feel good and 23 % go only to an
appointed examination. 87 % are informed for their disease by their own doctor, 0, 5 %
by the media and 0, 8 % by the medical literature.

Conclusion: A presence of risk factors is being proved in all patients with an
exception in a great percent of heritage, age, and gender, the other risk factors are
changeable by accepting the way of life and the professional work of the doctor.

ESTRADIOL LEVEL RELATED TO SOME HAEMOSTATIC FACTORS AS
PREDICTOR OF ARTERIOSCLEROTIC AND THROMBOEMBOLIC
DISORDERS IN WOMEN DURING MENOPAUSE
S. Petrovska PhD, B. Dejanova PhD.

Institute of Physiology, Medical Faculty, University “St. Cyrilus and Methodius”,
Skopje, Republic of Macedonia

Background: Diseases of the cardiovascular system, especially of the
coronary blood vessels, as well as cerebrovascular diseases are among the leading
causes of death in menopausal women. Numerous investigations have pointed out to the
relation between estrogen status and the process of hemostasis.The mechanism through
which estrogens exert their effect is still unclear. The aim of the study was to determine
the relation between estradiol level, factor VII (proconvertin), and fibrinolityc enzymes
(tissue type plasminogen activator antigen - TPA Ag and plasminogen activator
inhibitor type 1 antigen - PAI 1 Ag) concentrations in women during menopause.

Methods: The total number of 68 women were divided into 3 groups according
the following criteria: the regular (vs. irregular) menstrual cycle; the concentration of
serum follicle stimulating hormone (FSH); the concentration of [1] [ estradiol ([1[]).
The control group comprised healthy women (n= 20) with regular menstrual cycle. The
second group comprised women in perimenopause (n = 22) with medical history of
irregular menstrual cycle, the value of serum FSH being under 25 mIU/ml and the value
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of E2 above 35 pg/ml. The third group consisted of postmenopausal women (n = 26),
with anamnestic data for at least 12 months from the last menstruation, with values of
serum FSH above 25 mIU/ml of E2 under 35 mIU/ml. Hormone concentration was
determined with standardized tests based on the radioimmunological method. Factor
VII concentration was determined by the method of deficiency plasma. T-PA Ag and
PAI-1 Ag levels were determined by a sandwich technique known as enzyme-linked
immunosorbent assay (ELISA). Data were entered into a data-base and were statistically
analyzed, p<0.05 being considered as statistically significant difference. Correlation
analysis (Pearson’s coefficient) was used for assessing the relationships between the
examined parameters.

Results: Statistical analysis has shown that there was a significant increase of
PAI-1 Ag and factor VII in both peri- and post-menopausal examinees in comparison
with the control group (p<0,001); and a significant decrease of TPA Ag (p<0,001)
during perimenopause and postmenopause. There is a positive correlation between
estradiol and TPA Ag (r=0.97). It is also apparent that there was a negative correlation
between estradiol level on one hand and concentration of PAI-1 Ag (r = - 0.163) and
factor VII (r = - 0.134) on the other, in all 3 examined groups of women.

Conclusions: This study favors the view that decrease in estradiol level in
perimenopausal and postmenopausal women may be responsible for the haemostatic
and fibrinolytic disorders and increased risk of atherosclerotic and thromboembolic
complications.

MID FREQENCY BLOOD PRESSURE OSCILATIONS IN
SPONTANEOUSLY HYPERTENSIVE RATS DURING [CAV9]N/OFQ(1-
13)NH2 APPLICATION
P. P. Markova, R. A. Girchev, prof., DSc,

Department of Physiology, Medical Faculty, Medical University, Sofia-1431, Bulgaria

This study investigate the effects of the modified in nine position nociceptin
analog [Cav’]N/OFQ(1-13)NH; on the blood pressure variability in spontaneously
hypertensive rats (SHR). Experiments were carried out on conscious normotensive
Wistar rats, used as control animals and on SHR, used as a animal model of human
essential hypertension. One day before experiments under general anesthesia
(Nembutal, 35 mg/kg, i.p.) catheters were inserted in femoral artery for blood pressure
registration and in femoral vein for drug application. 24 hours after surgical
manipulations, blood pressure wave registration was performed in conscious rats in
control period and after [Cav’]N/OFQ(1-13)NH: (100 nmol/kg) applications in the
course of 90 min, within nine consecutive 10 min long intervals. The values of systolic
(SAP), diastolic (DAP) and mean (MAP) arterial blood pressure was determined by
AcgKnowledge 4.1 software from blood pressure wave in each heart beat. The
spectrograms for SAP, DAP and MAP were derived from 512 successive values through
virtual instrument developed in graphical programming environment Lab VIEW 3.1.1.,
by using Fast Fourier Transform algorithm. The spectral power (P) of mid frequency
(MF:195-605 mHz) oscillations was studied. The power of sympathetically mediated
oscillations (Pmr) in SAP, DAP and MAP spectrograms in SHR was lover in comparison
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to normotensive Wistar rats: 1.1+0.1 vs. 2.17+0.2; 0.80 £0.01 vs. 1.22+0.1; 0.86+0.09
vs. 1.25+0.1mmHg?, (p<0.01). Application of [Cav’]N/OFQ(1-13)NH, in Wistar rats
led to a decrease of Py in the SAP, DAP and MAP spectrograms. The Pyr in the SAP
decreased in first three 10 min long intervals to 1.01+£0.20; 1.04+0.18; 1.55+0.16
mmHg?, (p<0.05) but decrease of Pyr in the DAP in MAP spectrograms was displayed
only in the first 10 min long interval, from 1.28+0.15 and 1.53+0.17 ms? to 0.81%0.09
and 1.03£0.14 mmHg? (p<0.05). In SHR [Cav’]N/OFQ(1-13)NH, led to sustained
increase of Pyr immediately after its application in SAP, DAP and MAP spectrograms,
(p<0.01). The difference in response to [Cav’]N/OFQ(1-13)NH, in normotensive and
spontaneously hypertensive rats may be a result of increased sympathetic nerve activity
in SHR.

Acknowledgements: This work was supported by Grant NeBY-JI-205/2006
from National Science Fund.

THE ROLE OF EDUCATION IN PATIENTS WITH HIGH BLOOD
PRESSURE
C. M. Samardziska , Primarius Doctor of internal medicine, P. Donevska, Doctor of
internal medicine, A. Dimitrovski, Doctor of general medicine
Republic of Macedonia

Introduction: High blood pressure is a common condition in which the force
of the blood against the artery walls is high enough that it may eventually cause serious
health problems, including heart attack and stroke. It affects millions of people and is
the most common reason for adults to visit doctors. While strokes, heart failure, heart
attacks, and kidney failure were common in people with elevated blood pressure years
ago, treatment has had a dramatic impact on these problems. However , education ,in
terms of teaching the patients of eating healthy food, decreasing the salt in their diet,
maintaining a healthy weight, increasing physical activity, limiting alcohol and
smoking and managing stress, seems to have an important role in keeping the blood
pressure under control.

Method: We conducted a survey in our medical institution of patients with
hypertension ,to examine their functional health literacy level and their knowledge of
their chronic disease and treatment.

Results: 68 % of the patients had inadequate knowledge about their
illness,4% marginal and only 28% adequate knowledge.

Conclusions: Inadequate f unctional health literacy posesa major barrier to

educating patients with hypertension and current efforts to overcome this appear
unsuccessful. One of the main reasons is alsso socioeconomic status of the patients. It’s
prooved that it is negativly associated with the outcome of this illnes and the quallity of
life in these patients.
Because of this reasons,our medical institution PZU Prim.d-r Samardziski,has made a
few intensive steaps in this field,by massive education of our patients through our free
newspapers: Nie,vie i zdravjeto” and website ‘“nvz.com.mk”,only for one goal, to
improve health and possibly save lives by generating and distributing information about
hypertension and by promoting research and teaching in the field of hypertension.
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HYPERTENSION: COMPLIANCE TO MEDICATION AMONG
HYPERTENSIVE PATIENTS IN SKOPJE
Soleski K., MD, resident in family medicine
Medical Center GERI-M, Skopje, Macedonia

Background: Compliance in health care can be defined as the degree to which
the patient conforms to medical advice about lifestyle and dietary changes as well as to
keeping appointments for follow up and taking treatment as prescribed. Non-
compliance to blood pressure-lowering medication is a major reason for poor control of
Hypertension. The objective of this study was to determine the factors, which are
associated with medication compliance among hypertensive patients registered in an
outpatient clinic in Skopje.

Methods: Eighty-nine patients seen in the outpatient clinic of medicine were
enrolled in the prospective study from March 2010 to May 2010. Simple structured
questionnaire was elaborated and administered to patients who were taking
antihypertensive drugs after obtaining an informed consent from the participants.

Results: The average age was 45 + 12 years. The overall compliance rate was
47,3%; the rate was lower in those aged < 45 years than older patients (36,9% versus
46.7%; ). It was also lower among educated than illiterate patients (32.7% and 48.1%
respectively; ). About 49,7% of patients thought that they should stop drug treatment
once they achieved blood pressure control and 68% believed that emotional stress was
the most important etiological factor in hypertension. The most common reasons for
poor compliance were drug side effects, forgetfulness and economical cost.

Conclusion: These findings emphasize the important role of primary health
care physicians(family doctor) in educating patients about hypertension. Prescribing an
effective, inexpensive, one daily medication with minimal side effects will improve
patient compliance considerably.

CONTROL OF ARTERIAL HYPERTENSION IN EASTERN EUROPEAN
COUNTRIES
Prof. Svetla Torbova, MD, PhD,
Hypertension Excellence Center, "Tokuda" Hospital, Sofia, Bulgaria

Eastern European countries (EEC) are a geographic area characterized by high
prevalence and mortality of cardiovascular diseases (CVD). Increased attention is being
paid to the blood pressure (BP) control in the EEC, as they take first places in age-
standardized mortality rate (among those 45-74 years ) from cerebrovascular and
ischemic heart diseases in Europe (year 2000).

The data for prevalence, treatment, and control of AH in EEC show great
differences among countries. The control rate of AH in Russia is 8% for males and 16%
for females. The data for Slovakia show control rate of the treated 8-10 %. The BP-Care
Study established the control of hypertensive patients in 9 countries from Central and
Eastern Europe: Albania, Belarus, Bosnia, Czech Republic, Latvia, Romania, Serbia,
Slovakia and Ukraine. BP control (< 140/90 mm Hg) was achieved in only 27.1%. BP
control was variable among countries, worse for systolic than for diastolic BP, better in
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patients followed by specialists than by general practitioners, more unsatisfactory in
high risk, diabetic, CHD and renal failure patients. Control rate in treated hypertensive
population in the 5 biggest cities in Bulgaria established systolic blood pressure (SBP)
<140 mm Hg in 15 to 32 % and diastolic BP < 90 mm Hg in 22.3-34.8%. The control
rate of treated hypertensives is 25%, and for the patients with home blood pressure
measurement - 37.4%.

The control rate of hypertension in Bulgaria has considerably improved in the

last decade. The data from treated hypertensive railway workers published in1997 show
6% control rate. Ten years later, the same population shows 24.6% control rate.
The most frequently used drugs for monotherapy and for combination therapy (BP Care
Study) were: ACE inhibitors (70%), Beta-blockers (57%), calcium channel blockers
(51.2%), diuretics (45.8%), and ARB (13%). The drug choice improved; the data from
Bulgaria comparing the drugs used in 2003 and in 2008 are as follow: ACE inhibitors
43% and 76%, diuretics 27% and 59%, calcium channel blockers 39% and 46%, beta
blockers 58% and 41%, ARB 4% and 26%, and fixed-dose combination (FDC) 13%
and 32% respectively.

The advantages of combination therapy and especially FDC for the
improvement of BP control motivated development of a Consensus Statement for
monotherapy and combination therapy in Bulgaria in 2005. Simple and clear
recommendations are presented regarding how to choose the strategy for initial
treatment - monotherapy or combination therapy

Conclusion: The control rate of BP in EEC is still low. Combination therapy
and especially FDC is one of the priority strategies for improvement of BP control and
prognosis of hypertensive patients. Great differences in BP control rate were observed
among EEC, reflecting to a large extent the different levels of health education of the
population and of the financial resources.

RAAS BLOCKADE IN HYPERTENSION AND CHRONIC KIDNEY
DISEASE: IS IT BLOOD PRESSURE LOWERING ALONE THAT MAKES
THE DIFFERENCE OR SPECIFIC MEDICATIONS?

K. Zafirovska, Professor, Sci. Dr., Ph.D.

University Clinic of Nephrology, Skopje, R. Macedonia

Chronic Kidney Disease (CKD) - The size of the problem in the general
population. The number of patients with CKD is increasing and over the next decade,
the number of patients treated by dialysis may double. The increase is being driven
especially by the increase in patients entering end stage ren al disease (ESRD) without
primary diagnosis of renal disease - more than half of the new ESRD cases (1). Societal
and financial costs are an impossible burden for developing nations to meet. Developed
countries appear to spend about 10% of their health care budgets on ESRD population
and the cost is growing at 10% per year (2).

Hypertension and CKD. Hypertension increases CKD risk and the exact role
as cause/consequence is still debated. Kidney has a role in hypertension development
and modulation. Hypertension and renal parenchymal disease are closely interrelated.
Hypertension accelerates renal disease and hastens the progression to ESRD. Recent
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studies have firmly established the importance of blood pressure (BP) reduction as a
means to slow the progression of different forms of renal parenchymal injury. For
diabetic or non-diabetic nephropathy, the higher the BP the greater the renal risk. The
beneficial impact from achieved control of mean arterial pressure (MAP) is clearly
demonstrated in a meta-analysis of the 9 major clinical trials in diabetic and non-
diabetic renal diseases. The GISEN Group, Klahr, and Moschio studies are those in
non-diabetic subjects. The higher the MAP the faster the GFR declines; the better the
control of MAP the slower the GFR declines. (3-7)

The Renal injury triad. The three major mechanisms of hypertension related
CKD injury and progression are: 1). Hypertension causes vascular injury trough direct
damage to the vessels, which in turn causes induction of angiotensin II pathways at the
tissue level and increases the local angiotensin II production; 2). Angiotensin II
increases intraglomerular pressure, changes vascular structure and function and induces
vascular remodelling; 3). Proteinuria: Sustained intraglomerular pressure and/or
increased oxidative stress damage the glomerular basal membrane and cause endothelial
dysfunction which causes extravasation of protein. This activates inflammatory and
vasoactive cytokines as well as intratubular complement, all of which results in
interstitial scarring and progressive nephron loss.

Actions of the renin-angiotensin system (RAS). Circulating RAS is
involved in the vasoconstriction of blood vessels, aldosterone and AVP release,
stimulates thirst and sodium appetite, and controls renal sodium and water reabsorption.
Tissue-based RAS is involved in processes of hypertrophy, hyperplasia, remodeling,
cytokine activation and collagen deposition and fibrosis.

New aspects of RAS. A number of advances have been made in our
understanding of RAS. ACE homologues include ACE2 (which shares ~42% of the
catalytic domain of ACE) and a soluble form of ACE. In addition to angiotensin I and
bradykinin, newly identified substrates for ACE include: the peptides angiotensin (1-7)
and angiotensin (1-9), which may contribute to cardiovascular homeostasis; N-acetyl-
seryl-aspartyl-lysyl-proline (Ac-SDKP), an inhibitor of hematopoietic stem cell
proliferation; Amyloid B-protein, which has been implicated in Alzheimer’s disease; A
number of other peptidases have also been identified that catalyze the conversion of
iotrenzin I to angiotensin II. Finally, there is evidence suggesting that ACE may act as
a signal transduction molecule (8). ACE inhibitors (ACEi) mechanism of action leaves
other pathways for angiotensin II production unaltered and this may lead to recovery of
angiotensin II levels despite continuing ACE:i therapy. Chymase-dependent angiotensin
I formation predominates over ACE-dependent angiotensin II formation in some
human tissues. ACEis increase levels of angiotensin I and would shunt this substrate to
chymase preferentially (9). This finding has implications for the use of ACEis and
ARB:s. In an early trial (1982) of the ACEi MK 421, 19 hypertensive patients were
treated with a range of doses. Although the iACE reduced BP, 24-hour control was far
from satisfactory in all patients. While plasma ACE activity was markedly reduced
within 4 hours of administration, plasma angiotensin II concentrations began to return
to baseline levels after an initial fall at 4 hours post-dose. At 6 months, angiotensin II
levels were no different from control when measured 12 to 16 hours following
administration of MK 4211. ACEi therapy is known to increase plasma renin activity

19



FIRST INTERNATIONAL MEDICAL CONGRESS OF SEEMF

and angiotensin I levels. These increases may overwhelm the capacity of iACE therapy
to prevent angiotensin II formation, contributing to ACE escape (10).

Blockade of RAS and the evolution of benefits. From only BP reduction
benefits, it was demonstrated that benefits also include cardioprotection, vascular
protection, renal protection and recently improved glycemic control. Nowadays earlier
and more aggressive BP control with RAS blockade is being the foundation for the
antihypertensive therapy. ESH-ESC Guidelines 2007 list of conditions favouring the
use of blockade of the RAAS: heart failure, left ventricular dysfunction, post-
myocardial infarction, diabetic nephropathy, non-diabetic nephropathy, proteinuria /
microalbuminuria, left ventricular hypertrophy, atrial fibrillation and metabolic
syndrome (11)

Renoprotective benefits of blockade of the RAS are clearly demonstrated as
hemodynamic and non-hemodynamic benefits. Hemodynamic benefits of RAS
blockade with ACEis include decrese of systemic BP, intraglomerular pressure and of
proteinuria, and non-hemodynamic include: stimulation of extracellular matrix
degradaion and inhibiion of Mf/Mo infiltraion (12). AT1R blockade effectively reduces
BP, improve heart failure symptoms, blunt progression of diabetic renal disease, and
prevent stroke. However, trials of ARBs in high-risk patients have generally
demonstrated a neutral effect on myocardial infarction.

Treatment approaches to retarding progression of CKD include good
metabolic control (in diabetes), BP control, reduction of proteinuria, lipid control,
anemia control, smoking secession and physical activity. Abundant evidence
accumulated in the past decade justifying the wide use of agents that block the RAS and
summaries of these studies are formulated in several proven strategies for retarding
progression of CKD.

Strategy 1: Early detection - effective treatment of BP to target levels. It
has been demonstrated that strict BP control with ACEis, aimed at reaching target values
attenuates the deterioration of renal function. Number of studies (13-17) concluded that
there is evident significant beneficial effect of the low BP goal on proteinuria, GFR
decline, urine protein excretion in adults and children. Target BP is 110-130/75-80, if
tolerated. BP of <130/85 mm Hg is recommended in all patients with renal disease, and
BP < 130/80 mm Hg in those with urinary protein excretion of 1g/24 h. or less and BP
<125/75 mm Hg in patients with proteinuric renal disease (>1 g/24 h.)

Strategy 2: ACEi provides greater renoprotection compared to other
antihypertensive drugs in patients with diabetic and non-diabetic nephropathy.
With respect to renoprotection, both diabetic and non-diabetic patients benefit when the
actions of angiotensin II are inhibited. Numerous studies documenting the effectiveness
of ACEis and ARBs in retarding the development and progression of diabetic
complications (18-20) and the conclusion is that in patients with DM and >35%
reduction of renal function ACEi reduced the risk of doubling of serum creatinine.
ACE:is, also reduce the risk combined endpoint of ESRD and death. Furthermore, it
appears that drugs that inhibit the actions of angiotensin II yields superior outcomes
compared to other drugs that act through calcium channel or through beta blockade. It
appears that the effect of ACEi is independent of baseline BP, renal function and type
of diabetes.
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Strategy 3: ACEi for reduction of proteinuria. Proteinuria itself is
pathogenic single best predictor of disease progression. Reducing urinary protein
excretion slows the progressive decline in renal function in both diabetic and non-
diabetic kidney disease. Target proteinuria is <500 mg/d. The beneficial effects of drugs
that block the RAS are reflected in a parallel lowering of hypertension and proteinuria.
There is also decreased progression of proteinuria from normoalbuminuria to
microalbuminuria, and from microalbuminuria to macroalbuminuria. (21, 22). A Meta-
analysis (11 RCT) showed that RAS blockade is more effective at comparable levels of
BP than conventional antihypertensive agents (23). ACEi lowered BP and proteinuria,
decreased the combined risk of progression of CKD to ESRD by 30%, independent of
BP lowering effects. The conclusion of the studies on the benefits of RAS blockade is
that the reduction of proteinuria over 30%, resulted in significant retardation of CKD
progression.

Strategy 4: Double blockade of RAS with combination of ACEi and ARB.
Complete RAS blockade was aimed for greater antihypertensive and antiproteinuric
effect with reduced progression resulting from increased kinin production and possibly
decreased aldosterone secretion. Additive effects in diabetic nephropathy and heart
failure were expected. It was, also, proposed that angiotensin II escape with ACEis that
may lead to AT2 receptor stimulation during combination therapy will be prevented.
Blockade of the RAS beyond ACE inhibition decreases proteinuria and slows
progression of renal disease in diabetics with overt nephropathy by suppressing
aldosterone synthesis or blocking the aldosterone receptor. Effects of monotherapy and
combination therapy on proteinuria and CKD were analysed in a meta-anlysis (24 of 49
controlled trials (from jan 1999 — Sept 2006) with 6181 patient with/out DM and with
proteinuria randomized to ARBs vs. PLA, ACEI and CCB, combination ARBs+ACEI.
Conclusion was that the reduction of proteinuria was similar with ACEI and ARBs,
combinaion ARBs+ACEI was more efficient. The ONTARGET Study reported
additional data (25) from 25,620 >55 years, high risk patients with established
atherosclerotic vascular disease or diabetes with organ damage treated with telmisartan
or ramipril dministered as monotherapy and in combination. The results showed that
the reduction of albuminuria / proteinuria with the combination of drugs was superior
to any agent given as monotherapy.

Strategy 5: Use of a triple blockade of the RAS with iACE + ARB
+Spironolaktone. Triple blockade of RAS - ading of sprinolaktone when iAKE+ARB
is no efficient, was shown to be efficient in reduction of proteinurie for 58% and colagen
IV in the urine for 40% (p<0.05) (27)

Conclusion. Optimal vascular and renoprotection may be achieved by earlier
and more aggressive BP control and RAS blockade as a foundation for antihypertensive
therapy. Blockade of RAS yields additional renoprotection as monotherapy (ACEi or
ARB) or in combination. Triple blockade of RAAS has beneficial effects only if double
blockade was ineffective.
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OHKOHEBPOXHWPYPI'YSA - HOBU TEXHOJIOT VM ITP HAPACTBAILIIA
3ABOJIEBAEMOCT U 3ACTAPSIBAIIIO HACEJIEHUE
npoo. n-p B. Bycapckn,im,amH, ipod. 1-p M. MapuHOB, 1M,IMH,
qou. J-p B. Kapakocros, aM, nom. a-p A. Bycapcku, iM
Kameopa u Knunuxa no nespoxupypeus, Meouyuncxku ®axyrmem, Meouyuncku
Yuueepcumem — Cogpusi, bvneapus

YBon:CbpBpeMeHHOTO  OOIIECTBO Ce€  XapakTepu3upa C HapacTBalla
HEBPOOHK03a00JIeBaEMOCT /IbPBUYHA U BTOPUYHA/ IOPAIU 3aCTaPsBAIIOTO HACCICHHE,
BIMSIHAETO HAa MHOXECTBO OHKOTEHHH (aKkTopd, MojoOpeHaTta HeBpooOpas3Ha
JIMarHOCTHKA U KOHTPOJI BbPXY ITBPBUYHMS TIPOIIEC.

Iesa n Meroau: AHanu3 Ha CbBPEMEHHHUTE BB3MOXKHOCTH HA ANArHOCTHYHUS
mponec W JjedeOHaTa CTpaTerws NpH HEBPOTYMOPHH IIpoliecH 3a mociegaute 30
TOANHH.

Pe3yararu: BrBexxnaHeTo Ha HOBM TEXHOJIOTHH JIOBEAE /10 PEBOJIIOIOHHU
MOCTHKEHUS: MUKPOHEBPOXUPYPTHUTA MOBHIIM PS3KO OINEpaTHBHATA aKTHBHOCT U
PaJMKAIHOCT ¢ HAMAJICHUE Ha MepHONepaTHBHATA CMBPTHOCT / 1-2 %/ U yCIIO)KHEHHS
/oxoso 5-10 %/. JIpyrutre TEXHOJOTHYHH HOBOBBBEICHHS KAaTO HEBPOHABHUTAIIHS,
HEBPOEH/IOCKOIINSI, UHTPAOTIEpaTHBHA JTbUETePaIusl, CTEPEOTaKCHYHA PAJAUOXHPYPTHS,
YITPa3BYKOBH M JIa3€PHUM TEXHUKH pa3lIMpHxa o0eMa U BB3MOXKHOCTUTE Ha
HEBPOXMPYPIHYHNTE HMHTEPBCHLUMH IIPH  OHKO3a0ONIsABaHWA. AHAIM3HpAaT ce
pesynararute npu Haa 500 HeBpoeHAOCKONUYHHU , 800 HEBPOHABUTAIIMOHHU U JIPYTH
MHTEPBEHIINU C NPWIOKECHHWE Ha MOJAEPHH TEXHOJIOTMH. MHHHMAaIHO-MHBA3UBHHAT
XapakTep Ha ChbBPEMEHHNUTE HEBPOXHUPYPIHYHN MHTEPBEHIMH B ChUETAHHE C paHHATa
Ipely3Ha AMarHo3a Ha HeBpooOpasHara anapatypa / KT, MP, TIET u np./ mo3sosiBar
pasmmpsiBaHe Ha 00eMa Ha ONepanuuTe, KaKTO M Ha Bb3PACTOBUTE IPAHUIH, BKII. U HaJl
85-90 r. xaTo menTa e CBHXpaHABaHE M TOAOOpSBaHE KAadecTBOTO HAa JKHUBOTA C
MaKCHMAaITHO YABbJDKaBaHE Ha MPEKUBIEMOCTTa HAa ONEPUPAHHUTE MAIIUEHTH.

M3Boau: MopepHuTe HEBPOXUPYPTMYHH TEXHOJOTMH B CHUYETAHHE C
Ipely3Ha paHHAa HEBPOOOpa3Ha JUAarHOCTHKA, yCHBBPIICHCTBYBAaHA JIBUCTEPAIUS U
epuKacHa XMMHUOTEpanusl [AaBaT pEaTHM HAJEKINM 3a MHOTOKPATHO IIOBHIICHA
MPEXUBSIEMOCT ~CJI€J HEBPOOHKOJOTMYHM HHTEPBEHIMM TIPH 3ala3eHo WiIn
BB3CTAHOBEHO KayeCTBO Ha JKMBOTA IPU peAWIa Cily4yaw, CUUTaHH JOCKOPO 3a
MHONEPAaOUIIHN UK UHKYPAOWITHU.

B OUAKBAHE HA JEACTBYBAIIIA IPOT'PAMA 3A OIIC/06m
nomnyJaanuoned ckpuaunr/ 3A PMII

J1. C. JIuHkoBa, maToJior
CMIJI ,, [lomonabd “EOO/]

YBoa: PakeT Ha marounarta mmiika /PMILl/ e BTOpHAT Haii-4ecTO CpeliaH
KapIMHOM IIPH XKEHUTE U € Ha CeMO MACTO KaTO MPUYMHA 33 CMBPT NpU TAX. 3a eAHa
roguHa B EBpoma nma 50 000 HOBO pernctpupanu 3abonenu u 22 000 mounHamm ot
PMIIL. 175 000 xenu xusest ¢ PMII —nexyBaHu Uiy o Apyr HauMH.
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Merton: Ilpaktmka B pasmuyam ctpanu Ha EC wu pesynratu OT Hero-
CTAaTHCTHYECKHU NaHHWU. BBIATapus ce HapekIa Ha YeIHO MSACTO B 3a00JeBaeMOCTTa U
JIMarHOCTHUITMpaHeTo B kKbeeH craamii B EC u Ha cpeano B cBeta. Jlo auec B buarapus
usama OIIC, nopu miaxure onuTH 3a TakbB Osxa cripeHu Ha 19.01.2009r.upe3 npomeHn
B Hap.39 Ba M3.

Pesynaru: Jlnec, Hue MoxxeM Ja npenotBpatuM 80% ot ciyuaure Ha PMII
Yype3 OpraHM3UpPaH CKPHHUHT, 0a3WpaH MPEIUMHO Ha IMTOJOTHYHO W3CJICIBAHE Ha
HaMa3Ky, B3eTH npu npodrnaktuueH nperieq ot OILT uwnn Al-cnenmanuct. 3a menra
€ JIOCTaThYHO BCSKAa JKEHA J1a MOCelaBa JOpH O3 OIUIAKBAHUS BEIAHBK TOIMIITHO
THHEKOJIOra cU. Bb3MOXKHOCTUTE 3a yCTAaHOBSBAaHE HA NPEAPAKOBU U IPYTU MPOMEHU
Yype3 MUKPOCKOICKO M3CJIE/IBAaHE Ha KJIETKUTE OT BBTPELIHATAa M BBHIIHA 4YacT Ha
MaToyHaTa WIMHKa ¢ BUCOK ycmex. Ilpu Hyxkna ce Ha3HayaBaT AONBJHUTEIHH
n3cneaBaHus uin geuenue.llpes nocneauure 20 roanHU MHOTO IPOYYBaHUS [IOKA3Bar,
4e MEepPCHCTHUPAHETO Ha MH(EKIHS ¢ BHCOKOPHCKOBH THIIOBE YOBCIIKH IMAMTMIOMEH
BHUpPYC, pUCKBT OT pazButue Ha PMIII HapacTBa, KakTO U CMBPTHOCTTAa OT HalpeaHal
KapLIMHOM Ha IIMKAKaTa Ha MaTKaTa.

PMII e BucOKOMOJATIMB HAa CKPUHMHI, 3al0TO HMMa MPOIBIKUTEIIHA
MpeaKIrnHUYHA (pa3a ChC CHTHAJIHH MPOMEHH, KOMTO MOrar Ja ObJaT yCTaHOBEHH U
JIEKyBaHU JIECHO B PaHeH cTaguil. MeToasT e curypeH okoio 80%, ¢ Bapuaruu ot 30
110 87% B 3aBUCUMOCT OT KOMIIETEHTHOCTTA Ha JieKapsl, N3BbPIIBAI MUKPOCKOIICKOTO
H3CIeBaHe B 1a00OpaToOpHsl.

N3Box:Brrpexkn nopeauuure OT BCEBB3MOKHU MOJUTHUYECKH CpEIId Ha
BHUCOKO paBHulle, npenopbku oT EC u Bojeny cBETOBHU €KCHEPTHU BCE OILE CME Ha
erar ,,ipeaBmkaa ce*“. OoxBanature 20% XeHH, MOICKAIN Ha CKPHHUT Ca IPUIHHA
3a MeyaJiHuTe pe3yiaTatu B bearapus.

BBb3MOKHOCTHU HA KIMHUYHATA XOMEOIIATHUS B
MNAJIMATUBHOTO JEYEHUE HA OHKOJIOTUYHATA BOJIKA
n-p [1.3aropuen
LJOPX — bvneapus, “MBAJI lymen” OAPHII

[ManuaTBHATa MEIUIMHA € MEIUIMHCKHM NOAXOJ Ha TPETHpAaHE II0BEJCHUE
KbM OOJIHM C aKTHBHO, IPOIPECHPAIIIO0 M HAIPEIHAJIO0 3a00JIsiBaHe C JIoIa POrHo3a U
W3YepraHd TepalneBTHYHH Bb3MOXHOcTH.TOBa ca  mamueHTH, NpPH  KOUTO
MOTEHLMAIHUAT PHUCK OT KOHBEHIIMOHAIHO IAJMAaTHBHO JIEYEHHE IPEBHIIABA
MOTEHIMOHATHATA NOJI3a.

HeedexTnBHOCTTA My ¥ CTpaHMYHHMTE SBJICHHS CBIIOCTABEHH KbM
CTpaZaHUETO Ha MAIMEeHTA OT TpareausTa U Oe3cMHUcieHaTa 00Ka HW3MecTBatT (hoKyca
Ha JICYSHUETO ¥ TPIKUTE KbM KaueCTBOTO Ha KHMBOT B HEroBara IocjieHa ¢asa.

B renesara Ha monsTHeTO  ManmmatuBeH - “pallium” — MaHTHS / TPIKOBHA
torota/ w - palliare — oOmex4aBaM, aBTOPBT TIPEACTaBs BBH3MOKHOCTHTE Ha
KIMHUYHATA XOMEOIIaTHSL.

Pa3FHeHaHI/I ca OCHOBHHUTC IaTOJIOr'M4YHU CbCTOSHUA BOJICIIHN a0
HeO6XO[[I/IMOCT OT NaJIMAaTUBHU T'PUIKU B TCPMUHATIHUA TIEPUOT, KAKTO U OCHOBHUTEC
BUJIOBE OHKOJIOTMYHA 0OJIKa.
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HOKaHHSaHI/I}ITa, yceuianud U MOIJAJIIHOCTH Ha OOJIKOBUTE CHMIITOMH —
WHAVMBUAYAJIHH 3a BCEKH MNAOUEHT Ca OCHOBA 3a W3BEXKIAHE Ha WHAWBUIAYAIHO
no;[6pa1-m 3a BCCKH IMAIMCHT XOMCONAaTUYHU MCIHUKaAMCHTH C’bO6p33H0 nmaTorcHesara
UM OT MaTepI/m MEOHKa.

Hpe3eHTaunﬂTa pas3kpuBa oorar Ha6op OT XOMCOIIAaTUYHU MCIAUKaAMCHTHU
c1)06pa3eH1/1 C HMHAUBUAYyATHATAa XapaKTCPUCTUKA Ha Oonkata u CTpaJaHHUCTO Ha
OHKOJIOTMYHHWA MAIITUCHT B TCPMHUHAIHATA (1)3.33. Ha 3a00JIsIBAHETO.

XOMEOIMaTUHYHHUTE CpeacTBa Morar aa 6’LI[aT MPUIIOKCHU 3aCTHO C PA3JINIHU
CrieaJIu3upaHn U UHTCPAUCHUIITIMHAPDHU METOAM 3a JICUCHHUC, Ha CBIIbTCTBAlllaTa
OoJiecTHa nim ATPpOreHHaTa HaTOJIOFI/IH.XOMGOHaTI/IHTa, MOXKEC Ja 6T>£[e
KOMIUIEMEHTAPECH METOA KBbM TAX WIN aJITCPHATHBA ,aKO NMalUCHTA I0XKEJ1a€ TOBA.

HpI/IJIO)KCHI/IﬂT KIIMHUYCH cnyqaﬁ € IMOTBBPIKACHNUC HA U3JI0OKEHATA TC34.

BBb3MOKHOCTHU HA JIBYEJIEYEHUETO
IMPU BOJIHU C HEAPEBHOKJIETBUYEH PAK HA BEJIMS JIPOB
P. Jlazapos*, 1. Muxaitnosa**, C. bakepmkues**, H. ['emesa**
*MBAJI Toxyoa bornuya Cogus, **CBAJI no Onxonoeus - Coghus

YBoa: KapruHombT Ha Oenmst npoO € Bojelmla NpHYMHA 3a CMBPT OT
onkojyorndHu Ooniectr B EBpomna  benrapus. LlenTta Ha HACTOAIIOTO MpoyYBaHe € J1a
Ob/ie HaNIpaBEeH aHAJIN3 HAa TEPATIEBTHYHNTE PE3YITATH IIPU AC(HUHUTHBHO JIbUEIICUCHNE
(JIJI) ¢ HenmpeOHOKIEeThYEeH KapIuHOM Ha Oeius ApoO, OIEeHKa Ha MPOTHOCTHYHOTO
3HAQUEHWE HAa OCHOBHM KIMHUYHM W (YHKIMOHAIHU IapaMeTpH II0 OTHOLICHHE Ha
o0maTa MpeXuBEMOCT U CpaBHEHHE Ha PE3yNTAaTHTE OT CXEMH C Pa3iIWdIcH 00eM H
(dpakunoHUpaHe Ha J03aTa.

Marepuann u meroau: B mpoyuBaHero ca BkiIodeHH 76 OodHH C
HelpeOHOKIIeThuUeH pak Ha Oenust 1po0, BbB I1-111 KC, Ha cpenna Bp3pact 59,6 rox. (33-
83 rox.), nekyBanu u npocienenu 3a nepuoaa 2005 — 2010 roguna B Knunukarta no
JIvueneuenue Ha HCBAJIO u MBAJI ,,Tokyna boanuna Codus”. [lpu Bcuuku 60mHHA
e 1poBesieHo AerHNTHBHO nepkyTanHo JIJI Ha nuHeeH yckopuren. Benuku 6onHE ca
IUIAaHUPAHU TpU-u3MepHO (3D) npu HEXOMOTEHHOCT Ha J03aTa B 00bUBaHMs 00eM, HE
no-nioBeue ot 5% (conformal radiotherapy). IIpu 46 6omau e mpoBeneHo JIJI mo cxema
A0 3 Gy mo OO 51 Gy, B 4 ¢pakuuu cemMUIHO, B 00eM 0OXBallall MbPBHYCH
TyMOp ¥ TIO3UTHBHH JTUM(pHH BB31H, a ipu 30 6omawm - mo cxema J1O/] 2 Gy no OO
50-60 Gy, S5mHU ceqMUYHO, B 00eM OOXBamlall IMbPBUYECH TYMOpP U MEIUACTHHYM.
Amnanu3upanu ca OMOJIOTHYHM M KIMHHUYHH TOKa3aTeldHW 110 OTHOILICHHE Ha oOInara
npexussiemoct (OS), kaTo e us3mon3Ban MeToasT Ha Kaplan-Meier.

Pesyararu: B kpas Ha nposenenoto JIJI npu BCUUKHM NMAllMEHTH € IOCTUTHAT
ITBJICH WJIM YaCTHYEH TepaleBTHUYEH oTroBop. [lanmenTure ca mpocieaeHu cpeqao 16
mecenia (ot 1,5 go 60) cien mposenenoro JIJI. J[Bama mammeHtu ca 3aryOeHH OT
mpociensBane. AHaTU3bT Ha JaHHUTE MokasBa cpeaHa OS ot 24,6 Mecena, KaTo Ha
TpeTara rojJiuHa KyMyJaTUBHUAT 51 Ha mpeskuBenute € 19%, He3aBUCUMO OT peKuMa
Ha JIJI. M3kmroueHne mpaBaT MaUeHTUTe Ha Bb3pacT < 50 roauHu, mpU KOUTO €
npwIoKeHa mo-paaukanHa cxema (p=0,00060). axropure 10N, XHUCTOJIOTHSA,
mudepeHManys Ha TYMOpa, CTOWHOCT Ha XEMOTJIO0MHA U (QYHKIIMOHAIHO M3CIIe/IBaHEe
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Ha IUIIAaHETO B HAYaJOTO HA JIBYEJICUYCHUETO HE II0KAa3BaT CTATUCTUYECKH 3HAYMMa
KopeJanus ¢ o0IaTa NPeKUBIeMOCT. 3HAYMMO ITO-IPOABIDKUTEIHA IIPEKUBIEMOCT Ce
nocrtura npu nanuerty B 1 u 11 craguii (p=0,03), obrpusan 06em g0 100 cm? (p=0,007),
0e3 3acsirane Ha tuMduu BB31M (p=0,03) 1 croiiHoct 0 u 1 Ha ECOG (p=0,03).
N3Boau: [lonyueHure npu HaCTOSIIOTO NPOYYBaHE TEPENIEBTUYHH PE3YJITATH
ca CBIIOCTaBUMH C PE3YJITATUTE, MOJYYEHH OT JPYTHM MEKIYHApOJIHH NPOYYBaHHS.
[ToTBBprkAaBa ce MPOrHOCTHYHOTO 3HaueHue Ha craausi, ECOG craTtyca, TyMOpHHUS
00eM ¥ CBBp3aHKs ¢ TOBA IUTaHUpaH o0eM. OrpaHn4aBaHeTo Ha IUIAHUPAHUS 00eM Ype3
npwiarade Ha “conformal radiotherapy” mo obema Ha MbPBUYHHS TyMOpP U BHUAUMO
aHTKHUPAHKTE TUM(HH BH3JIM, HE BOAU 0 BIOIIaBaHe Ha o0mmara npexussieMoct. [Ipu
HO-MJIAJIM TIALMEHTH € YMECTHO J1a ce 00ChKaa Mmo-pagukanHa cxema Ha JIJL

MNPEJONNEPATUBHO CAMOCTOSATEJIHO U KOMBUHUPAHO (JIBYE-
XUMUOJIEYEHUE) ITPU JIOKAJTHO ABAHCHUPAJI PAK HA PEKTYMA
Ia-p U. Muxaiinosa, a-p B. [IbpBanoBa a.m., n1-p P. Jlazapos*

CBAJIO — EAJL, 2p. Cogus, *MBAJI - "Toxyoa — bornuya” — Cogus

¥YBoa: llen Ha HacTOAIIOTO NPOyYBaHE € M3ACHSIBAHE NPUHOCA HA JIbYe-
XMMHOJICYEHHETO, CPAaBHEHO CBC CaMOCTOSITEIHO JIbYEIC€UYEHHE, NPHUIIOKEHH B
IIPEAOTIEPaTHBEH IIAaH MPHU JIOKAJHO aBaHCHPAN pak Ha PEKTyMa, IO OTHOILICHHE HA
nedeOHNTE pe3yNTaTH, JOKaJTHAaTa | 0011a TOKCHIHOCT.

MaTtepuanu u metoau: 3a eprona 2006-2010 B kKIMHUKATA IO JIFUEICUCHNE
B CBAJI mo OHKOJIOTHSA € IPOBEICHO NpeA0NepaTHBHO JIbUeiieueHIe mpu 83 OOIHN ¢
sokanHo aBaHcupan II-III craguil pak Ha pekTyMma, Ha Bb3pacT oT 40 no 75 roguHu
(cpemna BB3pact 57r.), ot kouto 27 (33%) xeHu u 56 (67%) mpxe. CtamupaHero e
u3BbpiieHo upe3 KAT/MPT na manbk Ta3 u eHaopekranna exorpadus. bonaute ca
pasmpeneneHu B ase rpynu. B mwpBata rpyma (JIJI) ot 50 GoiaHu e mpoBexnaHO
CaMOCTOSTENHO IEePKYyTaHHO JIbUelieueHHe 3a o00JacTTa Ha MalKus Ta3, upe3
,,00KC’TexHuKa Ha amapar ,,Tepabant” (Coe) win Ha auHeeH yckopurten no OO/
50Gy, npu IO 2Gy net nbtu ceamuuHo. BeB BTopaTa rpyna (JIXJI) or 33 Gonuu
ThYENeYeHHETO € KoMOMHupaHo ¢ Kanenuradun — 825mg/m?/d, B euu mpyeM Bedep B
JHUTE Ha OONBYBAHETO. XapaKTEpHUCTHKaTa Ha 3a00NABaHETO B [BETE IPyNH €
cieqHoTO: B mhpBata rpyma c13-20 6oman (40%), ¢cT4 — 30 6omam (60%), cNO -11
6omaA (22%), cN+ 39 60mHE (88%), BBB BTOpaTta rpymna c¢T3-18 6oman (55%), cT4-15
6omaH (45%), cNO - 5 (15%), cN+ 28 (85%). Pasmpenenennero Ha OOHHTE B ITbpBaTa
CIpsAMO BTOpaTa rpymna Mo CTereH Ha MaIUTHEHOCT € KakTo crieasa: G1-11:4 ,G2-28:19
,G3-11:10; a cropen pa3CTOSHHETO HA TyMOpa OT aHOKyTaHHATA JIMHHA, CHOTBETHO:
HUCBK pekTyM - 20:16, cpeneH pextyM - 25:10, u Bucok pextyMm - 5:7. OueHeH e
HaTOMOpq)O.HOFl/I‘{HO JIOKQJIHUAT KOHTPOJ B UCTUPHU CTCIICHU U O6H13Ta MPCIKUBACMOCT
B ABeTe rpynu. Pannara Tokcuunoct e oneHeHa no CTCAE v.3.

Pesyararu: [IbneH KoHTpOI € mocTurHar npu 1 6oseH ot mbpsa rpyna JIJT u
mpu 3 — ot rpyna JIXJI (ceotBeTHO 2%:9%), 9acTuueH KOHTpoI ¢ >50% penykius Ha
Tymopa - cboTBeTHO mpH 25:17 Gomam (50%:52%), wactuueHn koHTpon c <50%
penykuust - pu 22:13 6omau (44%:39%), u iporpecus - npu 2 6onHE (4%) OT Tpyna
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JUUIL. BostHuTe ca mpocneneHu cpeano 4,7 roauHu. B mepBaTta rpymna HaOo1aBaHaTa
obmra mpexwussieMoct € 78,7%, a BbB BTopaTta ¢ € 85%.
lactponrectunanmaara TokcumuHocT chriaacHo CTCAE v.3 e oTdereHa, KakTo cjenBa:
Grade 1 — ipu 25:19 6omam (50%:57,5%), Grade 2 - 15:7 (30%:21%), Grade 3 — 10:7
(20%:21,2%), chOTBETHO B IbpBaTa ChIIOCTaBeHa C BTopara rpymna. HabmonaBaHa e
TeHUTOYpUHApHAa TOKCHYHOCT camMo B Jieka creneH: Grade 1 - mpu 20:7 Oonnun
(40%:21%) u Grade 2 - npu 4:2 (8%:6%). Grade 3 u 4 He ca HaOJIIOJABAHH.

N3Boau: KombOunupanoro ¢ Kameruradbun JIXJI B mpenonepaTtuBeH IuiaH
NpesocTaBsl BB3MOXHOCT 3a MMOJOOpsiBAHE Ha JIOKAJIHMS KOHTPOJ W obmiara
MIPEKHUBIEMOCT, TIPH CHIIOCTABIMAa PaHHA TOKCHIHOCT.

BPAXUTEPAIINUS C BACOKA MOIHOCT HA JO3ATA IIPU BOJIHU C
MNPOCTATEH KAPIIMHOM B I'PYIIM C YMEPEH 1 BUCOK PUCK
K. Henes, B. [IspBanoBa, im
CHAJIO Cogpus, Knunuxa no nvuenevenue

¥YBoa: MsrorssiHe Ha jeyeOeH NPOTOKOJ M II'bPBU KIMHUYHU M3MUTBAHUS Y
Hac 3a OpaxuTepanus ¢ Bcoka MouHocT Ha Jio3ata (brBM/1) npu 6osiHu ¢ mpocTaTeH
KapLMHOM B TPYIIH C YMEPEH M BUCOK PUCK B ChUYETAHME C MEPKYTAHHO JIbYelIeueHHe
3a 00JacTTa Ha MAJIKUS Tas3.

Merton: Ot sHyapu 2009 r. 1o tomm 2010 1. mo morosop 1002-81/12.12.08 3a
Oe3Bp3Me3nHa (¢uHancoBa mnomom Mexnay CBAJIO-EAl u ®omn “Hayunn
M3CIICBaHNA” C MPEAMET Ha M3MBJIHCHHUE Ha HAyYHO-W3CJICAOBATENICKA MpOTrpaMa Ha
Tema: ,,Pak Ha NpocTaTHaTa KJe3a - AWArHosa, MPOTHO3a, JICYEHHE M OLCHKAa Ha
neyeOHHUTE pe3yaTaTr’” ca JIEKyBaHH OOJHU C IIPOCTATEH KapIMHOM B TPyTa C BHCOK U
YMEpPEH PUCK C TPU MECEYHO XOPMOHAJIHO JIeUeHHE, NMPEeIX0XKJIaIlo JIbYeleueHHe.
IIpensunenu ca ase pamena 1. CaMOCTOSITETHO NMEPKyTaHHO JIbUeIeueHUE Ha JIMHEEH
YCKOPHUTEJ B «MaIbK» U «ToJisiM» 00eM u 2. ChueTaHo iipueseyenue - bpaxurepanus c
BM/] B «manbk» 00eM 3a mpocraTHata jkjie3a Ha anapat MUKPOCEIEKTPOH U «TOJISIM»
00eM 3a MaJIKKs Ta3 — NEpKyTaHHO JIbuelieueHHe 0 1MoJ00Ke Ha MbpBaTa rpyna OOJHH.
ITpu 30 GosHu 3a 0OeMa Ha MPOCTATHATA XKJIe3a B ,,MaTbK 00eM” ca peaqusupanu 9 x
2.75Gy u Ha BTOpH IUIaH 3a obOnacTra Ha Mankus a3 46Gy mo 2Gy AHEBHA 103a 10
nepuHUTHBHA 11033, eKBUBaJeHTHa Ha 76 Gy. 3a M3NBJIHEHHE HAa BTOPO pamo OT
npoyuBaHero - bTBMJl Oe BBBeneHa crHenuagM3MpaHa IUIAHUpAIla CHCTEMa 3a
KJIMHUYHO (aHATOMOTOINOTrpa)cKO U TO3UMETPUYHO) IUTAHMPaHE B peaHo Bpeme. ToBa
JlaBa BB3MOXHOCT 32 MOCTHI'aHE HAa MaKCHMalHa TOYHOCT NpH M300p HAa BapuaHT U
KOpeKIMs NpeaIaraHd OT CHCTeMara B XojJa Ha Je4eOHOTO —IUIaHUpaHe.
MaHnunynanusaTa € THI MajKa OIlepaTHBHA HMHTEPBEHIMS (TpaHCHEPHHEATHO
MYHKIMOHHO TOCTaBsHE Ha BPEMEHHU MHIUIAHTH) B yCJIOBHS Ha 00lIa MM CIIMHATHA
(emumypanHa) aHECTE3usl.

Pesyararu: Ilpu Bcuuku OOJHM mNpoBend NeQUHUTUBHO MEPKYTAHHO
JpYENICYeHNE, MECeIl ClIe]] 3aaBbPIIBAHETO € YCTAaHOBEH OMOXHMHYEH KOHTPOI ChC
croitHocti Ha PSA < 1 ng/ml ¢ TpaiiHa TeHAEHIMS 3a HaMalsBaHe, KATO Ha 3 Mecel
cien ipuenedenneTo npu 10% ot 6omuure, PSA e 0.00 ng/ml. ITpu 5-10% ot Gonxute
ce € Hajarajo IpeKbcBaHe N0 | ceaMuIla B XOZa Ha JIbUEJICUCHUETO MOPaad OCTpU
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racTPOMHTECTHHAJIIHA W yporeHuTaigHa TokcudHocT- Il cremen. Ilo BTOpOo pamo Ha
npoyuBaHero mpe3 Mecern] fomum 2010 1. Oe mpoBemeHo oOydeHHWE Ha JIEKapH
(JrpUeTEepaneBTH, YpOIO3W W PEHTTCHOJIO3HM), MEIUIMHCKA (U3NIM W PEHICHOBH
nabopaHTH 3a npuaoOMBaHe Ha yMeHHMs, KOMTO Tpe3 Mmecen oktomBpu 2010 T. ¢
MOMOIITa HAa KOHCYJNTAHT nbuyeTepamneBT oT ll[Berws, mie ObOaT MPHUIOKCHUA HpPU
JICYCHUETO HA IBPBUTE TPUMa OOJIHU C OIICHKA HA JUATHOCTUYHUS U JICYSOCH METO U
M3rpakJaHe Ha OKOHYATEJICH NMPOTOKOJI 32 M3IIBJIHEHHE Ha MeToaukata. Jlo kpas Ha
2010 r. ouakBaMe Jia MPHIOKUM METOIUKATA ChC CHUCTAHO JIbUCIICHUC TIEPKYTAHHO U
Opaxutepanus B 2 (pakiuu npe3 20 gau mo 8-9Gy mpu 15 OonHuU., 00CHKIAHE
MMOHOCHMOCTTa Ha JIe4eOHHUS METOJ, JIOKAIHA M OOIla TOKCHYHOCT M Hajarama ce
KOPEKIHXs B IEIeOHHS MTPOTOKOJL.

H3Bomm: C BbBEXIaHE Ha HOBaTa MeETOAMKA 3a crpaHata — bTBMJI npu
MPOCTaTeH KapIWHOM OYaKBaMe CBHINUTE WM IMO-BUCOKH JICUCOHM pe3yiTaTH, IpH
HE3HAYUTENHA TOKCHYHOCT, KOETO IIpeAmnojara OpaXWUTepalneBTHIHHA METOI -
MaKCHUMalTHO HAaCHIIIaHe Ha JI03aTa B IIpPOCTaTaHATA YJIe3a 1 MUHUMAaIHO 00IbUBaHE Ha
Npe/iHa PeKTaJlHa CTeHA, B CPaBHEHHE C 00JIbUBAHETO Ha JINHEEH YCKOPUTEI.

IMPOBJIEMBT 3A KAPIHUHOMA ITPU XUPYPI'HUHUTE 3ABOJISAIBAHUA
HA IIUTOBUIHATA JKJIE3A
Jomu. P. ITetkoB, A. Kexatios, E. Jledprepos, mpod. A. ATaHacos
YMPBAJI,, Anexcanoposcka”, MBAJI — Cmonan, MBAJI — Kasannvk, MBAJI ,, Ce.Us.
Puncku 2003 — Jynuuya

UzpwpmieH e perpocnekTuBeH aHamu3 mpu 3420 OOJHH ¢ XHPYPTUYHU
3a00JsIBaHMS HA IUTOBUIHATA XKJIe3a , Ha Bh3pacT 17-88 rogunu , 1259 mbxe =36.8 %
n 2101 xenu = 63.1 % onepupanu B 6omanm Ha FOxua beirapus / obnacture Codust
— rpaxa, CmonsH , Kroctennun , Crapa 3aropa , biaroesrpan , XackoBo , Kepmkamy ,
Am60a mpe3 neproma 2000-2009 r. Bri. Ilo Bux 3abomnsBaHusATa ca OUIM : HOJAO3HA
ctpyma-864 6omHHM OT oOmums Opoit 6 25.2 %, MONWHOAO3HH €yTHPEOUIHU CTPYyMH-
1332= 38.9 %, tupeonnut Ha Xammumoro -977 = 28.5 % , nudy3Ha THPEOTOKCHIHA
cTtpyma , Oonect Ha bazemoB — 246 6omau = 7.1 % m 1 OonmeH ¢ €XMHOKOK Ha
IIMTOBHIHATA Jie3a. [IbITHUTE XUCTOMIOTUYHHU U3CIICBAHMS Ca [TOKA3aJId HAIMYHE HA
KapUUHOM , KaKTO clie/iBa : HOAO3Ha cTpyma -92 G6omnu = 10.6 % , nmonuHOmO3HA ,
eytupeonHa ctpyma— 167 =12.6 % , bazenosa 6onect -29 6omau = 11.7 % THpeonaut
Ha Xumomoto — 193 = 19.9 %. Ot GoNHUTE C KapUUHOMA HEIJIACTUYCH BapHAHT €
ycranoBeH npu 0.97 % , ¢ponukynaper — B 14.6 % u npu ocraHanute namuiudepex
BapHaHT Ha THPCOUTHUS KapPIUHOM .

[IpoyuBanmara Ha Bomemust aBrop / P. IletkoB / mocouBar , dWe mpu
manmwindepeH KapOWHOM MOXXKE€ B INHPOKH TpaHWONW Ja Ce€ IpHiiarar
OpPraHOCHXpAHIBALM OMEparuu 0e3 PHCK OT YeCTH pEeIUINBHH H I0- HHUCKA
MIPEXKUBIEMOCT Ha OOJHUS clief] ornepanusaTa . [I[pu ocTaHaIUTe BapHaHTH ce MpHjiara
TUPEOUICKTOMHUS C INajJeHa IMHHHA JUM(HA IUCEKIHUS . AHAIM3BT MOCOYBA , 4Ue
KapIUUHOMBT ce Ha0doJaBa B MO — CTaplidTe BB3PAaCTOBU TPYNU M MPHU IO
MPOIBIKUTENTHO CHIECTBYBaHEe Ha CTpyMmaTa , IPU MO —MPOABIKUTEIHO JICUCHUE C
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THPEOCTATUIIM M € Hall — YeCT IPH THPCOUAT Ha XAaIIMMOTO , KOCTO MpEAroJiara
MIPETM3HO JUCTIAaHCEPHO HaOJIIoIeH e Ha OOJTHUTE.

GASTROINTESTINAL STROMAL TUMORS —- MORPHOLOGICAL AND
IMMUNOHISTOCHEMICAL STUDY. NEED FOR STANDARDIZED GIST
REPORTING
B. Dukovad-r. , L. Spasevska Prof.d-r., V. Janevska Prof.d-r., G. Petrusevska Prof.d-r.,
R. Jovanovik d-r.MSci, V. Filipovski d-r.

Institute of Pathology, Faculty of Medicine, Skopje, R. of Macedonia

Background: Gastrointestinal stromal tumors (GISTs) are the most common
mesenchymal tumors in the gastrointestinal tract with majority arising in stomach and
small intestine. In the past they were considered to be of smooth muscle origin, but
many investigations showed a differentiation toward interstitial cells of Cajal (ICC)
phenotype. Morphologic subtypes include spindle cell, epithelioid and mixed cell types.
Generally GIST is a specific tumor type immunohistochemically KIT-positive which is
driven by KIT or PDGFRA activating mutations. Evaluation on biologic behavior was
according to Fletcher method of risk stratification, Miettinen’s criteria while a new
UICC TNM classification is been set for standardized GIST report.

Methods: We analyzed 32 cases diagnosed as GISTs in a period of 8 years
(2002 to 2010). All slides were reviewed for tumour site, size, histological typing,
immunohistochemical staining, and mitotic count along with their frequencies. The risk
stratification was made by Fletcher method on 29 cases, and 3 cases (from 2010) were
staged according the new TNM classification.

Results: Out of 32 patients 19 were females (59,4%) and 13 males (40,6%).
Eleven (34,4%) patients were at age range 60-70 years, 9 patients (28,1%) at 50-60
years, 6 patients (18,7%) at age above 70 years, 4 patients (12,5%) at 40-50 years and
2 patients (6,3%) at 30-40 years. Determination of tumor site showed 14 cases (43,7%)
in small intestine, 13 cases (40,6%) in the stomach, 2 cases (6,3%) in large intestine and
3 cases (9,4%) on other sites. Fourteen patients (43,7%) had a tumor size > 10 cm, 13
patients had size between 5 and 10 cm, and 5 patients had tumor size between 2 and 5
cm. The most frequent (75%) histological subtype was spindle cell type, mixed type we
determined in 5 cases and epithelioid type in 3 cases. Immunohistochemical successful
analyses were performed on 27 cases while on 5 cases were no conclusive. CD117(c-
kit) was positive in 12 cases, CD34 in 10 cases, while 11cases were with neurologic
differentiation and 5 cases were leiomyomatous. A total of 16 (50%) patients fall into
high risk, 6 patients into intermediate risk, and 6 patients into low risk group. Two cases
according to the new TNM classification were stage Il and 1 case was stage IB.

Conclusion: According to morphology and immunophenotype GISTs can be
diagnosed accurately and treated efficiently. Tumor site, size and mitotic rate are
powerful criteria for staging and evaluation on biologic behavior. Great heterogeneity
of GISTs has to be taken into consideration when proposing risk
stratification and classification systems in order to have a standardized report.
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HIGH-RISK V-S LOW-RISK CUTANEOUS MELANOMA
Dzokic Gjorgje et al.
University Clinic for Plastic & reconstructive Surgery, Medical faculty, Skopje,
Republic of Macedonia

Clinical observations during surgery at our Clinic in Skopje, have led us to
speculate that an anatomic basis may in fact exist for the poor prognosis associated with
malignant melanoma arising in certain recognized "high-risk" areas. In our study we
have treated and followed up 49 patients with primary malignant cutaneous melanoma
for over 4 years. During the course of treatment, we identified variations in anatomic
characteristics at the tumor sites. Criteria were established for high-risk and low-risk
locations by the neurovascular structure encountered. We speculate that these sites that
have neurovascular windows provide a readily accessible vascular pathway for the
dissemination of malignant cells to deeper viscelar structures and may account for the
poor prognosis associated with primary lesions in these locations.

Thirty two patients were clasiffied as being at high risk for developing metastasis,
whereas 14 patients were classified as being at low risk; 3 patients were in a "special-
risk" category.

To date, 13 of the 32 patients with "high-risk" melanoma have gone on to
develop metastatic disease, which represents 40% of that group, whereas none of the
patients classified as "low-risk" have developed metastasis during the dame period.

MOBILIZATION OF HLA IDENTICAL FAMILIAR HEALTHY STEM CELL
DONOR IN ALLOGNEIC TRANSPLANT SETTING
S. Genadieva-Stavrik , A. Pivkova, Z. Stojanoski , S. Krstevcka-Balkanov,
L. Cevreska, O. Karanfilski, B. Georgievski
University hematology Clinic, Medical Faculty (Skopje, MK)

Background: Allogeneic hematopoetic stem cell transplantation is a
procedure with the highest potential of curing patient with acute myeloid leukemia.
Apart from the eradication of malignant cells by conditioning regimens, the main
therapeutic benefit is ascribed to the immune mediated graft versus leukemia effect.
Mobilized peripheral blood stem cells (PBSC) from healthy donors have become an
increasingly used alternative to bone marrow for allogeneic transplantation.
Granulocyte colony-stimulating factor (G-CSF) —primed peripheral stem cells
harvesting may result in a graft with increased mononuclear cells collected, increased
progenitor cell dose and potential for more rapid engraftment resulting in improved
survival. Filgrastim is not only known to mobilize CD34+ progenitor cells but acts as a
pleiotropic immune modulator. So, systematic donor follow-up in healthy donors is
needed. The aim of our study was to evaluate safety and feasibility of G-CSF primed
hematopoietic peripheral stem cells in familiar HLA-identical donors.

Methods: The follow-up focused on clinical and laboratory testing including
reports of adverse event after the mobilization. Granulocyte colony-stimulating factor
(G-CSF) was administrated in 51 healthy donors to reach sufficient mobilization in the
period 2000-2010. The donors were characterized as follows: 43 years median; female
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60% of the donors. G-CSF was administrated in the dose 10ug/kg of donor weight in
five day and PBSC collections started on the fifth day using COBE Spectra cell
separator. The aim was to collect mononuclear cells 2x10%/kg of recipient weight. Three
donors were mobilized twice (for second transplant). Aphaeresis needed to reach target
number of CD34+ cells were: 1 aphaeresis in 50%, more than two aphaeresis need in
only 1 patient.

Results: The most frequent adverse event that was noted by patients was bone
pain associated with increasing number of white blood cells. Better mobilization and
higher PBSC yield correlated significantly with younger age. Four years after G-CSF —
primed peripheral stem cells harvesting, a young female 48 years old was diagnosed
with acute myeloblastic leukemia. Four years ago when she was 44 years old, she
donated for her HLA identical sister with acute myeloblastic leukemia.

Conclusion: G-CSF is safe and very effective for PBSC mobilization in our
group of healthy donors. This method allows certain collections of sufficient numbers
of progenitors in virtually all healthy donors. We demonstrated that filgrastim
mobilization for peripheral blood stem collection is effective and result with successful
engraftment in all the recipients. Daily injection of 10upg/kg of G-CSF and first
aphaeresis preformed at day 5 seems to be the best strategy to obtain the CD34+ cell
count required for an allogeneic hematopoietic stem cell graft.

MODERN RADIOTHERAPY IN MULTIMODALITY TREATMENT OF
CANCER
T. Hadjieva, MD, PhD, D sc.; Prof., Head, Radiotherapy Dept. UH "Queen Giovanna-
ISUL
President, Guild of Bulgarian Radiotherapists
Medical University, Sofia, Bulgaria

The modern local cancer treatment strategy is an integration of different
treatment modality into a more comprehensive approach to achieve both local tumour
and micrometastatic disease control. Surgical therapy as a sole modality often fails
because of micrometastatic disease already present at the time of surgery and
availability of malignant cells beyond the surgical margins of the resection. Limitations
of radiation therapy /RT/ are connected with different tumour radiosensitivity or
radioresistance and dose restrictions to normal organ and tissue around the tumour.
Radiotherapy alone fails to control large advanced bulky nonoperable lesions. There is
a limited evidence that hyperfractionation, accelerated fractionation, intensive
modulated radiotherapy and other sophisticated high- tech RT, applied as a single
treatment has improved outcome.

Concomitant use of RT and chemotherapy /CH/ in solid tumour enhances
tumour killing effect by several mechanisms: reoxigenation of hypoxic tumour cells;
action on hypoxic tumour fraction and on S- phase /Mitomicin C/; tumour cells arest
in radiosensitive parts of cell cycle - M u G1 phases /5-FU and Taxans /; impeding the
repair process of sublethal radiation damage /Platinum, antimetabolites, antracyclines /
; manipulation of subclinical tumour dissemination and etc. / Fig 1/ The type of
interaction between chemotherapy and radiotherapy within the radiation field could be
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supra-additivity, additivity, or infra-additivity. Concomitant chemoradiation /RT-CH/
is one of the modern milestones in oncology, modeling the transition from removing
the whole sick organ to a treatment that allow saving that organ and its function.

The author presents recent evidence based achievements in CT-RT as organ
sparing modalities on the example of head and neck /H&N/and rectum cancer. All
patients with T1-T2 laryngeal cancer should be treated, at least initially, with intent to
preserve the larynx. Concurrent chemoradiotherapy therapy may be used for larynx
preservation for selected patients with stage III, T2 N+ cancers. Meta-analysis of
chemotherapy in H&N cancer as an update on 93 randomised trials with 17,346 patients
confirmed that only RT-CH offers a considerable reduction of recurrence rate and 6,5%
absolute difference in overall survival /OS/ at 5-th year, compared to other
multimodality combinations. Perioperative treatment in rectal cancer offers
preoperative or postoperative CH-RT in several aspects: reduction of recurrence rate,
sphincter saving treatment and downstaging of border line operable cases. There are
two strategies that have been proven to produce local recurrence reduction in the region
of 5-10% in resectable rectal cancer. These are short course preoperative radiotherapy /
5 times 5 Gy/ followed by TME surgery (Dutch TME and CR07); or preoperative long
course chemoradiotherapy followed by surgery (EORTC 22921; FFCD 9203;
GAO/ARO/AIO-94).

It has been proved by several meta-analyses that preoperative CH-RT can
provide definitive improvement in local recurrences, modest increase in proportion of
patients undergoing curative surgery with a price of increased acute and late rectal
toxicity. The evidence based medicine has not fully supported the expectation that
preoperative radiotherapy in combination with chemotherapy is effective in improving
the likelihood of accomplishing sphincter sparing surgery. If the objective is to increase
the incidence of sphincter preservation, the use of endocavitary boost with / or
brachytherapy shows promise. Nevertheless, the American experience shows a
consistent drop in the abdomino-perineal resections rate with the increasing use of long-
course preoperative radiation, from a high of 40% (1985—-1986) to less than 30% by the
mid-1990s.

Golden Standard in treatment for loco-regionally advanced cervical cancer
/IB2-IVA/ is RT-CH with platinum. Considerable reduction of risk of death was proved
by Cohraine date based systemic review on 4921 patients participated in 24 trails. It
shows an improvement of overall survival and disease free survival with absolute
benefit of 10% and 13% respectively . The effect was greater in trials including a high
proportion of stage I and II patients. Chemoradiation appears to reduce both local and
distant recurrence. In general, acute toxicity is increased, but the long-term side effects
are still not clear.

Author also debates the progress of RT-CH with Temozolamide /TMZ/ in
glioblastoma multiforme - one of the most aggressive human tumour. Three years OS
with classical multimodality approach /radical ??? surgery , adjuvant RT and CH/ is not
more than 5% . Improvement with a factor of 2,5 was reached when radiation si
combined with TMZ , increasing 2-years OS to 31.7 %, compared to postoperative RT
results - 10.4 %. TMZ causes DNA damage by methylation of the O-6 position of
guanine and activates the p53-controlled DNA damage response pathway. The orally
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administered drag also inhibits signaling of radiation-triggered cell migration and
invasiveness and decreases tumor cell repopulation. It acts as radiosensitizer, increasing
rate of DNA single brakes produced by RT to DNA double hits. Tumor with
methylated promoter of DNA-methyltransferase (MGMT), a p53 DNA damage repair
enzyme, is preferentially radiosensitized and the benefit of combined treatment is such
a patient is greater.

Irradiation evokes a plethora of cell responses through several pathways,
including those involved in cell proliferation, cell cycle regulation, apoptosis,
angiogenesis, and inflammation /Fig 1/. The current preclinical and clinical availability
of a number of newer products collectively termed "molecular targeted agents" has led
to their study as new forms of radiosensitization. Comprehensive reviews on that are
already being published. Molecular-targeted therapies are an attractive option combined
with RT-CH because they are more specific for the target and can inhibit radioresistance
pathways. Preclinical studies with the epidermal growth factor receptor /EGFR/
inhibitors cetuximab, gefitinib, and erlotinib show enhanced radiosensitivity leading to
supra-additive efficacy both in vitro and in vivo. Proposed mechanisms for
radiosensitization via EGFR inhibitors include inhibition of cell proliferation,
impairment of DNA damage repair, attenuation of tumor neo-angiogenesis, inhibition
of radiation-induced EGFR nuclear import and promotion of radiation-induced
apoptosis. In particular, the antiproliferative effects of EGFR inhibition most likely
prevent repopulation, a major mechanism implicated in radioresistance.

Angiogenesis is essential for sustained tumour growth. Many new cancer therapies are
directed against modification of the tumor vasculature process of angiogenesis,
mediated by multiple proangiogenic and antiangiogenic factors, with vascular growth
factor receptor /VGFR/ having a central role.

Combination with different anti EGFR and anti VGFR / molecules with RT or CHRT
are under investigation.

HEPATOCELLULAR CANCER IN PATIENTS WITH FOCAL LESIONS IN
THE LIVER
B. Jakovljevi¢!, I. Rakita', C. Jovan? N. Trkulja?, S. Maksimovi¢?
1. Clinic of Oncology Clinical Center Banja Luka,Bosnia &Herzegovina
2. Clinic of General and Abdominal Surgery Clinical Center Banja
Luka,Bosnia &Herzegovina
3. Department of Surgery General Hospital Sveti Vracevi Bijeljina, Bosnia &
Herzegovina

Background: The liver is the most common site of haematogenic metastases
from different primary site of the tumor. Also, primary tumors of the liver represent
one of the most common causes of death of malignant disease worldwide. The annual
incidence of this disease is about 1 million cases. More than 80% patients are from
developing countries. The aim of this study is to assess the frequency of primary
hepatocellular cancer (HCC) in patients with unknown primary site of the tumor, and
ECHO or CT detected focal lesions in the liver.
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Methods: The study included 60 patients, hospitalisated in Clinic of Oncology
Clinical Centre Banja Luka, with ECHO or CT detected focal lesions in the liver with
malignant characteristics (primary tumor or secondary lesions). In all patients we have
searched for the history of disease and performed oncological clinical examination, and
further diagnostic processing.

Results: Cytological or pathohystological confirmation of malignant disease
was found in 51 patients (85%). Fourthin patients (27%) had HCC, 13 M and 1 F,
average age of 63 years (48 — 74 y), (x>= 9,40 p<0,01). HBsAg positive were 33,3% pts,
HBYV antibodies were found in 28,6% pts, and HCV antibodies were obtained in 14%
pts. Four patients (28%) had previously cirrhosis. Data for frequently consummated
alcohol gave 6 pts (43%).

Conclusions: Out of 14 patients confirmed as HBsAg positive, HCC was
verified in 4 (28%). Extrahepatic primary process was found in 26 pts (51%). Colorectal
cancer was found in 70% patients with proved extrahepatic primary site of tumor.

EARLY PROSTATE CANCER AND BENING PROSTATIC HYPERPLASIA
DIAGNOSIS AND THERAPY
D. Vuckova GPD', G. Jovic GPD ?
! Prime Health organization-Hipokrat, Negotino, Macedonia,
2 Specialist in Surgery and Urology. Department of Urology, General City Hospital of
Veles, Macedonia

Background: Prostate is a gland in man that surrounds the neck of the bladder
and the proximal part of the urethra. Prostate produces a fluid that became part of semen.
It is composed of glandular and muscular tissue and contracts during ejaculation of
seminal fluid. The prostatic secretion contains alkaline phosphatase, citric acid, prostate
specific antigen (PSA) and various proteolytic enzymes. The most commonly prostatic
diseases are Benign Prostatic Hyperplasia (BPH) and Prostate Cancer (PC). Efforts have
been made in order to establish the clinical criteria for early diagnosis and therapy of
PC. Several medical therapies are also suggested for the treatment of BPH. The aim of
this study was to evaluate the effect of SARI, a blocker and the combination of therapies
for BPH on the quality of life and to see whether they provide symptom relief and reduce
disease progression and the development of new morbidities. Evaluation of
antiandrogen effects after orchiectomy or prostiectomy in patients with diagnosed PC
was secondary aim of the study.

Methods: Since 2007, early BPH and PC diagnosis have been promoted by
the department of Urology of the General City Hospital of Veles, Macedonia, using both
digital rectal examination (DRE) and PSA diagnostic evaluation of asymptomatic and
symptomatic men. The project was performed by medical examiners, urologists and
medical laboratories. All men (n=2145) were between 40-90 years of age and all of
them were advised and encouraged to undergo DRE and PSA testing. Furthermore,
urologists performed the transrectal ultrasound (TRUS) guided biopsies for 98 men
(n=98), who had a high level PSA (>4 ng/ml). Depending on the tumor level
determined, watchful waiting, orchiectomy with following androgen deprivation
therapy, radical prostatectomy, radiotherapy and chemotherapy were recommended.
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The patients with BPH (n=2050) were treated either with o blocker (Tamlos) or SARI
(Avodart) on the basis of its effects on symptoms and flow rates or with a combined
therapies. On the other hand, antiandrogen (Androcur) was given as a subsequent oral
therapy after the orchiectomy or prostatectomy, for patients with diagnosed PC.

Results: The highest incidence of PC (patients treated with Androcur) was
obtained in 2007. It remained essentially constant until 2010, but it evidently changes
the appearance in the age group. The incidence of BPH is rather high and it was
diagnosed in more than 85% of the asymptomatic and/or symptomatic men above age
of 40. Avodart (SARI) was evaluated as efficient drug with reduction of BPH
progression by reducing the prostate volume, improving the urinary outflow, decreasing
the risk of acute urinary retention as well as the need of invasive surgery treatment. The
best results we observed with combination therapy of Tamlos and Avodart.

Conclusions: This clinical evaluation is suggesting strategy for an early
diagnosis of BPH and PC for all men above age of 40. If orchiectomy or prostatectomy
is required, Androcur can be suggested as subsequent oral therapy. Several medical
therapies can be suggested for the treatment of BPH. Since a-blockers provide only a
symptom relief without reducing the prostate volume, for patient with higher risk of
disease progression, combined therapy of both o-selective blocker and 5ARI is
recommended.

CYTOGENETIC DAMAGE IN MINE WORKERS
Kaeva-Pejkovska, M.!, Dinevska, G.2, Velickova, N.3
Professor on Faculty of medicine, University” Goce Delcev” —Stip, Republic of
Macedonia
2 Professor on Institut of biology, Faculty of Natural Sciences and Mathematics,
University “St. Kiril and Metodij - Skopje, Republic of Macedonia
Lecturer in High medical school, Faculty of medicine, University” Goce
Delcev” —Stip, Republic of Macedonia

1

3

Background: Interaction between chemicals and genetic material results
principally in two types of dezoxyribonucleic acid (DNA) alterations: first, changes in
single genes at the molecular level and, second, chromosomal aberrations derived from
breakage in the near coherence of chromosomes. Too little is known about the
chromosomal effects of metal exposure. The aim of this study was to detect cytogenetic
damage in mine workers working in a lead—zinc mine, which could be associated with
a combined exposure to lead, zinc and cadmium like heavy metals and to determine risk
factors for the frequencies of structural chromosomal aberrations (SCA) in peripheral
blood lymphocytes of mine workers. The present article attempts to summarise current
knowledge of the chromosomal effects caused by heavy metal exposure, pointing out
the existing gaps in this knowledge and discuss future research needs.

Methods: Our study involved 120 mine workers from the lead—zinc mine in
Macedonia, and a control group (30) - local people who had never worked in the mine.
We used peripheral blood lymphocytes as the target material. The total share of
structural chromosome aberration (SCA) are searched out over the 3 years of
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monitoring. Also, we measured the blood level of lead, zinc and cadmium with ISP-
AES.

Results: We found an increased blood lead level in exposed group
(Mean=0,089) and in 20% of the control group (Mean=0,066); increased zinc blood
level in exposed (Mean=1,391) and in control group (Mean=1,074); as well as an
increased cadmium blood level in 62% of the exposed (Mean=0,007) and in 50% of the
control group (Mean=0,006); Chromosomal aberrations (like dicentric and acentric
chromosome) were found to be elevated in 7% of exposed individuals (mine workers)
and in none of the control group. Individuals with chromosomal aberrations have
worked above 20 years in the mine, and there is a positive correlation between the blood
levels of heavy metals (lead, cadmium and zinc) and the chromosomal aberrations. Both
chromosome type aberrations in the exposed group were accompanied with anemia,
leucocitosis and anisocitosis.

Conclusions: We may conclude that the group of exposed persons showing
increased levels of chromosome abnormalities has a higher risk of developing cancer
compared to the group showing no increase in aberrations The earliest concern of the
research work in the field of occupational diseases was intoxication with heavy metals.
Eighty five percent of workers with long exposure were found to be suffering from
various respiratory tract diseases like asthma and respiratory infections. Our research
showed that nearly all workers complained of headache. The results of in vivo and in
vitro studies with the same test system, human lymphocytes, sometimes disagree. This
inconsistency may be due to differences in concentrations at target sites on one hand, or
to the capacity of the body to eliminate heavy metals (lead, zinc and cadmium).

RAPID PROGRESSION OF MYELOMA WITH BULKY EXTRAMEDULARY
TUMOR INVOLVEMENT UNDER TREATMENT WITH THALIDOMIDE IN
A 67-YEARS OLD PATIENT - CASE REPORT AND REVIEW ON THE
CONTROVERSIES IN THE MANAGEMENT OF ELDERLY MYELOMA
PATIENTS
G. Kostova
Clinic for Hematology, Medical Faculty, University ”St. Cyril&Methodious”, Skopje,
Macedonia

Background: A rare case of myeloma with an aggressive clinical course and
unusual manifestation of bulky extramedulary involvement under chemotherapy is
described. Case report. A 67-years old man with recently developed paraparesis due to
compressive fracture of the thoracic vertebraes has been diagnosed to have multiple
myeloma of IgA type in stadium IIA. Radiotherapy and chemotherapy with melphalane
and prednisolone (MP) resulted with improvement of the initial symptoms and complete
clinical and hematological remission at six months disease evaluation. At relapse, one
year later, unfortunately no control of the disease could have been achieved with
thalidomide salvage therapy in a maximally tolerated dose of 200 mg daily: five months
after start of thalidomide the IgA level further raised, hemoglobin decreased, even renal
failure (not dialysis dependent) developed and again paraparesis appeared due to the
compressive fracture this time of the lumbal vertebraes. Paliative radiotherapy and
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chemotherapy with cyclophosphamide, vincristine, melphalane, prednisone (COMP)
were no longer effective. Heavy backache developed further and big extramedulary
tumor located paravertebraly in the cervical and thoracic region was found on CT scan,
but the fine needle biopsy was unsuccessful. The patient performance progressively
worsened making impossible any further treatment. He died soon therafter, at 9 months
after the relapse.

Conclusion: Treatment of elderly myeloma patients is rather challenging:
more than 60% of myeloma patients are aged over 65 and 75 years; different treatment
strategies are now possible with the introduction of novel agents such as the
immunomodulatory drugs and proteasome inhibitors. From the current data it could be
concluded that the choice of treatment of elderly myeloma patients should consider the
patients' biologic age, presence of comorbidities and the toxicity profile of the regimen.
The optimal induction regimen, the feasibility of autologous transplant and the role of
maintenance therapy in the elderly myeloma patients needs further evaluation.

A SMALL ULCER OVERTOOK A HALF OF THE HEAD - A CASE REPORT
Prof. Dr. M. Micunovic, Dr. M. Micunovic, Dr. L. Stojanovska
Hospital "St. Erazmo" - Ohrid, Republic of Macedonia

Introduction: Case report - a patient who was not compliant to take medical
treatment to heal his small wound on his face which was growing slowly and took off a
half of his head.

Methods and results: A 88-year-old man, appeared in 1992 with a small
wound on his right temporal region. He didn't want to see a doctor and he was putting
a bee populist on the wound. Crusts were forming on the wound and the patient thought
that the wound is getting smaller. In 1995 the wound was raising at the size of a bean
seed. The patient started to use black ointment and oil from a centariumflower. In 2006
a small wound appeared at the apex of his nose and was slowly spreading on his face.
He was accepted in the geriatric department and was examinated by a team of
dermatologists and surgeons and they couldn't agree about any further treatment. The
wounds were spreading very fast and in august 2009 they joined to each other and
pressed the right eye in the deep. The patient stopped seeing on his right eye. The
tumorous tissue was continuously bleeding at its surface and compressive bandages
were used. The CT scan reveals a heterodense tumorous lesion on the right side of the
head with necrotic masses and calcifications in them and also completes destruction of
the near bony structures. After application of the IV contrast, there was a pathological
accumulation of the contrast.

On examination, the tumor obstructs the right half of the nose, covers his right
eye and the orbit with spreading on the right frontal and parieto-temporal regions of the
head completely deteriorating the right half of the face. The surface of the tumor was
with irregular edges and cauliflower-like exophytic lesiones that bleed continuously and
also places with calcifications into them. Over the right orbit, the tumor is in size of a
two male fists.

On pathological examination, the tumor was classified as baso-cellular
carcinoma.The tumorous tissue compromised a half of the head with a destruction of
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the soft tissues and also the bony part of the skull with direct pressure onto the brain.
The patient was still conscious and oriented in space, time and personality.

Conclusion: The patient was self-sacrificing since he was not willing to take
a medical treatment at the time when the treatment was beneficial. If he had accepted
the medical treatment at the very beginning, when the lesion was small, he would not
developed this irreversible condition with a decreased quality of life and a poor
prognosis.

LARGE LOWER EYELID CARCINOMAS -A CHALLANGE FOR
TREATMENT
Mostrov 1., Gj. Gjorge, M. Peneva, L. Noveski, B. Djonov, I. Roso
Clinic for Plastic and Reconstructive Surgery - Skopje, Macedonia

Aim: To describe our treatment solutions after excision of malignancies in a
series of patients with large lower eyelid carcinomas

Methods: This series included patients with BCC of the lower eyelid larger
than 15mm in diameter respectively with postexcisional defects larger than 20mm in
diameter. Most of the operations were performed under general anaesthesia. There
was involvement of the medial canthus in 2/3 of the cases.

All postoperative defects were primarily closed using local skin flaps,
combinations of local skin flaps and skin grafts and combination of two local skin
flaps. We used buccal mucosa in order to solve the lack of conjunctiva, and for
backing up flaps we used chondromucosal graft ear cartilage.

Results: The results of repair were satisfactory with respect to colour match,
texture and functional properties. Considering that we are talking about large
reconstructive procedures, we had complications in 20% of the cases including
Lagophthalmos, epiphora, malposition of the eye and trichiasis. Patient follow up was
5 years.

Conclusion: Eyelid reconstruction encompasses a wide range of
reconstructive options. While set algorithms have been proposed regarding eyelid
reconstruction, the method of choice will ultimately depend on a combination of factors,
including availability of tissues and a surgeon’s experience with the available modes of
reconstruction.

CHEEK PEDICLE TRANSPOSITIONAL FLAP IN RECONSTRUCTION OF
EYELID POSTEXCISIONAL DEFECTS
Mostrov 1., Gj. Gjorge, L. Noveski, B. Djonov, M. Peneva, I. Roso
Clinic for Plastic an Reconstructive Surgery-Skopje, Macedonia

Aim: To describe a series of patients who have undergone lower eyelid
reconstruction with cheek pedicle transpositional flaps.

Methods: A non-comparative retrospective case series of 20 patients with
lower eyelid defect after excision of basal cell carcinomas of the lower eyelid who
underwent reconstruction using a ckeek pedicle transpositional flap. The outcome
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measures were closure of the defect, the cosmetic result, complications, and re-
operations.

Results: Primary closure of the defect was achieved in all cases. The cosmetic
result was highly satisfactory in all cases. There were no major complications or re-
operations. Only two cases had minor webbing of the lateral part of the upper eyelid.

Conclusion. The cheek pedicle transpositional flap can be modified depending
on the nature of the periorbital skin, localization, extent and depth of the defect. It is an
efective, fast and simple technique used for reconstruction of the extramarginal and the
marginal defects of the lower eyelid.

DETECTION OF THE JAK2V617F MUTATION IN THE EVALUATION OF
THE BCR-ABL NEGATIVE CHRONIC MYELOPROLIFERATIVE
DISORDERS (MPD): LONG TERM FOLLOW-UP STUDY
L. Panovska-Stavridis, MD,PHD !, L. Cevreska, Prof. d-r !, A. Stojanovik, Prof, d-r !,
S. Trajkova, MD,Mrs.sci !,

D. Dukovski, MD !, N. Matevska, Pharm.?, A. Dimovski, Porf.d-r 2
!Clinic of Hematology, Faculty of Medicine, °Center of Biomolecular Sciencies,
Faculty of Pharmacy,

University “Ss. Cyril and Methodius”, Republic of Macedonia

Background: Recently, the activating V617F mutation in JAK2 has been

identified as a marker of myeloproliferation, useful for proving clonality and securing
diagnosis in a considerable proportion of patients with myloproliferative disorders
(MPD). The prognostic significance of the mutation is still unknown and the results
from the clinical correlations are inconclusive and require solid conformation.
The purpose of our study is to evaluate the incidence of the JAK2V617F mutation in
the patients with MPD that had been followed for a median of 12,4 years at our
institution and to investigate whether MPD patients that carry JAK2V617F mutation
differ in clinical course and outcome with respect to MPD patients negative for
JAK2V617F mutation.

Methods: The study group consisted of 74 living MPDs patients diagnosed at
our Institution over the study period longer than 10 years. According to standard WHO
criteria for diagnosis of MPD 29 patients were diagnosed as polycythemia rubra vera
(PRV), 31 as thrombocythemia essentialis (ET), 6 as myelofibrosis primaria (MP) and
8 were classified as other myeloproliferative disorders (OMPD)

Results: We detected the V617F JAK2 mutation by the PCR-direct sequencing

using DNA extracted from unfractionated blood samples in 87% of patients with PRV,
in 43% with ET, 66% with myelofibrosis primaria (MP) and in 21% with OMPD.
The semi-quantification of the expression level of JAK2-V617F mRNA showed more
than 50% higher level of JAK2-V617F mRNA compared with the wild type JAK2
mRNA in 80% of the PRV patients, 75% with MP and 12% with ET suggesting the
presence of homozygosity for the JAK2-V617F allele.

Correlations between the two JAK2-V617F different MPDs groups were made
using standard statistical tests. The two groups were comparable regarding the sex, age,
intial hemoglobin, leukocyte and platelets level and overall survival. The JAK2-V617F
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positive group has higher incidence of thrombotic complication (30%) compared with
14% in the other group.

We found the homozygosity for the JAK2-V617F allele in a substantial
proportion of MPD cases. This observation was associated with long disease duration,
data that support the hypothesis that homozygous mutations confer a longer survival
time.

Conclusion: Our results confirmed the diagnostic significance of JAK2V617F
mutation in MPDs but did not reveal any new information regarding the clinical
characteristic and outcome of patients with MPD that carry this mutation.

LUNG CANCER AND SMOKING HABIT - CASE CONTROL STUDY
I. Pavlovska, Ph.D.!, B. Zafirova-Ivanovska, Ph.D.!, M. Zdravkovska, Ph.D.!
Institute of Epidemiology and Biostatics with Medical Informatics’, Faculty of
Medicine,

Skopje, Republic of Macedonia

Background: Lung cancer (LC) is the leading cause of cancer death in men
and the second leading cause of cancer death in women. Smoking is the major cause of
LC, accounting for about 80% of LC cases in men and 50% in women worldwide. The
aim of the investigation is to determine the existence of an eventual causal association
among the cigarette smoking and development and distribution of the lung cancer.

Methods: Our research was conducted as a case-control study. It includes 101
patients with lung cancer (investigated group-IG) and the same number of subjects
without malignant disease (control group-CG). Both group members were interviewed
within the period May 2008-May 2009. Risk analyses were done using unconditional
logistic regression, which provides results in the form of crude odds ratio. The odds
ratios and their 95% confidence intervals (CI) were computed.

Results: The habit of cigarette smoking was especially spread out among men
diseased from lung cancer (68,8%), while in CG this percent were 40,3%. In IG, among
the females, current smokers and nonsmokers were equally represented. Smokers and
ex-smokers have 4,05 (95%CI 1,78<OR<9,19) times significantly higher risk to become
ill compared to the non-smokers. The risk for becoming ill increases significantly in
smokers who smoke >20 cigarettes per day (c/d) (p<0.01) and is 9,33 (95%CI
3,56<OR<24,48) compared to nonsmokers. The risk for developing lung cancer is 4,55
(95%CI 1,86<OR<11,12) times greater in persons smoking >15 years (y) >20 c/d,
compared to those who smoke <15 y <20 c/d.

Conclusion: Our study supports the statement that cigarette smoking is by far
the most important risk factor for lung cancer. Concerted control of smoking appears to
be an urgent priority in lung cancer prevention, including efforts to prevent adolescents
from start smoking.
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BENIGN PROSTATIC HYPERPLASIA-IMPORTANCE OF THE
ULTRASOUND DIAGNOSTICS IN PRIMARY HEALTH CARE
' N. Perisi¢, physician; 2 S. Andelkovi¢, physician; > Z. Stankovié, physician
The Health Care Center — Medvedja; Setaliste no.5, 16240 Medvedja.

Background: Every fifth 40-year-old and any other 70-year-old man has
symptoms of enlarged prostate. More than 90% of men over 80 years have histological
evidence of benign prostatic hyperplasia. Worldwide, more than 25 million older men
have BPH 1II and III stages. The aim of our work is to emphasize the importance of
ultrasound diagnostics in primary health care and the frequency of benign prostatic
hyperplasia by age structure and representation of complications.

Methods: Data were obtained by analyzing the protocol ultrasound cabinet for
a period 01.01.2009-31.12.2009 and results are shown in tables and graphs.

Results: In the reporting period, we reviewed 202 patients with symptoms of
the urinary tract (aged 25-85 years). Out of that number, 82 men had an enlarged
prostate. The average age of patients was 63 years. Thirty five percent of patients had
more than 70 years, and complications were presented in 21 patient (25.6%).

Conclusion: Up to the age of 40 years, benign prostatic hyperplasia is a rare
disease, and the increase of 9.7% at the age between 41-50 years of life is statistically
significant. With the age, the percentage increases and reaches its maximum after 70
years of life.The primary health care should pay attention to this disease because of
possible complications and disruption of quality of life of the individual and the
environment.

THE BURDEN OF CANCER AND CHALLENGES OF CANCER CONTROL
IN CENTRAL AND SOUTH-EASTERN EUROPE
Assist. Prof. M. Primic-Zakelj, M.D., D.Sc.
Institute of Oncology Ljubljana, Epidemiology and Cancer Registry, Slovenia

Background: Europe comprises only one eight of the total world population,
but has around one quarter of the global cancer cases, about 3.2 million per year. Overall
cancer incidence and mortality rates vary at least two-fold between European countries
and the differences are often far greater for specific cancers. With some exceptions, the
observed variation in incidence and mortality rates largely reflect varying prevalence
and distribution of risk factors within and between European countries, as well as
disparities in the delivery of cancer control measures. In most of these countries, the
combined demographic effect of population ageing and population growth will result in
a steady and continuing increase in the number of cancer patients, diagnosed each year
over next 20 years, largely irrespective of changes in the incidence rates of the common
cancers. Total cancer mortality remains a big problem within Europe; one in four deaths
is attributed to cancer and about 1.3 million of deaths occurred in 2008. Despite better
survival from some cancers, marked inequalities remain between European countries.
This human burden must be borne by millions of European families, but also economies
and health systems of the countries in which they live. But the implications for health
systems go far beyond the financial. More than any other disease, cancer causes deep
fears and anxiety in most people; many are unaware of what can be done to reduce the
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risk of developing cancer and of successful treatment. An integrated strategy for cancer
control is thus needed at all levels of the society, taking into account primary and
secondary prevention, integrated care (treatment, rehabilitation and palliative care) and
advances in research.

Data sources and methods: This presentation examines the geographic
variations in cancer burden in 2008 and reviews the published evidence to explain the
differences. Cancer incidence and mortality estimates for 2008 are from the
GLOBOCAN database. In this database, countries or territories follow the geographical
definition of the United Nations (World Population Prospects, the 2008 revision).
According to this definition, Europe is divided in 4 regions: northern, western, central
and eastern, and southern. For this review, a special emphasis will be on countries,
belonging to central and eastern Europe (Belarus, Bulgaria, Czech Republic, Hungary,
Republic of Moldova, Poland, Romania, Russian Federation, Slovakia, Ukraine), and
southern Europe (Albania, Bosnia Herzegovina, Croatia, Cyprus, Greece, Italy, FYR
Macedonia Slovenia, Montenegro, Malta, Portugal, Serbia, Slovenia and Spain). Basic
incidence and mortality measures are used to present the cancer burden: absolute
numbers, crude and age-standardised rates (per 100,000 population).

Results: In 2008, there were an estimated 3,213,522 incident cases of all forms
of cancer (except non-melanoma skin cancer) diagnosed in Europe, 985,156 in central
and eastern Europe and 713,858 in southern Europe. Of 1,721,828 cancer deaths,
634,819 were in central and eastern Europe and 380,536 in southern Europe. After
adjusting for different age structure, the overall estimated incidence rates in males and
females were higher in northern and western Europe than among central-eastern
countries, while mortality was higher in males in central-eastern European countries.
High all cancer mortality rates for a number of central and eastern European countries
despite lower incidence reflect the distribution of most frequent cancers and poor
survival of these patients. While several published analyses of trends in cancer mortality
in Europe over the past 30 years show, that in the majority of countries of the former
EU-15, the age standardised mortality from most common cancer sites has fallen since
late 1980s, in the majority of central and eastern European countries, the situation is
less favourable. The most frequent cancer site in 2008 (except non-melanoma skin
cancer) in males in north-western countries was prostate, followed by lung, colorectum
and bladder, while in central-eastern Europe lung represented nearly a quarter of all
cancer sites, followed by colorectum, prostate, stomach, and bladder. Among causes of
death, lung cancer was the most important in all European regions. In females in
northern and western countries breast cancer accounted for more than 30% of all new
cancer cases (except non-melanoma skin cancer), followed by colorectal and lung,
while in central and eastern part of Europe, breast and colorectal cancer are followed by
uterine corpus and cervix cancer. While the proportion of deaths from breast and
colorectal cancer are similar in both regions, cervical cancer accounts for 6% of all
cancer deaths in females in central and eastern Europe.

Lung cancer is still the biggest public health problem in Europe, especially in
its central and eastern part, where it accounts for nearly one third of all cancer deaths in
males. As the most important risk factor for lung cancer is tobacco smoking, trends in
lung cancer incidence and mortality reflect the stage of the smoking epidemics in
different countries. While in some western European countries the mortality from lung
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cancer, especially among younger men (age 30-64) started to decline, due to the
modification in the smoking habit from generation to generation, there is an increasing
trend in females. Decrease in mortality in males has been noted in some central and
eastern European countries in the 1990s, such as Slovenia, in Hungary and Poland there
was at least no further increase observed till the end of the nineties, while in Romania,
Bulgaria and FYR Macedonia, mortality from lung cancer in males is still increasing.
Unfortunately, there is still an increasing trend in mortality persisting among females in
the whole Europe.

While lung is the most frequent cancer site in central, eastern and southern
Europe, prostate leads in western and northern Europe. Apart from age and ethnic
origin, a positive family history is probably the strongest known risk factor. The
recorded incidence of prostate cancer has substantially increased in the past two
decades, probably because of the uncontrolled introduction of screening with prostate-
specific antigen, the use of improved biopsy techniques for diagnosis, and increased
public awareness. Mortality changes are not of the same magnitude as the changes in
incidence, and in some countries mortality has been stable or even decreased. The
disparity between reported incidence and mortality rates leads to the probable
conclusion that only a small proportion of diagnosed low-risk prostate cancers will
progress to life-threatening disease during the lifetime of the patient.

Despite decreasing time trend in stomach cancer incidence, it is still the fifth
most common cancer type in Europe, while its proportion is still highest in central and
eastern Europe. The most important stomach cancer risk factors are: Helicobacter pylori
infection, some dietary habits and smoking. In contrast to distal stomach cancers, those
originated in stomach cardia are not caused by Helicobacter pylori infection.
Diminishing the differences in socioeconomic status would decrease stomach cancer
burden globally as well as locally.

While primary prevention by non-smoking or smoking cessation is the best
measure to decrease the incidence of and mortality from lung cancer in both sexes,
secondary prevention by screening is aimed to reduce mortality from colorectal, breast
and cervical cancer.

Excess calorie intake and insufficient levels of physical activity leading to
obesity clearly increase the risk of colorectal cancer and its constant rises in incidence
have been observed within populations undergoing economic development. The
incidence is high in many of western, but also central and eastern countries, e.g. Czech
Republic, Hungary and Slovakia. While mortality trends tend to decrease in some of the
north-western countries from 1990s onwards, they were still in the upward direction in
many central and eastern European countries. Besides different lifestyles, these
differences may be due also to earlier diagnosis, new treatment modalities and hence
better survival in some western, but not to such extent in eastern countries. As screening
for colorectal cancer has been shown to be effective, there is a need for organized
programs throughout Europe.

Breast cancer was the leading cause of death from cancer in women in Europe.
Genetic factors, including the major susceptibility genes (BRCA1, BRCA2), may
account for up to 10% of breast cancer cases in developed countries, but their prevalence
in the population is too low to explain much of the international variation in risk. The
majority must therefore be a consequence of other risk factors. Besides age and sex, the
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established breast cancer risk factors include previous breast cancer in one breast,
family history of breast cancer, fibrocystic disease and ionizing radiation (the reported
range of relative risk estimates of breast cancer 2.1 to more than 4). For others, the
reported range of relative risk estimates is low, ranging from 1.1-2.0. These include
hormonal and reproductive factors, such as early age at menarche, late age at
menopause, late age at first birth, late age at any birth, nulliparity, current use of oral
contraceptives and hormone replacement therapy. All these risk determinants are
difficult to change, while life style related factors, such as body mass index, physical
activity, diet and alcohol consumption should be the goal of primary prevention. Trends
in the incidence of and mortality from breast cancer result from a variety of influences
including screening programs (such as introduced in several European countries in the
late 1980s), stage of disease at diagnosis and quality of treatment. A recent analysis of
breast cancer mortality trends between 30 European countries in the period 1989-2006
has shown a reduction in breast cancer mortality of 19%, ranging from 45% reduction
in Iceland to a 17% increase in Romania. The increasing mortality in some central
European countries is correlated to low, usually non-organized screening activities, low
numbers of mammography machines and their low quality, slow uptake of anticancer
drugs, health expenditures below the European average and system inefficiency.

Mortality from cervical cancer is in Europe much lower than in developing
world, where 80% of all deaths occur. There are great differences in its incidence and
mortality between central and eastern European countries and other European countries,
mostly due to different availability of organized screening programs. They reflect the
fact that opportunistic screening, as currently present in the majority of these countries,
is not effective. Sexually transmitted infection with some human papillomavirus (HPV)
strains is fundamental to development of cervical cancer and HPV vaccine already
available on the market is hoped to reduce incidence in the years to come, but screening
programs will have to remain, as the vaccine does not protect against all HPV strains.

In Slovenia, organised, population-based, nationwide cervical cancer
screening programme (NP ZORA) was implemented in 2003 with a three-year
screening interval and call/recall system that insures the complete coverage of the target
population (women aged 20-64). Before that time, opportunistic cervical cancer
screening took place since 1960s'. It took several years to develop this programme, as
the pilot started already in 1998, but the current results are encouraging. Coverage of
the target population by smear tests in the last three-year screening interval (2007-2009)
was 72.2 % and in the last five-year interval (2005 — 2009) the coverage was 82.6 %. In
the first five years after the implementation of the screening programme, the cervical
cancer incidence rate has decreased by about 40%. Crude incidence rate was 20.6 in
2003 and 12.6 per 100,000 in 2008, age-adjusted incidence rate (world population) were
12.8 and 8.8 per 100,000 accordingly. Stratification of cancer by stage shows important
down-staging after the implementation of the screening programme in women who
regularly attended the screening programme. The mortality rate has been decreasing
since the mid-1990’s, but it is still early to determine whether the introduction of ZORA
in 2003 accelerated the existing downward trend.

Conclusions: Across Europe there are regional differences in cancer burden
and time trends. They can be partially explained by differences in cancer risk factors,
lifestyle-related and environmental, including tobacco, alcohol, dietary habits and
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pollution. The results from the EUROCARE studies revealed great variations in cancer
survival among European countries that are mostly due to differences in screening,
timing of diagnosis and in quality of treatment. Many differences have their roots in
social and economic inequalities as a consequence of political systems that existed
among various geopolitical regions in Europe. It is hoped that the application of current
knowledge on cancer prevention, early diagnosis and integrated care, will result in
effective and efficient national cancer control programs, reducing the current disparities
in cancer burden in many countries of central, eastern and southern of Europe.

A CASE OF ACTINIC RETICULOID ASSOCIATED WITH LUNG CANCER.
S. Shtilionova!, P.Drumeva!, M. Balabanova?, I. Krasnaliev?
Department of dermatology and venereology — Medical University — Varna
Department of pathology - Medical University — Varna
Department of dermatology and venereology — Medical University — Sofia

Actinic retikuloid is a chronic cutaneous disease, connected with expressed
photo sensibility to UVA, UVB as well as visible light. It could be associated with
cutaneous lymphoms and with other neoplastic disorders.

We present a case of actinic reticuloid in a 65 years old man, who had a lung
cancer.

The association between these two diseases, lead to exacerbation of actinic
reticuloid.

LOCALIZED FORM OF LYMPHOMATOID PAPULOSIS, EVALUATING IN
T-CELL LYMPHOM.

S. Shtilionova', P.Drumeva', M. Balabanova?, I. Krasnaliev?
Department of dermatology and venereology — Medical University — Varna,
Department of pathology - Medical University — Varna
Department of dermatology and venereology — Medical University — Sofia

Lymphomatoid papulosis is presented by spontaneously regressing cutaneous
infiltrates, that microscopically resemble a lymphomas and may evolve into Hodgkin
or non- Hodgkin malignant lymphoma.

We present a case of Lymphomatoid papulosis in a 64 years old male, who
complains from reddish non painful papules, localized symmetrically on the back and
lateral zone of the legs.

The patient was treated for 10 weeks with low dose of methotrexat (15 mg per
week) with good clinical result.

One year after treatment interruption the same patient had a similar clinical
changes and hystochemical signs for development of T-cell lymphoma.
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LUNG CANCER IN PATIENTS DIAGNOSED AND TREATED IN THE
HOSPITAL ,,JASENOVO,, - VELES: OUR 2,5 YEARS EXPERIENCE
J. Spasevski !, G. Buzalkov, M. Petkovski, Z. Matev, G. Bojadzieva
! Bolnica ,,Jasenovo”, Veles

Background: The aim of our study was to evaluate Lung Cancer (LC) in
patients of our Hospital and to compare these results with the European reports.

Methods: In a 2,5 years retrospective study 119 patients were
bronchoscopically examined for diagnosis of LC. We followed up parameters of age,
sex, smoking habit, type of cancer, localization, and a possibillity for operation.

Results: Out of 119 patients 18 (14%) were diagnosed with Lung Cancer.
Older than 60 years were 61%, and in between 40-60 years were 39% of the patients
(men 17 (94%) and only 1 woman (6%)). Excessive smokers with more than 1 box per
day were 78%. From those malignancy was confirmed in 95%, and only 1 was
histologically benign type - 5% (neurofibroma). According to the type differentiation
plano cellular was found in 66%, followed by adenocarcinomas with 16%. According
to the localization 89% were positioned in the main and segment bronchus. At the time
of established diagnose 89% were inoperable.

Conclusion: Any comparison with the quality European studies shows similar
results concerning the frequency. However, we do have extremely high (89%)
inoperable cases at the moment of diagnosis. This may suggest either too late referral
of our patients to the doctor or very long incorrect treatment mixed with other clinical
conditions (exacerbation of COPD, asthma, pneumonia ...) before the correct diagnosis
was performed, or both alternatives.

DEVELOPMENT OF HOSPICE PALLIATIVE CARE IN THE REPUBLIC OF
MACEDONIA
M. Adzic, Dr., L. Veselinovska, Dr., L. Jordanovski, Dr., B. Pavlovski, Dr.
Gerontology Institute — Hospice Sue Ryder-Skopje

Background: Republic of Macedonia is country in southeastern Europe with
total population of 2 032 544 inhabitants. The life expectancy of the population is 71,15
years for male and 75,76 years for females. The number of patients older than 65
comprise 37,94% from the total morbidity. Five most common causes of death in
Macedonia are (CDR on 100000 population): diseases of the circulatory system (599,4),
malignant neoplasm (165,7), symptoms and undefined conditions (73,2), respiratory
diseases (39,8), injuries and poisoning (37,9). Number of newly registered cases of
cancer is around 6000 cases per year. Number of deaths from malignant diseases in
Macedonia in year 2004 was 3194, from which 1908 were male and 1286 female.
According to the place of death most of the people died at home (68%) and 32% died
in health organizations. Because of these facts, the health system assumes liability for
the care of the population, in order to reduce the sufferings and provide a longer, higher
quality life.

Methods: Situation analysis and clinical researches for the palliative care in
Macedonia in the past 11years.
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Results: In 1998 the first plan for the development of palliative care was
created; in the period 1998-2000 two specialized institutions for palliative care were
built; in 2002 the Association for palliative care was formed; in 2003 palliative care was
integrated into the Health Care System and national standards were defined; in 2004 the
domiciliary palliative care program was developed; in continuity the health care
services are financed by the Health Insurance Fund and opoids are free of charge.
Type of services offered in Macedonia:

Hospice Sue Ryder in Skopje for terminally ill cancer patients with capacity
of 75 beds and provides care for 380 patients per year. The average time of treatment is
35 days. From the total number of patients 80% are with malignant diseases and 20%
with chronic diseases. From the total number of hospice patients around 60 % died in
the hospice and around 40% at home.

Hospice Sue Ryder in Bitola specialized institution for palliative care with
capacity of 72 beds and provides care for 270 patients per year. The average time of
treatment is 28 days. From the total number of patients 70% are with chronic progressive
diseases and 30% with malignant diseases. From the total number of hospice patients
50% died at home and 50% in the hospice.

Domiciliary palliative care treats 100 patients per year with average time of
treatment of 25 days. From the total mortality of the patients the malignant diseases
participate with 64 % and chronic progressive diseases with 36%.

Conclusions: Next steps for the improvement of the palliative care in the R.
of Macedonia: Dispersion of the domiciliary palliative care and creation of day-care
hospitals for palliative care; strengthening of specialized units and services for palliative
care; improvement of the standards for palliative care according to the Evidence Based
Medicine; Introduction of palliative care in the educational programs of the Medical
Faculty; and creation of a national council for hospice and specialist palliative care
services.

USE OF STRONG OPOIDE ANALGETICS AT CANCER PATIENTS IN
PALLIATIVE CARE IN THE REPUBLIC OF MACEDONIA
L. Veterova-Miljkovik, Dr., J. Jakimovska, Dr.
Gerontology Institute — Hospice Sue Ryder - Skopje

Background: There are indicators in the Republic of Macedonia, which show
that a great number of patients are still dying whit strong pain, without the use of strong
opoid analgesics, such as morphine. This is due to the fact that there is still great number
of doctors who are afraid use of morphine might make them morphine dependants from
one side. From another side, there is also fear from the side effects of the strong opoid
analgesics, which cause the cases where doctors prescribe non-appropriate, very low
doses that causes unnecessary patient’s suffering. There are not enough preparations for
oral use at our market together without appropriate legislation for its use.

Objectives: Patients in the terminal stage of the malignant diseases, who are
on palliative care in Sue Ryder Hospice in Skopje-capital of the Republic of Macedonia
have been examined in the last five years. The Hospice was opened in 1998 and has
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capacity of 75 beds which are intended for people with malignant diseases in their
terminal stages.

Methods: There were total 748 patients with malignant diseases in terminal
stage in Sue Ryder who were placed between the periods of 2002-2006. Most of them
had breast cancer 250 (33,4%), lung cancer 156 (20,8%), colon cancer 88 (11,7%),
digestive tract cancer 78(10,4%), brain cancer 55 (7,3%), prostatic cancer 49 (6,5%),
maligned melanoma 11(1,4%) and other 61(8,1%). Before being placed in our
institution most of the patients were treated with analgesics therapy/NSAIL, Tramadol,
Codeine or tablets of Morphine Sulphate a 10 mg-short influence preparation of
morphine, which is present on our market as the single oral preparation. During their
stay in our Hospice they have been treated with strong opoid analgesics. 394 patients
were given parenteral morphine Hydrochloride as sub coetaneous application, while
others were treated with pills or ampoules Pentazocin, solution (drops) Methadone and
Fentanyl (Durogesic) transdermal applications. Adjuvant preparations were used for the
most of the patients(lactuloza as axant, antiemetic-Metoclopramid and Haloperidol)

Results: Sufficient analgesia was achieved at most of the patients. At 236
patients, as a result of the presence of neuropathic pain, sufficient analgesia was
achieved with the addition of carbamazepin or amitryptillin. Expressed side effects were
shown at small number of patients. In our country there is only short action form of oral
preparation of morphine and still there are no preparations with long action and depo
doses. As a result of this, the patients are forced to use paranteral form at early stage,
which has an effect of their quality of life.

Conclusions: In the absence of proper legislative regulation for the use of
strong opiod analgesics in home conditions, as well as non-existence of the possibility
for the prescription by the family doctor in our country, there is a strong need for patients
stationary treatment in hospice, which significantly increases the financial costs.

“IS THERE LIGHT IN THE FATALITY TUNNEL AFTER BRAIN
METASTASES”

Krassimir Oreshkov 1, Galia Kirova 2, Atanas Radinoff 1.
1 Department of Haematology and Oncology, Tokuda Hospital Sofia, Bulgaria
2 Department of Radiology, Tokuda Hospital Sofia, Bulgaria

Brain metastases are frequent (up to 40%) in the evolution of cancer patients.
Classically, the occurrence of multiple brain metastases dramatically worsens the
survival prognosis and results in shortened lifespan.

Here in this report we focus attention on a patient with desperate clinical onset
of very symptomatic brain metastases of triple negative breast cancer disease. However,
the patient was not subjected to systematic treatment previously. After a sequential
radio/chemotherapy/RT/CT/ setting with 30 Gy WBRT and CT by an adapted CMF +
BCNU protocol, the patient responded positively by achieving a long clinical stability
with good quality of everyday functioning. The image analyses performed by serial CT
scans showed partial response, confirming the observed clinical improvement of the
patient.
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Therefore an initial careful assessment of the clinical condition of patients
presenting with aggressive brain metastasis disease is required for the best treatment
outcome. Our mission is to strive even for patients in the most hopeless condition of
their disease to achieve a satisfactory longevity.

AGGRESSIVE SURGICAL APPROACH TO BENIGN AND MALIGNANT
LIVER TUMORS - IS IT CONSIDERED TO BE THE APPROPRIATE ONE
Dr. K. Draganov, MD, PhD, Assoc.Prof. of Surgery; Dr. V. Marinov, MD;
Dr. B. Borisov, MD; Dr. A. Petreska MD; Dr. R. Gaydarski, MD, DSc., Prof. of Surgery
First Surgical Clinic, Tokuda Hospital Sofia, Bulgaria

Background: Benign liver tumors (BLT) consist of a broad spectrum of
regenerative or true neoplastic processes. The most appropriate approach in theses cases
is still disputable. Malignant liver tumors (MLT) are mainly secondary and less often
primary. In patients with colorectal metastases surgical removal of a solitary of multiple
metastases is the “gold standard”. The other types of metastases and cholangiocellular
cancer even being “radically removed” are connected with poor prognosis since the
recurrence rate is very high. That’s why different cases of BLT and MLT need an
individual approach based on many characteristics.

Aim: Study on the clinical and diagnostic aspects of the cases of BLT and
MLT that were operated at the authors’ institution as well as analysis of the early and
late postoperative results.

Material and methods: A total of 213 surgical procedures on the liver and
portal venous system were performed at the First Surgical Clinic, Tokuda Hospital Sofia
from 1%, Jan, 2007 till 31%', May, 2010. Liver tumors were the indication for surgery in
164 cases (76.99%). BLT were detected in 12 cases (7.31%) and 5 of them were
“incidentalomas” while the other 7 were symptomatic. The ratio of secondary/primary
MLT in our series was 7.44/1 (134 cases of metastatic liver disease and 18 hepato- and
cholangiocellular carcinomas). All the 12 patients with BLT and 91 patients with
malignancies (51.92%) received a radical procedure. Palliations, i.e. just tumor biopsies
or citoreductive resections were done in the following cases: (a) palliative gastrectomy,
colectomy or a by-pass operation in metastatic gastric or colorectal or pancreatic cancer
where the indication for surgery was the primary tumor; (b) neuroendocrine tumors of
the pancreas and GIST; (c) multiple small (less than 2mm) hepatic lesions were
accidentally found at exploration. General statistical, clinical, laboratory and
instrumental data as well as many surgical details and characteristic were analyzed
retrospectively.

Results: Mortality rate was 1.82% (2 cases of acute liver failure and 1 case of
hepato-renal syndrome). Morbidity rate included totally 12 specific early complications
(7.32%). Massive bleeding necessitated re-operation in 3 patients, while bile leakage
from the resection surface needed just 1 celiotomy out of 6 cases. The rest 5 ones
received endoscopic papillotomy. The pathological specimen and staging contributed
to precise the adjuvant therapy in cases where necessary. The 3-, 2- and 1-year follow-
up included 23 (14.02%), 59 (35.97%) and 113 (68.90%) patients respectively. Thirty
one patients (18.90%) received operation in the recent one year and 20 patients
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(12.19%) were lost for follow-up. Survival rates varied a lot and depended on the
essence of the disease and the type of the procedure.

Conclusions: Liver tumors are presented by a great variety of pathological
identities and they require an individual approach. However surgical removal of the
tumor when possible remains the “gold standard” in almost all the cases.

RISK FACTORS FOR MORBIDITY AND MORTALITY RATES
IN PANCREATIC ONCOLOGICAL SURGERY
Dr. K. Draganov, MD, PhD, Assoc.Prof. of Surgery; Dr. V. Marinov, MD;
Dr. B. Borisov, MD; Dr. A. Petreska MD; Dr. R. Gaydarski, MD, DSc., Prof. of Surgery
First Surgical Clinic, Tokuda Hospital Sofia, Bulgaria

Background: Pancreatic resectional surgery is still one of the most
challenging fields in oncology. The “benefit to risk” balance doesn’t always advocate
an aggressive approach. Many factors contribute to this statement, namely: (a) advanced
stage disease at the time of establishing the diagnosis which limits the percentage of
radical surgery; (b) high rate of postoperative complications, some of them indicating
re-operation and prolonged hospital stay; (c) poor long-term prognosis due to low
survival rates.

Aim: To study some certain characteristics of cases of pancreatic resections
and to analyze the role of possible risk factors which might be responsible for specific
early postoperative morbidity.

Material and methods: A total of 159 consecutive pancreatic operations were
performed at the authors’ institution from Jan., 2007 till Aug., 2010. Benign and
malignant tumors indicated surgery in 122 cases. Whipple’s or modified procedures and
left hemipancreatectomies were received by 32 and 23 patients respectively. The rest
67 of them received palliations. Recently we introduced in our practice a modified
Whipple’s duodenopancreatectomy with a triple derivation of pancreatic, biliary and
gastric passage in order to avoid serous consequences of an eventual pancreatic leakage
which is the most common specific complication. Data about (1) histopathology and
stage of cancer; (2) type of procedure; (3) skin-to-skin operative time and (4) quantity
of operative blood loss were collected. Patients were divided in 2 groups according to
each of these criteria and the early postoperative results in different groups were
compared. Statistical analysis was done and values of p<0.05 were considered
significant.

Results: There were no fatal outcomes (mortality rate was 0%) while the early
postoperative morbidity rate was relatively high - 40.16% (28 specific and 21 non-
specific complications). Acute pancreatitis and pancreatic leakage were seen in 7 cases
(12.73%). Two patients were re-operated. The median postoperative hospital stay was
10.2 days for radical procedures and 8.6 days for the palliative ones.

Conclusions: 1/ There was no significant difference concerning the early
postoperative morbidity rate between patients with radical and palliative procedures.
Patients with multiple organ resections and multiple anastomoses showed the same
complication rate as patients with palliations. Most probably this is due to the fact that
palliations were received by patients with an advanced cancer and/or with serious

50



FIRST INTERNATIONAL MEDICAL CONGRESS OF SEEMF

concomitant diseases; 2/ The skin-to-skin operative time didn’t influence the early
postoperative morbidity rate; 3/ The intraoperative blood loss necessitating substitution
with 2 or more units of blood proved to be associated with higher morbidity rate; 4/ The
modified Whipple’s duodenohemipancreatectomy with a triple derivation of pancreatic,
biliary and gastric passage showed lower rate of pancreatic leakage than the standard
procedure.

MEDICAL AND SOCIAL PROBLEMS IN TREATMENT AND DIAGNOSIS
OF THE PROSTATE CARCINOMA
K. Davidoff MD, D. Zlatanov MD
MHT ,, Tokuda Hospital Sofia*

Target: Presentation of diagnostic and treatment algorithm of prostate cancer

Materials: Diagnostic algorithm, Methods of conservative and radical
treatment

Key words: prostate carcinoma, PSA, brachyterapy, radical prostatectomy

Discussion: The prostate carcinoma is the second common malignacy desease
after pulmonary carcinoma among men. According to the diagnosis, the prostate gland
carcinoma is unique, because it is the only neoplasy with organ-specific tumor mark —
PSA.

Full diagnostic investigations — PSA, digital rectal examination, transrectal
ultrasound, Tru-cut biopsy, CT pelvis scan, bone scan are imposible even at the begining
because of the low funds provided.

1. Prostate gland carcinoma is probably the only one which, when found in early
stage, could be treated radically. Clinically important are the brachyterapy and
the radical prostatectomy.

The bulgarian society is suffering of the absense of brachyterapy. Radical prostatectomy
is performed in a few medical centers in Bulgaria and remains suffering from insuficiant
funding from the current healthcare system.

Conclusions: The absence of clearly set social and medical strategies
regarding this social important disease and the following low-funding lead to an impact
over the two main algorithms — diagnostic and treatment of the prostate gland
carcinoma.

EXTRAMEDULLARY PRESENTATION OF MULTIPLE MYELOMA —
CLINICAL COURSE, DIAGNOSIS, TREATMENT
Amin [.!, Vassileva N.!, Galabova I.!, Popova T.!, Kulaksazov P.!, Radinoff A.,
Stanchev R.2, Mitev L.2
Tokuda Hospital Sofia’, Military Medical Academy - Sofia®

Introduction: Myeloma is a clonal plasma cell proliferation that can have
different clinical manifestations. Presence of infiltrates in an extramedullary site can be
a representation of multiple myeloma (MM) or solitary extramedullary plasmacytoma
(EMP). The most frequent thoracic involvement by MM is bone involvement or
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pulmonary infiltrate secondary to an infectious process. Primary plasmacytoma of the
lung is exceedingly rare. Sometimes, the diagnosis of MM, which is a disorder of the
aged population, is difficult because of its untypical clinical course and heterogeneous
symptoms.

Method: We present an unusual case of multiple myeloma with
extramedullary involvement of the bronchial mucosa as first evidence of the disease. A
68-year-old smoker male patient with bronchopulmonal symptoms was admitted for a
clinical assessment. Routine laboratory exams showed anaemia, leukocytosis,
thrombocytopenia, high creatinine level (284 umol/l), hypoproteinemia (51 g/1). Chest
X-ray and CT revealed peribronchial infiltrates in the left lower lobe with atelectasis.
Chest X-ray follow-up detected large bilateral-sided pleural effusions. An
echocardiography showed pulmonal hypertension. The bronchoscopy revealed
endobronchial lesions in the main right bronchus and in the left lower lobar bronchus.
A transbronchial lung biopsy was done and the pathologic examination of the specimen
demonstrated diffuse subepithelial plasmacytoid cell proliferation. A cytology
examination of pleural fluid confirmed atypical plasma cells. According to the above
findings the diagnosis of plasmacytoma was confirmed and additional prompt
investigation to rule out multiple myeloma was undertaken. Bone marrow examination
demonstrated 70% plasma cell infiltration. Some complex cytogenetic findings were
detected. Serum and urine electrophoresis revealed M component and immunofixation
found Bence-Jones kappa monoclonal protein (7,06 g/l). Bone survey revealed no
abnormality. Beta-2 microglobulin was 38,51 mg/l. The patient was staged IIIB in the
Durie-Salmon staging system and staged III in the International staging system (ISS).

Results: The patient was treated with VAD regimen which led to partly
resolution of the pleural effusions but progression of the renal failure was observed. The
advanced stage of the disease defined a bad prognosis. After three cycles VAD, patient
was referred for treatment with Bortezomib.

Conclusions: Pulmonary involvement of MM is frequently associated with
advanced, treatment-refractory disease or rapid progression and demonstrates the
variability of X-ray manifestations. MM should be taken into consideration in the
differential diagnosis of pulmonary infiltration in patients with systemic complaints.
Differential diagnosis with other pulmonal cancers must be established to ensure the
correct histological examination and proper therapy.
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OBESITY, DIABETES
MELLITUS TYPE 2,
METABOLIC SYNDROME
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KOPEJAIIMOHHMU ITPOYUBAHUS HA TIOCTIIPAHIUAJTHUTE
TVIMKEMAWYHHU BbPXOBE HPEHH U CJIEA JEYEHHUE C ROSAGLITAZONE
Jlou. C. Bnanesa, qm', U. Ponues?, A. Boroknues', B. 3natapesa’

Omoenenue no Endoxpunonoaus u 6orecmu na obmanama’, Knunuuna nabopamopus?,
MPBAJI “Kacnena”, IThosous

BoBenenune: [locrnpanauanHata XWICPIIUKEMUs € €IHO OT Hal-paHO
YCTaHOBUMUTE HApYIICHUS TpU 3axapeH auaber tun 2. Ts 3aBucu oT OBp3us
MpaHAWAJICH WHCYJIMHOB OTrOBOpP, HWMa pElIaBaml0 ydYacTHe B MHKPO- U
MaKpOBacCKyJTapHUTE YBPEXKIaHUS M OOyCIaBs BUCOKHA JICTAIUTET OT CBHPIACYHO-
CHJIOBH YCIIOKHEHHUS TIPU TOBA COIMATTHO 3HAYNMO 3a00JIsIBaHE.

Hen Ha mpoyyBaHETO € [1a ce MPOCIeaN BIUAHNETO Ha Rosaglitazone Bbpxy
MOCTIpaHAHATHATA TIINKEMUSI.

Hanuentu u n3caenBanus: [Ipu 32 GomHM OT 3axapeH Awaber THI 2, Ha
BB3pact 45 — 60 ronuHM, € mpoBeneHo nByeTanHo gedeHne ¢ Glipizide 3 mpTu mo Smg
u Rosaglitazone 2 mbTr M0 4 mg nHeBHO. M3ciaenBanu mokas3arenu: KpbBHA 3axap Ha
IJagHO W TOCTHpaHIuainHo, rimkupan xemornoOun (HbAic), cepymMHM nunuaw,
TpaHCAMHHA3HM, CEPYMEH KPECATHHHH, WMYHOPCAKTHBCH WHCYJHUH, apTepHaHO
Hansirane, HOMA-unnekc, uHaekc Ha TejecHa Maca. llepuon Ha MoHOTepamus ¢
Glipizide — 45 nuu, a B komOuHanus ¢ Rosaglitazone — 95 nuu.

Pesyararu: CpegHuTe CTOIHHOCTH Ha TIOKa3aTENUTE Tpe3 ITbPBHS IEPHO ca
CIIEHHTE: TIAMKeMHs Ha riagHo 7,9+1,2 mmol/l; moctnpanananaa raukemus 12,2+0,9
mmol/l; HbA. 8,740,6%. Bucokure CTOMHOCTH Ha MOCIEIHUTE IABA MOKAa3aTels ca
MOTHB 3a 1o0aBsiHe Ha Rosaglitazone kpM sieuenuero. Cieq TpuMeceueH TeparneBTHIeH
Kypc TIMKeMHATa Ha TJIAJHO ThPIM HECHUTHHU(HUKaHTHA mpomsHa - 7,7+0,9 mmol/l
CTaTUCTUYECKH 3HAYMBO C€ TIOHIIKaBa IMOCTIpaHAMaTHaTa KpbBHAa 3axap (1o
npuemsnBuTe cToHOCTH 8,9+0,5 mmol/l), HbA. (7,6£0,1%; p<0,001) m HOMA-
nuaexc (p<0,05).

3akuiouenue: Rosaglitazone moenmsiBa 1 [BaTa KIFOYOBH (haKkTOopa, CTOSIIH B
OCHOBaTa Ha 3axapeH auabeT THI 2 — WHCYJIWHOBA PE3UCTEHTHOCT M OeTa-KiIeThuHa
mucynkiusa. IlonwsBa ce ONArompusATHO MOCTHpPAaHAWANTHATA TIHKEMHS, KOETO
JIOTIPAHACS 32 HAMaJIeHHE Ha CHPACYHO-CHAOBHUS PUCK IPH TOBA COIMATHO 3HAYUMO
3a00JsIBaHE.

JJEUEHUE HA 3AXAPEH JUABET THII 2 C AJI®A-TJITIOKO3UJA3ZHUSA
NHXUBUTOP ACARBOSE
Jlou. C. Bragesa, am', 1. Ponues?, B. 3marapesa’, A. Boroxnues!
Omoenenue no Endoxpurnonozus u 6orecmu na oomanama’, Knunuuna
nabopamopus’, MBAJI “Kacnena”, I[Inoedus

BobBenenue: 3axapeH auaberT THN 2 ABITO BpEME MPOTHYA C ITOBUIICHA

MpeJUMHO TIOCTIpaHIWalIHA TJIHKeMHsS T[OpaAW HapylmleHa paHHa (as3a Ha
WHCYJIMHOBATa CEKperus. Te3u OTKIOHEHHS Ca HaNWIEe HAKOJIKO TOAWHHU TIpenu
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TUATHOCTHIIMPAHETO Ha 3a00JsIBAHETO M cCa B TACHA IATOTCHETHYHA BpB3Ka C
BacKyJIApHUTE YBPEXKIAaHHU U BUCOKATa ChPICYHO-CHIIOBA CMBPTHOCT.

HenTa Ha pPOyYBaHETO € J]a C€ MPOCIIEAN TEPACBTHIHHUAT ePeKT Ha anda-
TIIIOKO3UIa3HAS HHXUOUTOP Acarbose B U3siBaTa M pa3BUTHETO HA BTOPH THII 3aXapeH
nuaber.

Hannentu u n3caensanus: O0xBaHatu ca 67 OOJHHU, pasnpencicHH B 4
IPpyNH — HAPYIICH TIJIIOKO3€H TOJEPAHC, HOBOOTKPUT 3axXapeH auaber Tum 2,
KoMOuHalms Ha Acarbose cbe CyJI(aHmITypeeH npenapar 1 KOMOWHAIIWS ¢ HHCYJIHH. B
npoabDKeHne Ha 4 Mecena manueHtuTe npuemar Acarbose 3x100 mg aHeBHO.
[Ipocrenenn ca ciuemHUTE IMOKa3aTeNW: KpBBHA 3aXxap Ha TJIAQJAHO M 2 daca Clel
HaxpaHBaHe, TIHKHpaH xemornoOmH (HbAic), IMyHOpeakTHBEH WHCYJIHH, CEpyMHHU
munuan — obmy xonectepos, HDL-xonectepol, TpUTIUICpUIN, KpbhBHA KapTHHA,
TpaHCaMHHA3H, CEpPyYMEH KpEeaTHHWH, HHACKC Ha TeJIecHa Maca.

Pesyararu: Ilpn BCHYKM TamMeHTH ce HAOM0JaBa CTaTHCTHYECKH
JIOCTOBEPHO penylrpaHe Ha MOCTIpaHAWAIHATa KPbBHA 3axap. B mepBuTe Tpu rpynu
€ HaJIUIIe ChICCTBCHO MOHIKABAHE U HA KPhBHATA 3aXap Ha TJIAJIHO, KATO TOBA € Haii-
U3pa3eHo B rpyrnara ¢ MOHOTEparus U KOMOMHAIMs ChC CyidaHMIypeeH npemnapar
(pecn. 12,4£1,8 / 7,740,8 mmol/l; 11,2+1,3 / 7,940,7 mmol/l). B pesyarar ot
NPOBEJICHOTO JICYeHUE ce HaOJIl0/1aBa HOpMaIn3upaHe Ha TITFOKO3HUS ToJiepaHc pu 9%
OT JuIaTa B mbpBata rpyna. CTaTHCTHYECKH 3HAUYMMO € 1oa00peH HbA . u B Tpute
nmuabetan rpynu (p<0,05). Hamure e cpimecTBEHO peAyIpipaHe Ha WHCYIHMHEMHUSATA B
IIbpBa, BTOpa W Tpera rpyma. [larmmeHTHTe HAa WHCYIWHOBO JIEUYCHHE OTOEISI3BAT IIO-
JIEKH ¥ TIO-PEAKH XUTIOTIINKeMHUH. IHAEKCHT Ha TeJIeCHa Maca ChII0 OeJeKH TeHICHITHS
KBM TOZ0OpEeHHE, HO TaHHHUTE Ca CTATUCTHYECKH HEIOCTOBEPHHU.

3akiiouenue: [Ipu HapyIIeH TIIOKO3€H ToJepaHC anda-TIoKO3UAa3HUAT
naXuOuTOp Acarbose 3a0aBsi 3HAUMUTENHO HpoOrpeca KbM H3SIBEH 3aXapeH IOuadeT u
HaMalsiBa IOCTIpAHIWAIHATA XUNepriukemus. [Ilpu komMOuHHMpaHa Tepamus ChC
cyadanmmypeeH npenapar Acarbose cbXxpaHsiBa OCTaThb4HATa HHCYJIMHOBA CEKPELUs U
NPENsITCTBa HEONPAaBJIAaHOTO PAHHO CTAapTHpaHe Ha MHCYJIMHOBO JICYEHHUE, a C TOBa U
MOCJIEIBAIIOTO  XUIIEPUHCYJIMHU3MpaHe Ha  OosHHUTe.  AJjda-rimoKo3uIa3HUST
nHxubOuTop Acarbose e HajexHa M ONpaBAaHa ajlTepHATHBA KaKTO B IPEBEHIUATA,
TakKa v B TepalnusiTa Ha 3aXapeH n1uader TvI 2.

HAJHOPMEHOTO TEI'JIO U BATJIBCTABAHETO B YYEHUYECKA
BB3PACT - PUCKOB ®AKTOP 3A APTEPUAJIHA XUITEPTOHUSA
Jlow. C. Bnanesa, am', Jlow. I1. T'anesa, qm?, Jlon. E. Kymues, av?, E. Tunkusn®,
A. Boroknues', B. 3narapesa'
Omoenenue no Endoxpunonozus u 6orecmu na obmanama’, Kameopa no Xueuena
u exomeouyuna®, Omoenenue no Endoxpunonozus u 6onecmu na obmsanama’,

MPBAJT “Kacnena”!?, Medical University?, Plovdiv

BoBenenune: Uecrorata Ha HAaJHOPMEHOTO TEIJIO W 3aTIBCTABAHETO CPEI
OBJTapCcKHTE Jera HapacTBa mpe3 mnocienaute 20 ToauHW. EnuaeMuonorudHa
MpOy4BaHHsi Pa3KpUBAT B3aUMOBpPB3KATA MEXIy HeOalaHCHPaHOTO XpaHEHe,
HAJTHOPMEHOTO TErJi0 Yy TMOApacTBAIlM W pelula 3a00NsBaHHs C BHCOK
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KapIHOBAacKyJlapeH pHCK — apTepHalHa XWIEPTOHMA, 3axapeH amabeT Tum 2,
MEeTa0OJIUTEeH CHHAPOM.

Hen: Jla mpoyuuM decroTara Ha HAaJHOPMEHOTO TEJIECHO TEIJO U
3aTIBCTSBAHETO CPEeJ YUCHUIU U Jja aHAJIM3UpaMe pUcKa OT apTepHaaHa XUMEPTOHUS
IPH THX.

HanunenTu u u3ciaenBanusi: O6xBanatu ca 434 yuenuka (197 momuera u 237
MOMMUYETa) Ha BB3pacT § - 15 T, skuBeenu B rpajacka 30Ha u 406 yuenuka (188 momuera
u 218 MoMHueTa) Ha chIllaTa Bb3pacT, XKUBECIIH B CEJICKH paiioH. OnpeneneH e HHIEKC
Ha TeJecHa Maca, a 3a Kiacudukanus Ha HaJHOPMEHOTO TErJI0 Ca M3IOJ3BaHU
kpurepuute Ha Cole m cprp. (2000r.). ApTepHamHOTO HaJsAraHEe € H3MEPEHO U
CBIIOCTABEHO C pepepeHTHUTE CTOMHOCTH 32 ChOTBETHATA BB3PACT.

Peyaramu: 20,2% ot penara B rpaiacku paiioH u 17,4% ot xuBeemure B
CEJICKH paifoH IMaT Ha/IHOPMEHO TETJIO U 3aTIIbCTABAHE. APTEPHATHOTO HAJISTAHE € 110-
BHCOKO OT pedepentHure croitHoctu B 10,2% ot rpanckara u B 8,5% oT cenckara
rpyna. YcTaHOBsiBA ce apTepuanHa xunepTtoHus B 41,2% orT rpaickure nena c
HaJHOPMEHO TETJI0 U 3aTIbCTsABaHE [penatuBeH puck 6,216 (95% CI 4,716-8,192),
P<0,0001 cbc curnndpukanTHa no3utuBHa Kopenamms (r= +0,52)] u B 28,4% or
HaceJIBaIUTe CeJICKAa 30Ha C HAJHOPMEHO TEIrJIO U 3aTIbCTABaHE [peNaTHBEH PUCK
6,641 (95%CI 3,596-12,264), P<0,0001 ¢ ymepena mo3utuBHa kopenamus (r= +0,37)].

3akiaiouenue: ChIecTByBa TONISIM CBPJACYHO-CHIOB PHCK 3a JAenaTa C
HaJTHOPMEHO TETJIO U 3aTIIBCTSABAHE, )KUBECIN KaKTO B IPAJICKU TaKa U B CEJICKU PalioH.
To3n amapmuparn ¢(akT Hajara crapTHpaHe Ha NpOQWIAKTHYHM NpOrpamMH 3a
puckoBute Tpynu. HeoOxommmo e pa3paboTBaHe M BHEApsIBAHE HA aJeKBaTHA U
cnenuduyHa oOydyWTeNHAa NporpamMa 3a 3[PaBOCIOBHH XpaHWUTEIHW HaBULOU U
¢u3nYecka akTUBHOCT C OIJIEA PeAyLMpaHe Ha 3/{paBHHS PUCK 32 yUCHHUIIHTE.

RENAL REPLACEMENT THERAPY IN DEVELOPING COUNTRIES IN
ECONOMICAL CRISIS CONDITION - WHAT STRATEGY SHOULD BE
ADOPTED?

Dejanov P., Oncevski A., Masin-Spasovska J., Dejanova B., Spasovski G.
University Department of Nephrology, Skopje, Macedonia

Background: It's essential to manage patients with End Stage Renal Disease
(ESRD), especially those originating from hypertensive and diabetic nephropathy since
they greatly contribute to an increased number of patients on Renal Replacement
Therapy (RRT) and related cost of the treatment. Various measures could be undertaken
in order to adopt the best available management strategy (different proportions of RRT,
home hemodilaysis, everyday dialysis, increasing number of kidney transplantations,
preventive fistulas creation and including as many as possible procedures on outpatient
basis. Hence, ESRD patients starting HD should have matured AVF, being at no
hospitalisation needs, and risk of infections and bleeding.

Methods: We reviewed the Medline reports on RRT in developing countries
and those recently admitted in EU and NATO (Romania, Poland, Albania, Baltic
countries), as well as a few developed countries (Canada, Australia and New Zeeland).
We considered their strategies for health care organisation in 1990s comparing to ours
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within the current economic crisis in our country. We also try to find possibilities for
improvement of the health care system, in order to escape from the bad experience and
detrimentally reduced possibilities for RRT treatment in 1990s.

Results: There are a lot of foreign experiences to help countries in poor
economic and health-care condition as Macedonia is. In the last 2 decades RRT in our
country is organised through 20 HD centers with approximately 1300 prevalent patients,
PD 25 patients, and about 180 transplanted patients (mostly living related, 12-20 per
year along with up to 10 paid commercial Tx patients/yearly). Based on the former bad
experience (in 1990s) from Romania (only 1/3 of patients with a need for RRT were
treated and the rest were put only on a supportive conservative treatment); Poland
(diabetics and patients over 60-65 years of age were not put on RRT); Albania, 4 million
patients country with only 14 patients on dialysis; we should seriously consider more
appropriate treatment options in order to prevent the collapse of medicare system in this
particular world economic crisis. In contrast, the proportion of RRT in Baltic countries
[Hemodialysis (HD) 18%; Peritoneal dialysis (PD) 25% and Transplantation (Tx) 57%]
may be an example for managing the RRT subjects in the Balkans. Additionally, we
could follow a positive example of Canada and Australia-New Zeeland experience with
20, 30 and 50% of home HD sessions, respectively. Another option we should seriously
consider is the cost-efficient everyday dialysis with a reduction in erythropoietin,
antihypertensives and phosphate binders. Finally, it seems that the most important issue
is to increase the Tx patient population, because of the reduced cost of treatment after
the first year postransplant, and their family and Society resocialisation with an
incomparable improved quality of life. Vascular accesses for dialysis should be
prepared by nephrologists and golden standard should be arterio-venous fistula (AVF)
in more than 90%. Thus, the number of patients with placed central catheters should not
exceed 5-10%, meaning a reduced morbidity and hospitalisation costs as well as the
mortality. A majority of procedures associated with RRT should be performed on an
outpatient basis. A preventive AVF creation should be at least around 50% (a few
months in advance of the beginning of HD program, and/or at glomerular filtration rate
of 15-20 ml/min).

Conclusion: We should seriously consider more appropriate health care
strategy for treatment of RRT patients in order to prevent the collapse of medicare
system in this particular global economic crisis.

SYMPATHICOMIMETIC COMPOUNDS AND STIMULANTS IN FOOD
SUPPLEMENTS — CLAIMS AND SAFETY ASSESSMENT
Assist. Prof. G. Draganov!?, Assoc. Prof. P. Peikov’, M. Nenchev?
Medical University — Sofia, Faculty of Pharmacy, Departament of Pharmaceutical
chemistry, Bulgaria, Bulgarian Pharmaceutical Union, Bulgaria

Background: A large number of active compounds with different structure,
origin and physiological activity determine the diversity in composition and the
widespread use of food supplements in programs for weight reduction. Among them
sympathicomimetics and stimulants are broadly included and used due to their effects
on body composition, physical performance and psychological status.
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Aims and Methods:. The aim of the present study is to assess the claims, the
safety and interactions of proclaimed food supplements, containing
sympathicomimetics and stimulants according to Bulgarian regulatory requirements on
the basis of current scientific information and label’s information of 46 food
supplements, available in the Bulgarian market. In addition analysis possible
interactions with drugs, foodstuffs and food supplements, rational ingredient
combinations and the optimum conditions for the administration on the basis of
described references were also within the scope of this study.

Results, Conclusion: 46 sympathicomimetics and stimulants-containing food
supplements, available on Bulgarian market, are covered and assessment of claims and
safety were evaluated. The reviewed food supplements are popular among users due to
their potential to optimize body composition, to improve physical performance and
psychostimulating activity. The present article confirms the statement that only after
estimation of individual health status and needs the application of weight-loss food
supplements could bring long-term health benefits. Besides their benefits, there is a
serious risk for the health of users when the administration of food supplements is not
controlled or correct especially for those containing sympathicomimetic compounds
and stimulants. It is very necessarily that physicians and pharmacists obtain up-to-date
information for permissible claims and safety of food supplements. Finally, the users
should also inform their general practitioner or pharmacist in case they administer such
supplements.

OBESITY IN CHILDHOOD AND ADOLESCENCE
Z. Gucev', A. Jancevska!, M. Krstevska-Konstantinova!, V. Tasic
'Faculty of Medicine Skopje, 50 Divizija BB, 1000 Skopje, Macedonia.

Introduction: Obesity is a pandemic problem. It is estimated that as many as
250 million people (7% of the estimated current world population) are obese. Two- to
three-times more people than this are probably overweight. Some estimates suggest that
the management of obesity in the USA costs approximately $100 billion yearly.
21-24% of American children and adolescents are overweight and another 16-18% are
obese. The prevalence of obesity worldwide is increasing. The prevalence of overweight
children and adolescents in the United States has increased by 50-60% in a single
generation, the prevalence of obesity has doubled (1, 2, 3). The prevalence of obesity in
American Indians, Hispanics, Hawaiians, Hispanics, and blacks is 10-40% higher than
in whites. In addition, countries such as Japan, Australia, New Zealand, Malaysia,
Middle Eastern countries of Bahrain, Saudi Arabia, Egypt, Tunisia, Jordan, and
Lebanon and China report an epidemic of obesity in the past 2-3 decades (4). The
prevalence of obesity is high in Macedonia, too. (5)

Criteria: World Health Organization (WHO) criteria for obesity in childhood
and adolescence are based on BMI: BMIs greater than the 85th (overweight) or the 95th
(obesity) percentile, for age-matched and sex-matched control subjects. Overweight,
obese, and morbidly obese refer to children and adolescents whose weights exceed those
expected for heights by 20%, 50%, and 80-100%, respectively.
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In adults, grade 1 overweight (overweight) is a BMI of 25-29.9 kg/m?. Grade
2 overweight (obesity) is a BMI of 30-39.9 kg/m? and grade 3 overweight (severe or
morbid obesity) is a BMI greater than or equal to 40 kg/m?. The surgical definitions
describe BMI greater than 40 kg/m? as severe obesity, a BMI of 40-50 kg/m? is termed
morbid obesity, and a BMI greater than 50 kg/m? is termed super obese.

Pathophysiology: Obesity is the result of energy imbalance which can result
from excessive energy intake and/or reduced energy expenditure (sedentary lifestyle).
Most overweight children have a familial form of obesity. Nevertheless, excess weight
in obese children depends on both genetic and environmental factors. Concordance rates
for obesity and type 2 diabetes mellitus are higher in monozygotic twins than in
dizygotic twins.

Causes include hormonal disorders (growth hormone deficiency and growth
hormone resistance, hypothyroidism, leptin deficiency or resistance to leptin action,
glucocorticoid excess (Cushing syndrome), prolactin-secreting tumors), precocious
puberty, polycystic ovary syndrome (PCOS); medications [glucocorticoids,
sulfonylureas, tricyclic antidepressants, monoamine oxidase inhibitors (MAOIs: e.g
phenelzine), oral contraceptives, insulin, risperidone, thiazolidinediones, clozapine] and
genetic  syndromes  (Bardet-Biedl = syndrome,  Prader-Willi  syndrome,
pseudohypoparathyroidism, Cohen syndrome, Down syndrome, Turner syndrome,
POMC splicing mutation, prohormone convertase-1 Deficiency, melanocortin-3
receptor mutation (6), melanocortin-4 receptor mutation (7), SIM-1 mutation (SIM1-
“single-minded”).

Recent advances in the genetic causes. Leptin (from the Greek word /eptos,
meaning thin). Leptin is a 16-kD protein produced in white adipose tissue and, to a
lesser extent, in the placenta, skeletal muscle, and stomach fundus in rats. Leptin has
functions in carbohydrate, bone, reproductive metabolism and in body weight
regulation. Leptin signals satiety to the hypothalamus. Most humans who are obese are
not leptin deficient but rather leptin resistant, and have elevated circulating levels of
leptin (8).

About 10 patients of Pakistani and Turkish consanguineous descent have been
described with hyperphagia from birth, and early obesity (6 months)(9). The thyroid
hormone levels are reduced, there was a lack of sympathetic tone, lack of pubertal
progression. In addition the immunity was defective. Patients are short and lack the
pubertal growth spurt. Impressively, treatment with recombinant leptin restores leptin
signaling, and results in reduction of hyperphagia, resolution of obesity, induction of
puberty, and restoration of immune regulation (10).

Leptin Receptor Deficiency patients are similar to those with leptin
deficiency. However, they might have growth retardation, low IGF-1 and IGFBP-3
levels and low thyroid levels.

Proopiomelanocortin (POMC) and alpha—melanocyte-stimulating
hormone (alpha-MSH) act centrally on the melanocortin receptor 4 (MC 4) to reduce
dietary intake. Patients with POMC mutations tend to have red hair, and central
adrenal insufficiency (11). Strikingly, as many as 5% of children who are obese have
MC4 or POMC mutations.

In prohormone convertase deficiency, patients have clinically significant
obesity, hypogonadotropic hypogonadism, and central adrenal insufficiency (12).
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PPAR-gamma. Patients with mutations of the receptor (at band 3p25) described so
far have severe obesity.

Melanocortin-4 Receptor Mutation. Mutations in the MC4R appear to account for
up to 5% of morbid obesity in childhood. This mutation is transmitted as a co-
dominant inheritance.

Melanocortin-3 Receptor Mutation. As in MC4R diagnosis can only be made by
gene sequencing.

FTO ("fat mass and obesity associated" gene), F'TO expression is high in regions of
the hypothalamus involved in energy balance and its expression levels are regulated
by variations in food intake (13). In humans, a genome-wide association study
involving nearly 39,000 people found that people with 2 copies of an FTO variant
weighed an average of 3 kg more than did people with no copies of that variant.
Individuals with 2 copies of the variant were 67% more likely to be obese than people
without the variant (14).

Nevertheless, individuals with these FTO variants can, with increased physical
activity, "offset the genetic predisposition to obesity associated with the FTO
polymorphism (15)."

Genome-wide linkage analyses and microarray technology have revealed a rapidly
growing list of potential susceptibility obesity genes: chromosome arms 2p, 10p, 5p,
11q, and 20q.

Other causes. It has also been suggested that inflammatory and infective etiology may
exist for obesity. Namely, adenovirus 36 infection is associated with obesity in
chickens and mice. Humans who are not obese have a 5% prevalence of adenovirus 36
infection, while humans who are obese have a prevalence of 20-30%.

Co-morbidities and complications. Obesity has a considerable impact on quality of
life, and some reduce life expectancy. Co-morbidities and complications are severe:

1. Cardiovascular: essential hypertension, coronary artery disease, left
ventricular hypertrophy, cor pulmonale, cardiomyopathy, accelerated
atherosclerosis, pulmonary hypertension.

2. CNS: stroke, idiopathic intracranial hypertension, meralgia paresthetica.

3. GI: cholecystitis, cholelithiasis, steatohepatitis, fatty liver infiltration,
reflux esophagitis.

4. Respiratory: obstructive sleep apnea, Pickwickian syndrome), increased
predisposition to respiratory infections, increased incidence of bronchial
asthma.

5. Malignant: association with endometrial, prostate, gall bladder, breast,
colon, lung cancer.

6. Psychologic: social isolation, peer problems, depression.

7. Orthopedic: osteoarthritis, coxa vera, slipped capital femoral epiphyses,
Blount disease and Legg-Calvé-Perthes disease, lumbago.

8. Metabolic: insulin resistance, hyperinsulinemia, type 2 diabetes
mellitus, dyslipidemia.

9. Reproductive: anovulation, early puberty, infertility, hyperandrogenism
and polycystic ovaries in women, hypogonadotropic hypogonadism in
men.
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10. Obstetric and perinatal: pregnancy-related hypertension, fetal
macrosomia, pelvic dystocia.

11. Surgical: increased surgical risk and postoperative complications.

12. Miscellaneous: reduced mobility, difficulty maintaining personal
hygiene, Stress incontinence, Intertrigo (bacterial and/or fungal),
acanthosis nigricans, hirsutism, increased risk for cellulitis and
carbuncles, Venous varicosities, lower extremity venous and/or
lymphatic edema

Treatment. Long-term diet, exercise, family support, team approach to
therapy (nurse educators, nutritionists, exercise physiologists, and counselors) are the
basis for treatment. Family therapy may be highly beneficial.

Exercise and physical activity: Controlled trials have demonstrated that lifestyle
exercise programs, in association with dietary restrictions, provide long-term weight
control in children and adolescents.

Nutritional counseling, especially the reduced fat diet: reductions in total and saturated
fat may be particularly useful in adolescents who consume large quantities of high fat,
snack, and packaged fast foods.

Very controlled—energy diets have high dropout rates and in adolescent growth and
development, subsequent reproductive function, musculoskeletal development, and
intermediary metabolism can be affected. The very controlled—energy diets cannot be
recommended for the vast majority of children and adolescents with obesity.

Medication. Some medicaments have been also used as adjunct
interventions. Sibutramine (Meridia),>'?a selective serotonin norepinephrine reuptake
inhibitor, and orlistat (Alli, Xenical), a pancreatic lipase inhibitor are approved for
use. Sibutramine may be classified as an anorectic drug, whereas orlistat's mechanism
of action involves induction of lipid maldigestion. Benzphetamine (Didrex),
diethylpropion, phendimetrazine (Bontril), and phentermine (Ionamin) have also been
used.

The serotoninergic drugs fenfluramine and dexfenfluramine, were recently
withdrawn because of their association with valvular heart disease and primary
pulmonary hypertension.

Pediatric experience with the use of weight loss drugs has conflicting results
(reduction and failure to reduce fat). Guidelines for the prevention and treatment of
childhood obesity have been released.

Surgical Care. Various bariatric surgical procedures have been used in
adults and some adolescents (in most centers, patients >15 y) with a BMI of more than
40 or weight exceeding 100% of ideal body weight (IBW).

In the vertical-banded gastroplasty (VBG), a pouch of 15-mL to 30-mL
capacity is constructed, greatly reducing the amount of food that can be eaten at any
time. In the gastric bypass, a larger pouch that empties into the jejunum is created.
Laparoscopic placement of an adjustable gastric band (LAGB) has supplanted the
VBG because of its relative safety and because of its reversibility. LAGB places a
collar with an internal, saline-filled balloon around the upper stomach, 1-2 cm below
the esophagogastric junction.
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URINARY TRACT INFFECTIONS IN PATIENTS OVER 65 ASSOCIATED
WITH DIABETES MELLITUS TYPE 2
'M. Ivanovska, Doctor of Internal Medicine?, L. Neloska, Doctor of
Dermatovenerolog .3, G. Gaspar, Medical Doctor *, P. Adamovski, Medical Doctor
1234 Institute of Gerontology-Skopje, R. Macedonia

Background: The aim of our study was to confirm the involvement and the
characteristics of the lower tract infections (LTI), in patients with Diabetes mellitus type
2 aged over 65 years.

Methods: Patients with clinical features of LTI (dysuria, alguria, suprapubic
pain) and patients with asymptomatic bacteriuria were examined through
microorganisms findings in the urinary sediment, and microbiological analysis (positive
urine culture), i.e. significant bacteriuria.

Results: At distribution according to gender the female patients dominated (17
female, 3 male). According to the type of bacteriuria 12 patients were found with
symptomatic bacteriuria and 8 with asymptomatic bacteriuria. A satisfactory
glycoregulation was achieved in 13 patients, while it could not be controlled in 7
patients, 12 patients out of the total number were on oral hypoglycemic therapy, 5 were
on a special dietary recommendation, and 3 on insulin therapy. The most frequent
microorganism was E. Colli in 10 patiens, followed by Proteus mirabilis in 6 patiens.
Enterobacter aerogenes was presend in 4 patiens.

Conclusion: Urinary infections are frequent finding in patiens with Diabetes
mellitus. Those are more frequent in women (possibly associated with hormonal
deficit). An excellent glucoregylation may be associated with a reduction of the
infection rate, but it doesn't influence the effect of the therapy. The frequent testing of
the urine and therapy according to the antibiogram were decisive in the treatment of the
infections.

OUTCOME FROM THERAPY OF THE DIABETIC FOOT INFECTIONS
IS, Ivic-Kolevska MD MSci, *G. Balabanova MD, *G. Pemovska MD PhD, K.
Popovska-Jovanovska MD PhD, 3M. Petrovska MD PhD, “B. Kocic MD PhD, °R.
KocicMD PhD, °G. Kolevski MD MSci
nstitute of Public Health, Skopje, Macedonia, *Clinic of endocrinology-Clinic center,
Skopje, Macedonia, 3Institute of microbiology and parazitology, Skopje, Macedonia,
“Institute of Public Health, Nis, Serbia, >Clinic of endocrinology-Clinical center, Nis,
Serbia, °Clinic of neurology, Skopje, Macedonia

Background: One of the most important chronic complications of diabetes is
diabetic foot, which comprises a heterogeneous group of pathologic conditions such as
somatic and autonomic neuropathy, diabetic micro and macroangiopathy, structural
changes and bone lesions, plantar ulcerations and skin infections. The aim of our study
was to evaluate the outcome from antibiotic, surgical and combined antibiotic and
surgical therapy of the diabetic foot infections.

Methods: Examinations where performed in 90 patients with confirmed
presence of diabetic foot infections. Patients were treated at the Clinic of endocrinology
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and at the Surgery Clinic, Clinical Center in Skopje. According the type of infection,
collection of specimens for microbiological analysis was performed as follows: dry or
wet swab from infected tissue; aspiration of pus and biopsy of necrotic tissue.
Microbiological analysis of specimens was performed at the Institute of Microbiology
and Parasitology in Skopje, Macedonia. For isolation and identification of aerobic and
anaerobic bacteria and fungi, standard microbiological methods were used. All isolated
pathogen microorganisms were tested on 8 to 12 antimicrobial medicaments with disk
diffusion method. All patients received therapy according to the antibiogram.

Results: Fifty two patients (57,7%) were treated with both antibiotic and
surgical therapy and all patients were with improved outcome. From these 52 patients,
19 (36,6%) patients were treated with partial surgical interventions (debridman and
wound treatment), while 33 (63,4%) patients were treated with total surgical
intervention (amputation).From total of 90 patients, 38 (42,3%) patients were treated
with antibiotic therapy only, from which 27 were with improved outcome, while 11
patients were with lethal outcome. After complete therapy of diabetic foot infections, a
recidive of infection occurred in 11 (12,2%) patients, all with diabetes type 2.

Conclusions: A combined therapy (antibiotic and surgical) of diabetic
foot infection is more reliable than single antibiotic therapy. When surgical treatment is
indicated, total surgical intervention (amputation) could be a better choice than the
partial surgical approach. The appearance of recidive of infection should be expected in
about 10% patients, especially in patients with diabetes type 2.

OBESITY AND HYPERTENSION — MAIN HEALTH RISK FACTORS IN
THE POPULATION IN THE GEVGELIJA REGION
V. Kaleeva , T. Krstevska , Z. Josifova
Center for Public Health Veles A.U. Gevgelija, Center for Public Health Tetovo A.U.
Gostivar
Center for Public Health Veles A.U. Kavadarci Republic of Macedonia

Background: The aim of our study was to present the results on the
preventive health examinations of the adult population in the Gevgelija Health region
showing the representation of the main health risk factors.

Methods: The data and material are derived from the individual evident sheet
from the performed preventive health examination of the adult population in the Health
region of Gevgelija in the year 2009. The method used is statistical-epidemiological
method of work.

Results: During the medical examination, a total of 991 persons were
examinated which represents 2.82% of the population in this region. According to the
place of residence 456 (46,92%) are from the city, and 526 (53,08%) are from the
surrounding villages. During the examinations, blood pressure above 140/95 mm Hg.
Was found in 314 (31,91%) subjects. In the city population the percentage was 39.35%,
while in the rural population 25.19%.

According to body mass index (BMI) , only 34% of the examined people had
normal nutrition. Thirty eight percent of the examined subjects were overweighted,
18,8% were Obese Class I, 6,8% were Obese Class 11, while 2.4% were Obese Class
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III. In addition, 7,31% of the examined subjects had over 7 mmol/L blood sugar, and
33,63% had over 5.8 mmol/l cholesterol in blood.

Conclusion: It is necessary to create and implement a National Strategy for
prevention and control of non-community diseases in R. Macedonia, and to implement
that strategy on a local level as well.

“THINKING BIG “ON DIABETES WITHIN RECENT HEALTH SYSTEM
REFORMS AND DIABETES HOUSE “AS CONCEPT
I. Kalo, MD, Professor in Medicine
Tirana, Albania

Diabetes presents a major health and social problem in the world due to his
unstoppable pandemic, increasing financial and social burden related to the late
complications, disability and early death

Despite significant progress made during last decades in terms of reductions
of diabetes harmful effects to individuals and to societies unfortunately globally
speaking the diabetes management result to be almost a failure. Diabetes still in now
days remains the leading cause of new blindness, leading cause of kidney failure, the
most common cause of leg amputations, Diabetes is one of more frequent causes of
Myocardial Infarction and Stroke which occur 2-4 time more often than in non diabetes
populations. Diabetes is responsible for more than 10 % malformations and 3-5 % fetal
mortality during pregnancy.

They are several causes why diabetes management results to be no as
successful as expected. One of them is the way how is approached by health
professionals, patients and society.

Unfortunately Diabetes often is used to be approached as an isolated health
problem .Its management and control are focused on biochemical findings mainly on
glycemic level. “In clinical practice diabetes management is considered usually a
separate “box “not interlinked with management of other chronic diseases and not
enough interconnected with the health system components

The WHO /Euro diabetes program based on the St Vincent declaration (1989)
has created for the first time a multi partnership model toward quality development in
diabetes care aiming to improve current situation within five years by reaching five
common measurable targets: in terms of new Blindness reduction by 30% , the End
stage kidney failure reduction by 30 % , Diabetes related leg amputations by 50 % , the
major CVD accidents by 30 % and diabetes pregnancy outcomes equalized those of
pregnant women without diabetes. This model was meant to be spread out and
implemented afterward in others NCD quality development programs as well and
hopefully as instrument to improve quality of health systems. in whole

In fact the St Vincent Diabetes program during ten years of implementation
has proven that improvements in specific issues of diabetes care at the level of isolated
clinics or individual “champions” have been possible. However the program failed to
be successful and sustainable at the countries health system level. At countries national
health care policies the St Vincent Diabetes Program failed to be disseminated and
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implemented in other chronic disease programs nor to be interlinked as expected in the
Health systems context.

Meanwhile Health systems are undergoing a very dynamic process of changes
and intensive reforming aiming to adapt themselves with new increasing demands from
patients and societies. Some of factors and directions of health system changes are the
following: globalization, aging of population, need for more value for money, patients
as smart as doctors, increasing importance of self care, new information technology,
integrated care, team based care continues care, patient rights, and roles public
accountability on outcomes of care, clinical guidelines of best practice more focused on
evidence, Evidence based policies on financing , purchasing and clinical decisions
,quality standards of care , performance indicators ,of health organizations, their
accreditation and ,new financing and payment systems. The relevant changes on
Medical professionalism are ongoing in parallel also: by involving more actively
doctors in management issues and by implementing new mechanisms for continues
professional development as Licensing, and Certification .Management of diabetes
care must follow these innovative processes by interconnecting and integrating within
health systems reforms .

In this context , “Thinking Big “on diabetes become a necessity which means
a System thinking approach in terms of recognition that we all work in complex
systems and that we need to understand those systems and how to improve them in order
to improve health care outcomes and patients experience in each specific field including
diabetes care

Diabetes must be integrated within a comprehensive NCD management policy:
shifting from interventions on specific patient group in health facilities to intervention
on population level, shifting from vertical to horizontal vision, avoiding fragmentary
care and sectorial strategies, integrating diabetes management with epidemiology,
monitoring of processes and outcomes of diabetes care , and strengthening the health
promotion and prevention vs. health Care.

“Diabetes House” presents one of models of such initiatives which are trying
to adapt diabetes care to the current evolutions of health systems.”Diabetes House™: is
an outpatient clinical practice which integrates the biomedical and psycho social
educational approaches in care delivery. It is a place where patients find a warm and
friendly environment to communicate and interact easily with diabetes care providers
and ensuring a coordinated comprehensive long term clinical and psychological follow
up. It’s a target oriented model of care based on active patient and family members’
partnership on common target setting and mutual consent on all diabetes care process.
Albanian “Diabetes House” model functions with similar approach to a supermarket.
It’s meant to offer to patients within the same facility all medical consultations, services,
lab tests, medical products, drugs, tools, ,foods technology needed for diabetes
treatment or its self monitoring and all relevant information necessary for them. It’s aim
to save patient time and to respond and help them to solve diverse diabetes problems
and to satisfy their disease related demands.. Its advantages are: best quality of care,
higher clinical performance, better patients’ compliance with treatment, more
credibility, respect and trust between patients and health care providers
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LIPID PROFILE RELATED TO VISCERAL OBESITY IN METABOLIC
SYNDROME
P. Kandikijan', B. Dejanova!, S. Petrovska!, S. Subeska Stratova?
!Institute of Physiology, *Clinic of Endocrinology, Medical Faculty, Skopje,
Macedonia

Background: Visceral obesity is related to the metabolic syndrome. The aim
of our study was to determine the relationship of sagital diameter to hip circumference
ratio (SHR) with anthropometric indexes of visceral obesity waist circumference (WC)
and waist hip ratio (WHR) and their association with lipid profile levels.

Methods: Triglyceride (TG), cholesterol (C), HDLch, LDLch. levels,
LDL/HDL, C/HDL as well as WC, WHR and SHR were determined. Examinees were
240 healthy women divided into 3 groups according to their body fat distribution by
their WHR values: 1% group WHR<0,85; 2" group WHR (0,85-1,0) and 3™ group
WHR>1,0.

Results: WHR and SHR correlated significantly positively with TG
(p<0,0001), LDL (p<0,047;p<0,038), LDL/HDL (p<0,003;p<0,0001), C/HDL
(p<0,0001), also with WC and between themselves (p<0,001), and negatively with
HDL (p<0,001). WC and SHR levels were significantly higher in the 3™ group
(123,16+14,26cm; 0,27+0,03), compared to the 2™ group (108,87+13,93cm,
0,2340,03) and the 1% group (87,27+16,59cm, 0,1940,02) (p<0,0001). TG levels in the
3 gr (1,86+0,75ng/ml) were significantly higher (p<0,0001) compared to the 1*
group (1,02+0,43ng/ml) and 2™ group (1,74+0,93ng/ml). C/HDL in the 3" group
(6,4+1,96) was significantly higher compared to the 1% (4,11£1,01) (p<0,0001), and
2" group (5,48+1,68) (p<0,005). HDL was (0,96+0,24ng/ml) significantly lower
compared to the 1% group (1,22+0,28ng/ml) (p<0,001) and 2™ group (1,07+0,43ng/ml)
(p<0,028). LDL, LDL/HDL and C levels were also significantly higher in the 3™
group.

Conclusions: Dyslipidemic profile and visceral obesity are the main
characteristics of the metabolic syndrome. It was confirmed that visceral obesity is
characterized with increased values of WHR, WC and SHR, which are positively related
with dyslipidemic profile. Positive relation of SHR with atherogenic lipids, atherogenic
indexes, WHR and WC, and negative relation with HDL, confirmed it as an important
diagnostic parameter of visceral obesity in metabolic syndrome.

ADIPOSE TISSUE
Corr. member, Prof. dr. W. Ovtscharoff, MD, PhD, Dsc
Department of Anatomy, Histology and Embryology, Medical University of Sofia,
Bulgaria

In humans, adipose tissue is located beneath the skin — subcutaneous fat and
around the internal organs — abdominal fat or visceral fat. White adipose tissue is
subdivided into incomplete lobules, by means of loose connective tissue containing a
nerve network and rich vascular bed.
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The main cell type of the fat tissue are the adipocytes, but other cell types —
fibroblasts, stromal cells, monocytes, macrophages, immune cells and endothelial
capillary cells represent about half the total number of the cell population in the tissue.
The human organism possesses a limited capacity to store proteins and carbohydrates.
Therefore, energy reserves are accumulated in the lipid droplets in fat cells in the form
of triglycerides. These chemical compounds are more efficient form of energy storage.
The adipose tissue is also an important place for sex hormone metabolism.

Now, it is well known that tha fat tissue takes part in energy metabolism,
neuroendocrine function and immune function. The fat cells secrete in two ways:
autocrine or paracrine and endocrine. The visceral fat is located inside abdominal cavity
— between internal organs and torso. According the physiological properties intra-
abdominal fat is different if compared to hypodermis, and intramuscular fat. The
visceral fat cells are larger in men and lipolytic rate is greater than in abdominal
subcutaneous fat. The adipocytes in the visceral fat are associated with hepatic and
peripheral insulin resistance. The increase in abdominal fat is important for
pathogenesis of insulin resistance but also for glucose intolerance, dyslipidemia,
hypercoagulable state, hypertension, and cardiovascular risk.

The adipose tissue was accepted as an endocrine organ, while proteins with
endocrine and immune functions are derived from the adipocytes — leptin, TNFa, IL-6,
PAI-1, adipsin, adiponectin, apolipoprotein E, cytochrome P450 dependent aromatase,
angiotensinogen and others. The adipocytes possess numerous membrane receptors for
hormones — insulin receptor, glucagons receptor, TSH receptor, GH receptor and others,
receptors for catecholamine and cytokine receptors as well as nuclear or cytoplasmic
receptors — glucocorticoid receptors, thyroid hormone receptors, estrogen receptors,
pogesteron receptors, androgen receptors and vitamin D receptors. The amount body
adipose tissue is regulated by two physiological systems. The first is connected with
short-term weight regulation and second with long-term weight regulation. With the
first are connected with two gastrointestinal peptide hormone — grelin — an appetite
stimulant and peptide YY — an appetite suppressant.

The long-term regulation of body weight is linked with two hormones: leptin
and insulin. The secretion of leptin by the fat cells is increased by insulin, glicocrticoids
and estrogens and decreased by androgens, growth hormone and free fatty acids. In most
obese individuals levels of leptin mRNA in fat tissue and serum levels are elevated. The
insulin enhances the conversion of glucose into triglycerides in the lipid droplets in the
adipocytes.

The leptin and insulin regulate body weight by acting on some hypothalamus
areas. The stimulation of the adipose tissue by neural and endocrine or hormonal
mechanisms leads to break down of triglycerides into fatty acids and glycerol — a
process called mobilization. The norepinephrin liberated from the postganglionic
sympathetic axons, stimulates a series of metabolic stepsq that activate the lipase, which
splits truglycerides.Hormonal mobilization involves a complex system of hormones and
enzymes that controls fatty acid release from fat cells.
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HEPARIN INDUCED EXTRACORPORAL LDL-PRECIPITATION (H.E.L.P.-
AFFERESIS) IN TREATMENT OF PATIENTS WITH METABOLIC
SYNDROME AND TERMINAL KIDNEY INSUFFICIENCY
Penkov R. MD PhD, K. Ramshev ass. prof. PhD,.Saltirov I. ass.prof. PhD, Nikolov S.
Ass.prof. PhD, Ramsheva Z. MD, Hristova S.

Military Medical Academyp Sofia, Bulgaria

Introduction: Metabolic syndrome includes a number of risk factors for
atherosclerosis  development such as  hypercholesterolemia, hypertension
hyperglycemia, hyperfibrinogenemia, low levels of HDL, obesity and hypodynamism.
With the increase of cholesterol levels the acute coronary death risk increases
uninterruptedly on dose-response basis.

Objectives: The physicochemical fundament of H.E.L.P. therapy is based on
the fact that lipoproteins and fibrinogen can precipitate selectively through heparin and
low levels of pH. The precipitate then can be removed through simple filtration. The
experience shared is of this kind of treatment with patents who have developed kidney
insufficiency and who are at haemodialysis treatment.

Material & Methods:: Six patients at chronic dialysis treatment and with
metabolic syndrome are treated for the period of 4 years. Three of them were with
evidence of magisterial arteries engagement by an atherosclerotic process. We
performed H.E.L.P. therapy with Plasmat “ Futura”system while the volume of the
plasma treated per procedure varied between 2000 ml to 3 500 ml.

Results: We observed excellent hypercholesterolemia affect as the output
values of triglycerides and LDL averagely decreased with 55% and these of fibrinogen
with 36%.

Conclusion: H.E.L.P. therapy is applied for the first time in Bulgaria in the
complex treatment of this highly risk group of patients and it confirms high
effectiveness of the procedure. It creates preconditions for more gentle diet for the
patients. It reduces medicinal treatment with Simvastatin and other HMG- CoA
reductive inhibitors.

OBESITY AS A RESULT OF THE MODERN WAYS OF DIETING AND RISK
FACTOR TO CHILD HEALTH
Z. Rajchanovska, Prim. Dr., S. Janchevska, Prim. Dr., Z. Trpkovski, Dr.
Health Centre Negotino-Negotino, Obstetrics and Gynecology Clinic-Skopje

Background: Obesity is a positive energy intake with reference to the energy
expenditure. It presents a risk factor to all systems of the organism from earliest age as
a result of the modern ways of dieting and lifestyle. It has an epidemic character and
presents personal, family and social problem. Our aim is to show the direct link between
the obesity and morbidity in the early childhood as a result of the modern lifestyle.

Methods: Observation of 100 children born in 2003 — their obesity and
morbidity in the first and seventh year. We used the comparative method.

Results: In the first year, 40 children (40%) have body weight over 10 kilos;
18 of them (45%) were female and 22 (55%) were male. During the time of observation,
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22 children (55%) usually suffered from lower respiratory tract infections (bronchitis,
bronchiolitis, and pneumonia). In the seventh year, 60 children (60%) were obese with
body weight over 22 kilos — 38 (64%) female and 22 (53.6%) male. According to the
morbidity, 36 (60%) had lower respiratory tract infections, 21 (35%) had defects of the
locomotor apparatus, 10 (6%) had psychiatric disorders, and 3 (5%) had diabetes.

Conclusion: Obesity is a risk factor to child health and threat to the health of
adults as well. It may turns into epidemic becoming a problem of the society. The
doctors shold be leaders in their environment and public advocates for the health of the
children and adults. We can fight obesity by: preparing prevention programs; promoting
healthy diets; abandoning the sedentary lifestyle and increasing the physical activity;
giving up vices (smoking, alcohol and narcotics). Finally, we could say that the
prevention of the children's health is the biggest investment into the future.

EVALUATION OF MACROVASCULAR COMPLICATIONS IN DIABETES
MELLITUS
Z. Trpkovski , V. Trpkovska, Z. Rajcanovska, P. Nedev, C. Zafirova-Stojanova, G.
Stojanov,
M. Koseva-Bakarova, P. Bakarov, P. Mat
Health Centre-Negotino, Macedonia

Background: Patiens with type 2 Diabetes mellitus(DM) are with greater risk
for macrovascular complications. Establishing the incidence and prevalence of
macrovascular complicatios in patients with DM as a base for prevention programs.

Methods: The study involved 1320 patiens with DM from Dispensary for
diabetes from Negotino, of wich 16 patiens were DM type 1 and 1304 type 2 (331
patients on insulin therapy).

Patients were on age from 12 to 89 years and duration of diabetes 8.6+-7.6
years. Retrospective study on 1304 patiens with DM type 2 was performed. Included
investigatios: laboratory tests, ECG, coronary stress test, doppler sonograhy,
coronarography, CTM.

Results: With high blood pressure (over 130/85 mmHg) were 404 (31%),
coronary artery disease 339 (26%), peripheral artery disease 210 (16,1%), and
cerebrovascular disease 143 (11%).

Conclusions: The results indicated high prevalence and incidence of
macrovascular complications in patiens with DM type 2. There is a need for more
agressive preventive care of DM patiens,early detection, education and insulinisation,
as a preconditon for lowering the incidence of diabetic complication and better quality
of life.
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COMPARATIVE STUDY ON CHILDHOOD OBESITY IN VILLAGES AND
TOWN
Velickova, N.
Faculty of medicine, University "Goce Delcev’” — Stip, Republic of Macedonia

Background: Levels of childhood obesity are increasing at alarming rates in
many countries, including Macedonia. This rise in the number of overweight children
is disturbing because it causes health problems and can lead to social problems. The
most common causes are genetic factors, lack of physical activity, unhealthy eating
patterns, or a combination of these factors.

Methods: Study involves more than 400 school-aged children (two generation
with 7 and 10 years) in Stip (Macedonia), and 100 children (the same generation) in
surrounding villages of Stip. Overweight children are measured (BMI) in primary
care during the past 3 years (2007-2010).

Results: During the past three years there has been a increase in childhood
obesity in children who live in Stip. Like illustration, in 2008, prevalence of obesity (to
children with 7 years) in Stip had a less than 10%. In the same year, on the same
generation, the villages had a prevalence of obesity equal to 3%. The obesitas is more
estimated in boys than in girls (equal in the town and the villages).

Conclusion: The last indicates that children who lives in the town (Stip) are
more likely to be obese compared to children in the villages. Most probably, the changes
in the environment are playing the key role. Environmental and social factors are the
prime cause of modern obesity. Environmental and behavioural factors have a greater
influence - consuming excess calories from high-fat foods and doing little or no daily
physical activity over the long run will lead to weight gain. Regular monitoring of
physical parameters, psychological, behaviour, diet and exercise should be part of the
treatment package. Childhood obesity represents one of our greatest health challenges.

OBESITY IN SCHOOL’S PREPUBERTAL CHILDREN IN SKOPJE, HEALTH
AND SOCIAL PROBLEM
Zafirovski L.!, Spireska L.2, Nikoli¢ S.3, Risteska G.*, Isjanoska R.’
!Children’s respiratory diseases hospital, Skopje, R. Macedonia, *University Pediatric
Clinic, Skopje, R. Macedonia, 3Institute for physiology and anthropometry, Skopje, R.
Macedonia, *State Institution for Public Health, Skopje, R. Macedonia, *Institute of
epidemiology and biostaistic, Medical fakulty, Skopje, R. Macedonia

Background: Obesity,(result of genetic, biological, psychological, social,
cultural etc.factors interaction) is one of the most important actual public health
challenges for the people’s health condition with alarming increase in epidemiological
world trend. In Europe, last 2-3 decades obesity has threshold more increased,
especially in children and adolescents (annual rate rise trend is: 10 X (ten times) more/
than in 1970 year) Above 60% of obese school children, become obese adults, liable
and susceptible on early arteriosclerosis, hypertension, diabetes-2, malignancy,
osteoporosis, carries, psychosomatic disturbances etc. Obesity is one of frequently
causes for non-contagious morbidities and second of causes of mortality that is
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preventable in early ages. Early notifying the risk of obesity in children is imperative,
for undertake professional, multidiscipline, complex measuresteps for these children as
early as it is possible!

Aim: Pilot study in order to analyze of obesity frequency in school prepubertal
urban children from Skopje.

Material and Methods: We analyzed 233 children,114-boys and 119-girls;
A-group=115 in II" class(mean age-7,39yr.) and
B-group=18 in V" class (of primary schools from Skopje) (with mean age—10,78yr.)
Body weight /for the age, height /for the age, BMI/for the age, skin wrinkles:-(skinfold-
triceps/for the age, skinfold-subscapularis/for the age), were measured and countered.

Results: From investigated children, in A-group=16(13,91%)were with
overweight of Ist® and IInd°(degree), and 5(4,35%)were obese, In B-
group=14(11,86%)were with overweight of Ist® and IInd°(degree), and 4(3,38%)were
obese, (from both sex.).

Conclusion: Such kind of obesity increasing degree is alarming in school age
children! It is necessary to undertake urgent strategic measuresteps for prevention and
treatment of obesity with professional and well planed multidisciplinary and complex
national program. It is necessary to be included: the low-support on health, school and
other education, and wide public community and mediums too. It is important to support
great and necessary changes in number of inactive and actual domains and changes of
many cultural and social valuables and standards, also.

THE PREVALENCE OF OVERWEIGHT/OBESITY AND UNDERWEIGHT
CHILDREN IN A SUBURBAN AND RURAL "M.A.CENTO" AREA IN
SKOPJE, RMACEDONIA
K. Zdravevski!, A. Jancevska?, M. Krstevska-Konstantinova?, Z.Gucev?
‘Health care services-Skopje, Skopje, R. Macedonia, *Faculty of Medicine, Skopje, R.
Macedonia

BACKGROUND: Overweight/obesity are defined as abnormal or excessive
fat accumulation and are major risk factors for a number of chronic diseases, including
diabetes, cardiovascular diseases, musculoskeletal disorders and cancer. Once
considered a problem only in high income countries, overweight/obesity are now
dramatically on the rise in low- and middle-income countries, particularly in urban
settings. In the USA (1980 to 2004) the percentage of obese tripled from 7% to 19% in
children and 5% to 17% in adolescent.

METHODS: We determined the BMI in school children aged 7-14 years, from
6 primary schools (4 in a suburban, and 2 in a rural area). There were 628 children at
the age of 7 years (420 Macedonians and 208 Albanians), 641 children aged 9 years
(430 Macedonians and 211 Albanians), 642 children aged 11 years (436 Macedonians
and 206 Albanians), and 619 subjects aged 13 years (423 Macedonians and 196
Albanians). The weight-for-height status of this target group identifies the percentage
of students who are overweight/obesity/ underweight. The WHO defines "overweight"
as a BMI > 25, "obesity" as a BMI > 30 and "underweight" as a BMI < 5.
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RESULTS: The prevalence of overweight/obesity/underweight found are as
follows: I. Children aged 7 years: overweight 19% (24% Macedonians and 9%
Albanians), obesity 9% (11% Macedonians and 5% Albanians) and underweight 9%
(7% Macedonians and 13% Albanians), II. Children aged 9 years: overweight 23%
(29% Macedonians and 12% Albanians), obesity 12% (16% Macedonians and
6%Albanians) and underweight 5% (4% Macedonians and 8% Albanians), I1I. Children
aged 11 years: overweight 22% (28% Macedonians and 9%Albanians), obesity 10%
(13% Macedonians and 4% Albanians) and underweight 10% (6% Macedonians and
17% Albanians), IV. Subjects aged 13 years: overweight 23% (27% Macedonians and
15% Albanians), obesity 10% (11% Macedonians and 8% Albanians) and underweight
6% (4% Macedonians and 10% Albanians).

CONCLUSION: The prevalence of overweight/obesity is high, particularly at
suburban area. Interestingly there is a significant difference when nationality is taken
into account: Macedonians have 2-3 times higher rate of overweight/obesity, when
compared to their Albanian classmates. Interestingly, the prevalence of underweight is
2 times higher in Albanian subjects, when compared with Macedonians.
Overweight/obesity/underweight, as well as their related chronic diseases, is largely
preventable. This urges a concentrated society programme for their prevention.
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ALLERGY AND
AUTOIMMUNE DISEASES
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JUATHOCTUKA HA ABTOUMYHHUTE BOJIECTU- IPAKTUKA U
NPEIU3BUKATEJCTBO
[Ipod. n-p UI. AnThHKOBA,
YMPBAJI “Cs. Hsan Puncku”, Cogus

Jloka3aHO € TIOCTOSHHO HAalW4Yhe Ha pPAa3JIMYHA aBTOAHTUTENIA U aBTO-
PCaKTHBHM KJICTKH, KOWTO HE TMPHYUHSIBAT OOJECTHH yBpexXIaHus. To3u
HMMYHOJIOTHYCH TOJEPAHC KbM COOCTBCHUTE aHUTCHU CE OCUTYPSIBA OT Pa3iIHMYHU HHUBA
HA peryJyaius Ha Ch3PSIBAHETO W MEPCHCTUPAHETO HA MMYHHUTE KJICTKH, KAKTO U OT
MOCTOSIHHO ~ JICWCTBAllaTa WMAMOTHUI-AaHTUHIUOTHIIHA PEryJaTOpHAa Mpexka Ha
opraHusma.

ABTOUMYHHTETHT € MATOJIOTHYCH (PEHOMEH, NMPU KOWTO IHCperyyanus Ha
HMMYHHATA CHCTEMa CTapTHpa 00pa3yBaHETO HA U3BbHPEJHU ABTOAHTHTEIA HITH KIICTKH,
HACOYEHU Cpelly COOCTBEHHM Ha OpraHM3Ma aHTUICHH, KOUTO MOTraT €BEHTYaJHO Ja
YBpEIIT OpraHu3Ma. ABTOMMYHHH OTTOBOPH MIMa HEMPEKbCHATO, HO caMO OKOJo 5 %
BOJIAT JI0 KinHUYHA Oosect. Jfocera nma nedunupanu Han 80 aBTOMMYHHHU OOJICCTH.

ABTOMMYHHUTE YBPCOKIAHUS CC MPUYMHSIBAT OT: ABTOAHTHTEIA U UMYHHH
KOMIUICKCH, KJIEThYHH (DAKTOPH M LUTOKMHH W pa3indHu ae(eKTH B HMyHHATa
peryianust. Pasriexia ce poisita Ha aBTOAHTHTENIATa, HAYMHUTE 33 M3CIIEABAHETO UM
U UHTEPIpETANNs Ha PE3yJITaTHUTE, KAKTO M HSIKOW OCHOBHHU TPYIH aBTOAHTHTEINA,
UMalll yTBBPACHO JMATHOCTMYHO 3Ha4YeHue. [IpeicTaBeHH ca TMpUMEpU 3a
JIUArHOCTUYHOTO H3MOJ3BaHE HAa HMMYHOJIOTMYHHTE MOKAa3aTelnu MpH Hal-uyecTUTE
aBTOMMYHHHU Oonectu. OuepTaHd ca W HAKOW MpPEAM3BHKATEIICTBA Ha ChBpPEMEHHATA
aBTOMMYHHA [HarHOCTHUKA.

BPOHXO-OBCTPYKTHUBEH CUH/IPOM B IETCKA BB3PACT U
Bb3MOXKXHOCTU HA XOMEOIIATUSITA B TEPAITIEBTUYHOTO MY
MMOBJIUSIBAHE
Hou. I-p JI. Hewiues*, 1-p C. ®umues**, JI-p Us. Hecropos***, JI-p E.
XamKomsau****;

* Kameopa no @apmaronoeus u Jlekapcmeena Toxcukonoeus, MY-ITnoeous, [JOPX-
bvreapus;

** Jlemcko omoenenue Illema MBAJI-Cogus, [JOPX-Bvaeapus,

**% AUTICMII no oemcku 6oarecmu u xomeonamus, Cogust, [[OPX-bvaeapus;
wExE AUTICMIT 6vmpewnu 60aecmu u xomeonamus, Bapua, [JOPX-Bvireapus

YBoa: BpoHX0-0OCTPYKTHBHUST CHHIPOM B JETCKa BB3pacT M HETOBHUTE
YCIIOXKHEHHUs ca 4ecTa NMPUUMHA 3a MOCEIIeHUE MpH JeKap B €KeJHEBHATa MPaKTUKA.
Ilea Ha Hacrosmiata pa3pabOTKa € yCTaHOBSIBAaHE TepaneBTHYHATa e(PEKTUBHOCT Ha
XOMeonaTHATa Npu Jena ¢ OpOHXO0-OOCTPYKTUBHHM CBHCTOSHHMS — CyXa KallIUIa,
CBHUpKAIILO JUIIAaHE, 330yX U eKCIIUpaTOpHA AUCIIHES.

Matepuan u Meroau: OCBIUIECTBEHO PaHIOMU3UPAHO, PETPOCHEKTHUBHO
IpOyYBaHE BBPXY XOMEONATHYHHUTE AocHeTa Ha 51 nmema ¢ OpOHX0-0OCTPYKTHBEH
CHHIPOM, NPOCIEIIBaH MHHUMYM 6 Mecela OT MpPaKTHKUTE Ha YeTHpHMa JIeKaph
xoMeonaTH. JIeueHneTo € MPOBEXIaHO CTPOTO MHANBHIYATHO, B 3aBICHMOCT OT TEXKECTTa
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W TPUYMHUTE 32 T0sBaTa Ha OpoHXWaHaTa oOCTpykuums. HampaBeH e aHanmm3 Ha
TEpAINeBTHIHUS MTOAXO0/, KOMTO BKIIFOUBA JIEYEOHH, MPOMMIAKTHIHN U OPraHN3aMOHHH
MEpKH. AHaJIM3UPaHHU ca 337 MPECKPUNIMKA C XOMEOTIATHIHN CpeacTBa. JlaHHUTE 3a
BCUYKH NallMEHTH Ca BbBEJICHH B CIIELIMAIHO NOATOTBEHA aHKETHA KapTa U 00paboTeHn
cTaTucTHUYecKu ¢ mporpamara SPSS.11.

Pesyararu: Ha 40% ot nenara e u3nucBaHa KOMOMHUpPaHa XOMEOIIaTHYHA 1
anornaTuyHa Tepanus. Hali-uecto ynorpeOsBaHM CUMOTOMAaTHYHU MEIUKAaMEHTH ca
Poumon histamine, Blatta orientalis u Antimonium tartaricum. 3a TepeH Hali-4ecTo
e u3nucean Natrum muriaticum (13%), Calcarea carbonica (12%) u Sulfur iodatum
(8%). Ilpu romsma 4acT OT ManMEHTUTE €PEKTHT OT CHMIITOMATHIHOTO XOMEOIaTHIHO
neyeHue HacThlBa O0bp30 - mpu 43% 1o 24-tust, a npu 57% - mo 72-pust wac ot
3all04YBaHETO Ha TEPANMATA, & B JBITOCPOYEH IUIaH Ha Kpas Ha TpeTtus mecerr 80% ot
TSAX OTYHUTAT IMOJOOPEHNE HA OCHOBHOTO CTPAJiaHKe ¥ Ka9eCTBOTO Ha JKHUBOT.

3akmouyenue: Pesynratute paskpuBaT BB3MOXKHOCTUTE M €(HKacHOCTTa Ha
XOMEOTaTuATa MNpH JICYCHHE Ha OpOHX0-OOCTPYKTUBHHTE CBCTOSHHMSA B JETCKata
BBb3pacT. Te OMxa MOIVIM Ja MOCIYyXaT 3a OCHOBAa Ha KOMIUICKCEH TEpaleBTHYCH
ANTOPUTHM.

IICOPUA3UC - CUCTEMHMU ITPOSIBU ITPU KOKHOTO 3ABOJISIBAHE
Y. kop. mpod. H. Lankos, n.m.H., a-p A. XKemsskos, a-p U. I'pozner
Toxyoa 6onnuya — Coghus
Ten: 0887533319, azhelyazkov@abv.bg

IcopuasuchT € KOXKHO 3a00IsIBaHE, KOSTO Ce Xapakrepusupa ¢ GopMupaHeTo
Ha ePUTEMOTIAMYJIOCKBAMO3MH ILTaKu. BeHbK MosiBUIa ce O0IeCTTa ChIIbTCTBA
IEJTUSI )KUBOT Ha TMAIMEHTA KATO PUCK OT PEIMIUB BUHATH ChlecTByBa. KoxHaTta
6oJIeCT BIIOIIIABA 3HAYMTEITHO KAUECTBOTO HA HUBOT Ha manuenture. [IpoyuBanus ro
CPaBHSIBAT ¢ TOBA HA OHKOOOJIHY WITK OOJTHHU € TEXKH ChPIACYHOCHIOBHU 3200 ISIBAHUS.

IcopuasuchT € 3HAYUTEITHO ACOMUUPAH C METAOOIUTEH CHHIPOM, KaTo B
pe3yJITaT PUCKBT 3a Pa3BUTHE HA ChPICYHO-CHI0BH, MO3bUHO-ChIOBU 3200 ISIBAHUS
Ipy TC3U MAaUCHTH € 3HAYUTCIIHO MMOBUIICH. E[lHO oT Haﬁ-BepOﬂTHI/ITe O6§1CHeHl/l§1 €
CHCTEMHOTO Bb3MaJeHUE, Ha KOETO ca M3JI0KEHH Te3u 00HU. Bpb3ka ce ThpcH u B
CXOJICTBOTO B [IATOT€HE3aTa Ha aTePOCKIIEPO3a U MCOPUA3HLC.

SKIN PRICK TEST - SPT ON CHILDREN WITH ASTHMA
J. Breslieva, L. Doneva
Clinical hospital, Shtip R. Macedonia

Introduction: Asthma is chronical inflammatory disease of respiratory system
where many cells play great part and is characterised by seizures of reversible bronco
obstruction which is clinically manifested with expiratory dispnea, wheezing, stab in
chest and cough.
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Aim:of our study is to prove the applicability of skin prick test on the children
with asthma.

Material and methods:10 children from 5 to 12 years old in which was
evident bronco obstructive crises with difficult persistent asthma. At half of the children
for complete confirmation of the diagnosis and further treatment, except the above
mentioned tests, the following additional tests were performed: eosinophily in swab
from nose mucus membrane and in sputum, UniCAP total IgE and UniCAP specific
IgE, lung functional tests, additionally performed in the Clinical center in Skopje.

Results: the test was negative for 2 children, for other 4 children the test was
positive for pollen of grass and home dust, and the rest 4 children were allergic to pollen
from trees and weed and Dermatophagoidinae.

Discussion: Recently it was proven that atopy as genetic predisposition for
development of IgE response to repeatable aero-allergens is the strongest predisponirant
factor for asthma development. Specific allergens can provoke early asthmatic response
by IgE which provoke release of mediators from mast cells and late response (LAR)
which shows 6-10 hours starting from allergic exposition and this is as a result of
infiltration of inflamatory cells - eosinofiles and Th2 cells.

Conclusion: Skin tests are necessary tests in diagnosis and treatment of
difficult and persistent asthma.

NOVEL IMMUNE MODULATING THERAPY: TOCILIZUMAB IN
PATIENTS WITH RHEUMATOID ARTHRITIS REFRACTORY TO BASIC
THERAPY
Calovski J.!, Gucev F.!, Ginev J.2, Pavlova S.!, Karadzova-Stojanoska A.!, Osmani
B.!, Spasovski D.!

! Clinic of rheumatology, Medical Faculty — Skopje, R. Macedonia, > PZU Venus —
Kavadarci, R. Macedonia

Background: Modern progress in pharmaceutical development as well as in
understanding of the immunopathogenesis of rheumatoid arthritis (RA) have allowed
the introduction of new immune modulating therapies for this disease. This has spurred
the development of biologic agents targeting components of the aberrant immune
response in respect to the occurrence and sustenance of the immune driven systemic
inflammation characteristics typical for RA. One of the cytokines with effects on
numerous cell types including those involved in the pathogenesis of RA is IL-6.
Numerous studies on the effects of inhibitors of IL-6 were conducted in animals and
subsequently in humans, which showed that IL-6 appears to be a viable target for
autoimmune disease. Our experience is with tocilizumab, a humanized monoclonal
antibody specific for the IL-6 receptor (IL-6R). It has been shown to be of significant
efficiency in patients with RA. The objectives of the present article are to report the
efficacy and safety of tocilizumab in patients with active RA in clinical practice.

Methods: In total, 8 patients (all women), with severe disease activity, were
treated with tocilizumab. Any prior infections, as well as other comorbidities, were
treated before the drug was administered. Guidance on disease control and prevention
was adviced. During treatment, one patient was diagnosed with pneumonia and
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therefore application of tocilizumab was terminated. Mean age of the patients was
49,5+8,28, while their mean disease duration was 8,42+8,75 years. Before the
application of tocilizumab the patients were treated with basic therapy including
different combinations of metotrexate, resochine, steroids, and two with rituximab, but
without satisfactory effects. Patients remained on metotrexate, steroids and nonsteroid
anti-inflammatory drugs during the treatment with tocilizumab.

Results: Mean DAS28 score was 6,59+0,79 initially, and decreased to
4,86+1,04 after three doses (n=7). After three doses all patients were significantly
improved, the remission rate was 28,57% (2 patients) and all of them had achieved
moderate disease activity. With the notable exception of one patient who developed
pneumonia because of which application of tocilizumab was terminated, all others
responded well to the therapy and there was no decrease of efficiency of tocilizumab
during the treatment.

Conclusion: Tocilizumab has been shown to have significant efficiency in
patients with RA. Treatment with this agent can rapidly induce remission in RA in a
high proportion of patients and is generally well tolerated. Tocilizumab would seem to
be a promising treatment option, even as a possible first-line choice in the management
of RA. Studies, on a large scale, analyzing its effects in varied populations of RA
patients, as well as further detaila concerning its long-term efficiency and safety of
tocilizumab are needed to more precisely define its role in the treatment of RA.

ALLERGIC RHINITIS - TREATMENT AND COMPLIANCE IN
CHILDHOOD

D. Dacevski, MD, Prim, J. Buzarov, MD Prim, O. Zafirovski, MD Prim

Institute for Respiratory Diseases in Children-Kozle, Skopje, Macedonia

Allergic manifestations on the upper airways tract in children are more often
presented in the last decade. Consequently, it is very necessary to have special approach
in diagnosis, therapy and management for these patients.

Our aim was to perceive appearance of the symptoms, their representation and
frequency and seasons’ manifestation, also. In addition, following of the other clinical
entities presentation, therapy and its difficulties during utilization was noticed.

Material and Methods: In this study we analyzed data from 105 patients at
the age of 5-18 years. Patients were ambulatory followed at the Institute in the period
of the last 5 years. Gender distribution was: 57 (54, 28%) male and 48 (47, 72%) female.
In all patients were realized ENT, laboratory and allergy investigations.

Results: Pollens and Dermatophagoides pteronyssinus were dominant
triggers. In all patients we realized forehead rhinoscopy. Ashy livid slime was detected
in 102 (97, 14%). Rhinorea was presented in all children and for 52 (49, 52%) data for
manifesting cough was given.

Therapy was realized with local corticosteroid in 50 patients (47, 62%),
antihistamine -42 (40%) and in the same time application of asthma prevention with
topic corticosteroid -38(36, 19%). Local treatment was discontinue realized, but in
11(10, 47%) patients we had no good response on the local treatment. It has to be notice
that with those children and their parents we had not very good compliance.
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Conclusion: Because of the good health benefit in relation with used therapy
it is necessary to have very good compliance between physician form the one side and
parents/child, from the other side. In that case, possibility for patients dissatisfaction
and because of that treatment withdraw will be minimal.

ASTHMA IN CHILDHOOD (CASE PRESENTATION)
L. Doneva, MD, specialist in Pediatrics; J. Bresliska, MD, specialist in Pediatrics
JZU “Klinicka bolnica”, Stip, Republic of Macedonia

Background: Asthma in childhood is usually a misdiagnosed condition by the
doctors or because of the parents' behavior that can’t accept their child has asthma. A
typical case of uncontrolled asthma in a five years old girl is presented in the abstract.

Method: The girl was from a lower social class living in poor conditions. She
has had bronchitis frequently since the age of two and she has been on medications
(antibiotic + Salbutamol syrup) once or twice monthly because of the severe symptoms.
When she was brought to the ward she didn’t have fever, but she had tachydyspnea,
tachycardia, chest indrawing, air hunger, slow and almost unhearable vesicular
breathing on both lung sides. The oxygen saturation was 75%. A basic blood test and
an x-ray image of her lungs were made. The results from the blood tests were: WBC -
10.2 x 10%1; RBC - 4.68 x 10'%/1; Hgb - 121g/l, HCT - 45.4% and the erythrocyte
sedimentation rate was 8. The x-ray image of the lungs showed emphasized hiluses,
increased and potentiated bronchovascular image and hyperinflation.

Results: A short-acting f2-adrenergic receptor agonist-Salbutamol (Ventolin
sol.) was immediately administered to the girl via nebulizer in dosage of 0.025ml/kg,
twice in a time period of 20 minutes. The girl was put on an oxygen support. The
asthmatic symptoms were very severe and therefore a systemic corticosteroid was given
to her and also a single dose of Aminophylline amp. i.v. in dosage of Smg/kg. The
condition of the patient drastically improved in two hours and the oxygen saturation
increased to 92%. As a result of the poor social conditions, the parents rejected further
investigations in a specialized institution. The girl was put on an inhalational
corticosteroid - Flixotide 50pg (Fluticasone propionate). She was taught to inhale it by
volumatic. In the next five months she had just one mild obstruction.

Conclusions: The good anamnesis, the typical clinical manifestations and the
appropriate answer to the therapy completely confirmed the diagnosis of bronchial
asthma.

MACEDONIAN NATIONAL CONSENSUS FOR DIAGNOSIS AND
TREATMENT OF ASTHMA, REALITY AND PERSPECTIVE
Gjorcev A.,Janeva E.,

Clinic of Pulmonology and Allergy, Medical Faculty, Skopje, Macedonia

Asthma is a chronic inflammatory disorder of the airways in which many cells

and cellular elements play a role (mast cells, eosinophils, T lymphocytes, macrophages,
neutrophils, and epithelial cells). These mediators act on cells in the airway, leading to
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contraction of smooth muscle, oedema due to plasma leakage and mucus plugging. The
chronic inflammation is associated with airway hyperresponsiveness that leads to
recurrent episodes of wheezing, breathlessness, chest tightness and coughing,
particularly at night or in the early morning. These episodes are usually associated with
widespread, but variable, airflow obstruction within the lung that is often reversible
either spontaneously or with treatment.

There are many things that can cause asthma symptoms and everyone’s asthma
triggers are unique. Allergic triggers are dust mites, mould, certain foods, animal dander
and pollen. Non-Allergic triggers are exercise, infections like colds and flu, cold or
humid air, intense emotions, medications like aspirin and beta-blockers, hormones, air
pollution and occupational irritants such as paint or chemicals.

Asthma is a worldwide problem and also is one of the most common chronic
diseases worldwide —300 millions or 7.2% patients suffered from asthma. Prevalence
increasing in many countries, especially in children — 6% and in adult 10%. There are
180,000 deaths annually. In the Republic of Macedonia 100,000 or 5% of the population
suffer from asthma.

Morbidity and mortality from asthma and is in constant growth that imposes
the necessity of unifying the diagnostic and therapeutic approach to asthma through
detailed protocols which specify the exact location, the role and significance of each
diagnostic and therapeutic procedure, and any entity connected in any way with this
enigmatic disease.

The Global Initiative for Asthma (GINA) works with health care professionals
and public health officials around the world to reduce asthma prevalence, morbidity,
and mortality. Through resources such as evidence-based guidelines for asthma
management.

GINA was launched in 1993 in collaboration with the National Heart, Lung,
and Blood Institute, National Institutes of Health, USA, and the World Health
Organization. Only two years later in Macedonia was open the first Center for Asthma
at the Clinic of Pulmonology and Allergy. In 1996 was published the first Macedonian
National Program for Diagnosis and Management of bronchial asthma who wants to
uniform diagnostic and therapeutic modalities or single doctrine. In 1999 was published
the first Macedonian National Consensus on the Diagnosis and Treatment of asthma
and chronic obstructive pulmonary disease. In 2007 were open another 12-Regional
Centers for asthma in Macedonia.

Greatest benefit of specific immunotherapy using allergen extracts has been
obtained in the treatment of allergic rhinitis. The role of specific immunotherapy in
asthma is limited. Specific immunotherapy should be considered only after strict
environmental avoidance and pharmacologic intervention, including inhaled
glucocorticosteroids, have failed to control asthma. Perform only by trained physician.

Approach in pharmacological therapy in patients with asthma is described as
step approach, which means an increase or decrease the number of medications and
frequency of application depending on the severity of asthma.
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PROFESSIONAL ALLERGY BRONCHIAL ASTHMA FOUND IN A
WORKER IN LEATHER INDUSTRY
R. Jordanova - Prim.D-r.M-r.sci.med., O. Jordanova - student medical
Department for Occupational Medicine, Medical Centre ,Veles, Republic of
Macedonia
Medical student, University of Medicine, Skopje, Republic of Macedonia

Introduction: Professional bronchial asthma (PBA) is caused by specific
agens from the working enviroment, it is reversable obstruction of the respiratory
system which is caused by dust, gas, steam and smoke from the working enviroment.

Descripton: 45 years old patient, has been observed, taylor in a leather
industry with 10 years working experience. The patient has suffered from dry cough for
5 years, hard breathing, missing air, expectorate white glued secretion, lungs sound,
tightening and repression.

Directed examinations has been done, including clinical auscultatorn diagnosis
of the lungs, alergicy skin tests with standard inhalation and specific professional
alergens following prick method, total IgE, laboratory and hematological analyzes and
functional lungs monitoring. Special place in the evaluation of PBA exsisting has the
positive working anamnesis, exposition and elimination test, spirometry, non-specific
bronchoprovocative test with Metaholin, functional lungs monitoring before and after
the work with spirometry, as wen as PEF monitoring (the largest expiratory flow), with
pursuance of the FEV; value, before and after bronchoconstriction and after the
bronchodilatation. After inhalation of 5000gama Metaholin, auskultator and spyrografic
diagnosis changed inasence of bronchoconstriction. FEV; value lowered for more than
20% hyperactivity wag registered in the breathing chanel. With bronchodilatator
inhalation, FEV; value increased for more than 15% therefore positive
bronchodilatatoren test with Ventolin was confirmed.

Conclusion: It is necessary to have prevention on time with a control of the
enviroment (ecological monitoring), early detection of the symptoms and signs of the
disease, timely halt of the exposion and prevention of the development of the disease as
wen as appropriate therapy and rehabilitation of the diseased with PBA.

POLENIC ALLERGY AT CHILDREN
D. Kolarovska, B. G. Temelkovska
Clinical Hospital Bitola

Introduction: Polenic allergy as others allergies has an explosive trend of
increase. About one ot third of the mankind have this problem esspecially the children
are more often expose on different air allergens.

Methods: In 310 children in age of 2-11 years with rhinitis are made blood
examinations as the number of leukocytes, eosinophils in blood and in nose secret. The
examination is made with hematology analysator, leukocytes formula and eosinophils
are examinated in smears which are coloured by May Grinwald- Gimza's and the absolut
number of eosinophils are determinated in counting chamber to Neubauer and coloured
with eosin by Dunger.
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Results: The number of leukocytes is 8,9+/-2,1 H 10° /L and in 93 of the
children (30%) there are increased number of eosinophils- in blood smears 0,06+/-0,02
and by Dunger with chamber method- 0,425+/-0,125 H 10°/L. In 14 of children (15%
of the immunosensibilitation children) are detected eosinophils in nose secret.

Conclusions: Polenic allergy represent a global helth problem. Affecting at
least 15% of the children population induced after allergen exposure, air contamination,
artificially materials, by an immune response of the body. Polenic allergy opposite in
relation to ordinary rhinitis has increased absolute number of eosinophils in blood and
nose secret. The prevention and protection at children by allergic rhinitis is very
important, to avoid the late complications of long continued sensibilitation on allergen-
allergic bronchitis and asthma, by using the management of allergic rhinitis- avoid the
pollen, using medications in prevention at least 2-3 weeks before the seasons with
allergens or specific immunotherapy and education.

DETERMINING OF SPECIFIC IMUNOGLOBULIN E IN SERUM OF
CHILDREN WITH ALLERGIC DISEASES
Mircevska V., Lazarevska I., Lekovska B., Ivanova B.
Institute for Respiratory Diseases in Children — Skopje, Republic of Macedonia

Background: To determine the serum levels of specific IgE in serum of
children with allergenic diseases.

Methods: Analyzed population were 69 children below 10 years of age 42
(60,8%) male and 27 (39,2 %) female patients from our institute. A retrospective
evaluation was performed on material from 3 months period (April - June) 2005, with
measurements of the level of specific IgE in serum. We used the method of “ELFA”
from the company “Bio Merieux”.

Results: The results that we got showed that distribution of children based on
their age was: 30 children between 1 month and 1 year, 27 children between 1 and 3
years, 3 children from 3 to 5 years and 9 children from 5 to 10 years. From all analyzed
samples in 36 (52,2%) cases there were increased values of some of the specific IgE in
serum. From inhalation allergens: Dermato. pt. 58.3% x 0.70 KIU/L class 2, Dog 33.3%
h 0.81 KIU/L class 2, Cat 33.3% h 0.87 KIU/L class 2, Alternaria 25.0% x 0.45 KIU/L
class. From nutrient allergens: Wheat 87.5% h 3.73 KIU/L class 3, White of egg 73.7%
x 2.56 KIU/L class 2, Soya 61.5% x2.09 KIU/L class 2, Milk 20.0% x 2.09 KIU/L class
3.

Conclusion: The ELFA test is highly applicative method, simple and quick
for accomplishment, economic tests and calibration in time of 14 days. It is good for
determining the circulatory antibodies among children below 3 years, when it is not
possible to use the skin tests and it is independent from the used therapy. It can be
accomplished regardless the medical condition of the patient, and avoiding systemic
reactions, such as anaphylactic shock.
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EFFECT OF INHALED CORTICOSTEROIDS-BUDESENIDE ON THE
OUTCOME OF ASTHMA BRONCHIALAE
d-r G. Miskovska-Saljamovska, d-r D. Micevska, d-r M. Toskovska, d-r B. Kitanovski
Hospital for rehabilitation- Oteshevo Resen Republic Macedonia

Background: Airway inflammation, hyperreactivity and mucous
hyperproduction are the main characteristics of asthma. The study aims to assess the
effect of inhaled corticosteroid (ICS) - budesonide in the treatment of asthma.

Methods: The study group consisted of 40 outpatients with mild to moderate
asthma with forced expiratory volume in one second (FEV1)75 £5%, and vital capacity
(VC) 3,02. At recruitment into the study treatment period, they discontinued their
regular therapy and started the therapy provided for the study purposes. Twenty three
patients were on ICS- Budesonide 800ug/day and 17 received B2 agonist-inhaled
Salbutamol 300 png /day. All of them received theophylline 700 pg /day. Six weeks later,
the subjects were assessed by spirometric measurement of lung volumes (FEV1,VC).
In a 6 mouth follow-up study we observed the presence or absence of respiratory
symptoms, the frequency of exacerbation episodes and hospital admissions to reflect an
ongoing airway inflammation and its association with the blood eosinophillia.

Results: The first group showed a 20+ 3% greater improvement in FEV1 and
Vc rates when compared to the Salbutamol group - 16+2%. Respiratory symptoms,
number of exacerbations and the need for hospital admission were significantly higher
in the second group which correlated well with the increased eosinophil activation.

Conclusions: Inhaled corticosteroids as potent anti-inflammatory agents can
effectively improve the clinical expression of bronchial asthma.

NERVOUS AND IMMUNE SYSTEM INTERACTION
Corr. member, Prof. dr. W. Ovtscharoff, MD, PhD, DSc
Department of Anatomy, Histology and Embryology, Medical University of Sofia,
Bulgaria

The main communication systems — immune, endocrine, and cardiovascular
are influenced by the nervous system trough direct supply and by means of circulating
hormones. In turn, these systems feedback signals to the nervous system — completing
the circle.

The nervous system and immune systems are interconnected. The lymphoid
tissue receives postganglionic sympathetic supply. The lymphocytes possess receptors
for number of hormones, neurotrasmitters and neuromodulators. The corticoids,
endorphins and enkephalins, which released during stressful conditions possess
immunosuppressive effects. The corticosteroids are the most powerful endogenous
suppressors, especially for the innate immune response. The hypothalmo-Pituitary-

Adrenal axis is the central integrative system, that rules the stress homeostasis.
This system controls the synthesis and release of the peptide and steroid hormones.
There is connection between behavior and immune functions. Between psychosocial
factors, including stress there is link with susceptibility and progression of
immunological mechanisms. Chronic stress is associated with increased incident and
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severity of the common cold and decreased survival in patients with breast cancer and
melanoma. In such cases was established lower level of NK cell.

CNS controls the immune system in two ways. Most lymphoid structures
received direct sympathetic supply for the blood vessels in the lymphoid tissue and
directly to the lymphocytes. CNS directly and indirectly controls the secretion of
different hormones, and especially corticoids, growth hormone, prolactin, a-melanocyte
stimulating hormone, thyroxin and epinephrine. Of all biological systems, the most
complex are the human brain and human immune system. Each in its distinctive way
has evolved the capacity to remember experience, learn, and communication. The
memory mechanisms and communications in both systems are essential different. The
immunological memory is at present better understand. The brai memory processes are
much more complex and flexible. The receptors on T cells bind neurotransmitters such
as norepinephrine and endogenous opiates and norepinephrine — the immune cells are
equipped to received messages from the brain. There is traffic in the other direction —
immune chemical messengers, called cytokines, could affect the brain. The
neurotrophins, including NGF mediate neuronal survival, also affect survival of
immune cells. The pathogenesis of neuroimmunological disorders is still poorly
understood.

Demyelinating autoimmune diseases involved damage to the myelin in the
nervous system. In some cases the attack starts from “defective” immune cells, but in
other cases the defect is in myelin. For nearly a century, an autoimmune basis for
schizophrenia onset and progression has been proposed.

ALLERGY AT CHILDREN’S AGE
V. Temelkovska, Dr.,* B. Grozdanova-Temelkovska, Prim. Dr.,** T. Lalevska, Dr.,*** D.
Kolarova, Dr ****
Private Health Institution “Dr. Blagica ”-Bitola,* Clinical Hospital-Bitola, Pediatric
department, **
Public Health Organization “Health centre”-Bitola, *** Department for laboratory
diagnostics, Clinical Hospital-Bitola, **** Republic of Macedonia

Allergy means a situation of changed reactivity that occurs after continuous
exposure at unknown substance, in fact, antigen and this kind of situation is harmful for
people. The allergy is a negative consequence of immunological process in the body,
essentially, it is a consequence of the negative reaction antigen-antibody.

According to statistics, the occurrence of allergy diseases at children’s age
varies between 5 and 10%. In this study, we examined 45 children, at the age 0-14. 69%
or 31 of them were boys and 31% or 14 were girls. According to the place of living,
20% or 9 children were living in villages and 80% or 36 in the city. According to their
age, 56% or 25 children were younger than 3 years, 22% or 10 children were at age 4-
6, and 22% or 10 children were at age 7-14. 53% or 24 children manifested allergy in
the first year of life, 25% or 11 children in the period of 1 to 6 years old and 22% or 10
children after they were 7 years old. In the case of 23 children (51%), the manifestation
of the allergy was the atopic dermatitis, in 14 cases (31%) — bronchial asthma and in 8
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cases (18%) — with symptoms of allergic rhinitis. From the 23 cases with first diagnose
atopic dermatitis; later on 48% or 11 of them manifested symptoms of bronchial asthma.

From the cases with bronchial asthma, later on 21% or 3 children manifested
allergic rhinitis, also. 91% or 41 children had a positive family anamnesis: in the cases
of 22 children (54%) both parents manifested allergy, in the cases of 9 children (22%)
only one of the parents manifested allergy, in the cases of 10 children (24%) the allergy
symptoms were manifested in the family (grandparents, also). 20% or 45 children were
relatives.

We may conclude that the allergy is manifested in the early ages, till the first
year of life, it is more usual for male children and the children that live in the cities. The
most common way of manifestation is the atopic dermatitis, later on, part of them start
to manifest the symptoms of respiratory allergy, although it can start with symptoms in
the respiratory system.

Most of the examined children had positive family anamnesis, and part of them
were relatives.

ALLERGIC CONSTITUTION IN CHILDHOOD AND RECIDIVE
LARYNIGITIS EPISODES

0. Zafirovski, MD,Prim., D. Dacevski, MD,Prim, J. Buzarov, MD,Prim

Institute for Respiratory Diseases in Children-Kozle, Skopje, Macedonia

Aetiology of laryngitis episodes, especially those repeated is unclear, yet. The
acute onsets of attack, without signs and symptoms of acute infection, short duration,
and early response on symptomatic therapy lead to conclusion that there is important
role of allergic constitution in childhood.

The aim of this professional work is to determine the degree of correlation
between repeated laryngitis episodes and allergic component.

Material and methods. There were 60 children included in this work. They
had anamnesis data about repeated laryngitis episodes and performed skin prick tests
about allergy predisposition. Personal and familiar evidence about allergy was assessed,
too.

Results. Positive results from allergy skin prick tests were confirmed in 31
child. From them, in correlation with this basic disease, allergic constitution (asthma,
allergic dermatitis, and allergic rhinitis) was determined in 19 patients. The most
positive allergen causes were: pollen-21, Dermatophagoides ptt.-16 patients ... From
those 29 patients with negative results on allergic skin prick tests, 16 had positive
anamnesis of personal/familiar allergy, allergic dermatitis in 6, asthma in 4, recidivate
broncho-obstructive episodes -4, positive asthma anamnesis — 3. Only in 13 patients
allergy was not evidenced.

Conclusion. There is high degree of significant correlation between repeated
laryngitis episodes and allergic constitution in childhood. Allergy is appeared as very
important factor in etiology of repeated laryngitis episodes.
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FOLLOWING OF GROWTH IN ASTHMATIC CHILDREN - OUR
EXPERIENCES
Zafirovski Lj.!, Konstantinova M.(Mr.sci.)?, Smiljanic S.(Mr.sci.)?, Tausanova
B.(Prof.Dr.sci.)*, Zafirovska L.3
!Children’s Hospital for Respiratory Diseases, Skopje, R. Macedonia
2 University Pediatric clinik, Department of pediatric endocrinology, Skopje R. M.
3 Pulmonary Diseases and TBC Children’s Center, Med. Centre”Dr. D. Misovic”,
Belgrade, R. Serbia
“Institute of epidemiology and biostaistic Medical fakulty ,Skopje, R. Macedonia
’Medical faculty, Skopje, R. Macedonia

Background: Some authors published temporary suppression of growth in
children who received high doses of inhaled corticosteroids(ICS),but still definitive
childrens growth was reached and it depends mainly from reached asthma control.
Using low doses of inhaled corticosteroids (ICS)(<400mcgBDP or<200 FP),most of the
authors,did not show eventual suppression of the definitive child's growth.

Aim: To show our experience in follow up of the growth in asthmatic
children, that used or didn't use ICS.

Material and methods:We followed height growth in 360 children, mean
age:10,34yr. male:219(60,83%) female:141(39,16%). Constitutionally low growth was
excluded with parents exam. Puberty signs were noted, low feedings and bad social
condition were anamnestical detected and excluded. Children were divided in three
groups: I gr.: those who received <400mcg of BDP,or<200 FP > 6 monthes, II gr.those
who received Ketotifen or Chromoline, III gr: those who didn’t receive
anything.Measurements were performed with standard antropometric procedures (with
stadiometar).

Results and discussions: There were no statistic significant differences
between these three groups. In fact even in III group were measured minimal growth
reterdance although not statistical enough significant which probably owes to the fact
that notprevented B.A.and not enough controlled is more dangerous for childrens
growth than low doses of ICS.

Conclusion: Low doses of ICS (<400 mcg BDP,or <200 FP.)did not produced
anu suppression on childrens growth and they are first line choise for threating allergic
inflamation in respiratory system.
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PATIENT SAFETY

86



FIRST INTERNATIONAL MEDICAL CONGRESS OF SEEMF

BE3OITACHOCT HA MTAHUMEHTUTE B ,,AKTA MEJIUKA”
Enena Y3yHoBa — 3aMecTHHK V3ITBIIHUTENICH JUPEKTOP
J-p Xpuctuna KocrtaguHoBa - MeauIMHCKH JUPEKTOP
J-p "an HenkoB — Hauanuuk ,,OnepaTtuBeH cekrop”
CHexaHa MuxaiinoBa — [ 1aBHa MeUIIMHCKA cecTpa

KauecTBOoTO Ha JeueHHe, 3paBHHU IPWKU U OE30MACHOCTTA HA MAlMEHTUTE Ca Halll
ocHOBeH npuopureT. [lo nmpodiemure 3a 6€30MaCHOCT Ha MAMEHTUTE OPraHU3aALUITa
HHM paboTH Olle OT CTApTHPAHETO Ha JAEHHOCTTa Ha MHoronpoduiHaTa OoJHMIA 3a
aKkTUBHO JieueHue npe3 2007 roguxa.
2007 r — 2010 r. — IIporpama 3a 60pba ¢ BETPEOOTHUIHNTE HHPEKITUI
Peannsupanu o0yueHus:
1. [TouncrBane ¥ Ae3MH(PEKIUS Ha MOA ¥ IOBBPXHOCTH — OONHUYHA
CTasi U CAHUTAPEH BB3EIL

2. [MouncTBane 1 ne3nH(EKIUS Ha OTIEPAIIOHEH OJIOK.

3. [MouncTBane n ne3uH(EKLMS HA KyXHs — Pa3IMBOYHA.

4. Je3undekius Ha pbiie.

5. Pwuna pabota ¢ Texectu

6. JleauHpexuns Ha XUpypruueH HHCTPYMEHTapUYM.

7. Ympasienue Ha OOJTHUYHUTE OTHAIBITH.

8. CnOupane, NeKOHTaMHUHAIMS, [e3MHQEKIHUS | OIaKOBaHE Ha
MHCTPYMEHTH 3a CTEPHUIN3AIIMSL.

9. [ToBeneHue Ha Xoparta B yCIOBUS Ha MOXAap

10. 3amuTa Ha MEIUIUHCKHAT IIEPCOHA OT NPUYUHNTEHN Ha HH(EKINH
opeJaBaHM 1O KpbBeH NObT — xematur B, xematur C  u CIIMH.
[Tpeexcrno3uMOHHA M MOCTEKCIIO3UIIMOHHA PO IIAKTHKA

11. XurveHa Ha pblie

12. BBU. WuaumkatopHrm WHOEKIWH — TIOCTONEPATUBHU DPaHEBU

nHdpexun. [IpoGaeMHn paHu B XUPYPrusiTa. AHTHCETITHKA.

2009 r — crapTupaHe Ha Tpolleca 1O aKpeAuTallys Ha CTaHaapTuTe Ha Joint

Commission International

I eran — IIpeBox Ha MexyHapoaHuTe ctannaptu Ha JCI

Il eran — Cdopmupane Ha Tpymara IO KadyecTBO, KOATO C€ TPIKH 3a

pas3mrcBaHe Ha MOJIUTHKUTE B OpraHU3aIisiTa cChriacHo cranpaprure Ha JCI,

BHE/IPSIBAHETO W KOHTPOJIA TI0 CTIIa3BAHETO

IIl eran — BHenmpsBaHe Ha MEXIyHAPOJHUTE IEM 3a OE30MMAaCHOCT Ha

MAIIMCHTHTE
Hetinocr 1. PaznucBane u  onoOpsiBaHe Ha
MOJIUTHKHTE TI0 IIECTE 1SN 32 0E30MACHOCT HA MAIUCHTUTE
HeitHocr 2. OpnobpeHre Ha IUIaH 3a JCHCTBUE IO
BHEJIPSBAHETO HA IIEJIHTE 32 OE30MACHOCT — MIJIOTEH MPOSKT
«OrnepaTUBHU OTICICHUS» *

Heitnocr 3. IMonroroBka W peanu3anus Ha OOYYEHUS CHBMECTHO C

eKCIepTHUTE IO YOBEIIKH PECYPCH 3a BCSIKA KOHKPETHA TTOJIUTHKA.
HeitaocT 4. Cdopmupane Ha KOMHUCHS 3a BBTPELICH
OJITUT TIO CIIa3BAaHETO Ha IIETUTE 32 OE30MaCHOCT.
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[TmroTHOTO BHEIpSIBAHE Ha MEXTYHAPOJHHWTE CTaHAAPTH 3a OomHMIM Ha Joint
Commission International B8 AKTA MEJIUKA mie 0b1e B omepaTHBEH CEKTOD,
oOxBarmar

*  ['MHEKOJOTHUYHO OTICIICHHE

»  XUpypruvyHo OTACICHUE

= OpTromeanyHO OTACICHHE

= OmnepainuoHeH OJIOK
BHeapsBaHETO HA CTAHJAPTHUTE 32 KAYECTBO € YACT OT CIHH MO-TOJISIM BHTPEIIHO
OpraHM3al[MOHCH TMPOCKT Kacael] ONCPATHBHUTE HU OTICIICHHs, a HMEHHO
.| IOBHIITaBaHE HA KaueCTBOTO, OE30MacHOCTTa M e(PEeKTHBHOCTTA Ha paboraTa B
orepanroHeH 0JI0K Upe3 POKyc BbpXY MalueHTa”
OO0xBaT Ha IPOEKTa

OmnepaTtuBau otaeneHus U OnepannoHeH OJI0K

[epron Ha peanm3anus
Cenrtemspu 2010 — Mapt 2010

OCHUI'YPABAHE HA BE3OIIACHOCT 3A TAIIMEHTA U OIIEHKA HA
PUCKA BbB ®PAPMAINEBTUYHATA ITPAKTUKA
Jon. U. I'eros, n-p H. Paxesa-/ladmHoBa

Meouyuncku ynusepcumem Cogus, @apmayesmuyen paxyimem

HHTEpechT KbM 0€30MaCHOCTTa Ha TMAIlMEHTa W HEXKEIaHUTE CHOUTHS |
HEeXeJIaH! JICKapCTBeHH peaknuu He ¢ HoB. Omie Oarmara Ha MeIUITMHATa — XUAMTOKPaT
€ oTOemNs3al, 4e MeTUITMHATA TIPS BCHIKO TPsOBa J1a HE BPSIH HA MAIIMCHTA, TPHHIIATL
MO-KBCHO HW3KazaH oT [aJeHyc B WM3BECTHAaTa JAaTWHCKa CEHTeHHnusA ‘“‘Primum non
nocere”.

BezomacHocTTa 32 MAalMEHTa € 3HAYUM M JI0 CKOPO, B TOBEYETO CIy4au, CKPUT
npoOsieM B cuctemute Ha 3zpaBeomnasBane. Jloknagst “To Err is Human” (1999) na
Institute of Medicine na CAILl e mbpBUAT, KOHTO HE CaMO pa3KpHBa HEU3BECTHH (HaKTH
3a FpeLlIKI/ITe 1 HCIKCIIAHUTC C'I)6I/ITI/I§I, HO U C€ OTHACA KbM Banoca [} KOHCprKTI/IBeH,
o0Opa3oBaresiecH 1 MOOHITU3UPAIL] ITOIXO/.

Crnopen Texauueckus noknan , IloqoOpsBaHe Ha O€30IMACHOCTTA HA TIAIIMCHTUTE
B EC*, n3rotBeH 3a EBpomneiickata komucus u myoiaukyBas mpe3 2008 T., B JbpKaBUTE-
qWIeHKH Mexny 8-12% oT npueruTe B OOJHHIIA MMAIIMEHTH CTaBaT OOCKT HA HEXKETaHU
CHOUTHS B ITpoILIeca Ha MoTydaBaHe Ha 3IPaBHHU TPIKH.

MHoOTo TBhpXKaBW HACOYBAT BHUMAHWUETO CH KbM H3CJIeIBaHE Ha Mpoliema u
BB3MOYKHOCTHUTE 33 M3TpaXkIaHe Ha CUCTEMH 3a 0€30IMacHOCT 3a MAIeHTa U OTYUTAHE
Ha TpemkuTe. [TomoOHM cucTeMH OOMKHOBEHO ca 4acT OT CHCTEMaTa 3a OIICHKa U
OCHTYpsIBAHE Ha Ka4eCTBO.

KayecTBoTO mpHao0uBa BCe MO-TOJSIMO 3HAYCHHE MPE3 MOCICIHUTE JIBE
JIECETUIICTHUS, T.K. cTaBa (POKYC, KAKTO Ha MCIAMIMHCKUTE CICIMAJIMCTH, Taka ¥ Ha
00IIIeCTBOTO, KATO Ba)KCH aCIICKT Ha 3/IpaBHHUTE TPHKU. Be3omacHOCTTa ¢ OCHOBa Ha
Ka4ecTBOTO M €TO 3aIl0 MPaKTHKa ¢ BUCOKO KauyecTBO HE MOXKE Ja ce JOCTUTHE IpHU
Jurca Ha 6e30MacHoCT, T.€. aleKBaTeH KOHTPOJ Ha pucka. be3omacHocTTa U pUCKBT ca
TSCHO CBBP3aHU, THH KaTo 0E30MaCHOCTTa HE MOXKE Jla C€ M3MEPH AUPEKTHO, HO MOXKE
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Jla Ce ONpelely KOJIMYECTBEHO, aKo Ce pasriieia KaTo “CTeleH, B KOSTO pHUCKa e
HaMaJieH’, ¢ HapacTBaHe Ha PHCKa 3a JOIMyCKaHe Ha HEXKeJaHO ChOWTHE, HUBOTO HA
6e30macHOCT HaMaJIsIBa.

OneHkaTa M YNpaBJIGHHETO HAa pPHUCKAa B KOHTEKCTAa Ha I0J00psBaHe Ha
Oe3omacHOCTTa 3a TMalMeHTa OM MOIJla Ja ce TNPEeICTaBh CXEMaTH4HO, KaTro ce
HabeJie)xaT OCHOBHHTE €TallM B €{HA LISUIOCTHA CXEMa Ha Ipolieca, B OCHOBAaTa Ha KOWTO
CTOM KOMYHHUKalMsTa. AHAIN3BT M OLICHKAaTa Ha PHCKA Ca KIIOYOBH €TalH B €IHH
IUIOCTeH mporiec. ToBa MoXke J1a ce OCBLIECTBH 4Ype3 JBa Pa3iUyHH I10JXO0a:
MIPOAKTUBEH M PEaKTHBEH.

ITpu peakTHBHUS MOJX0] KAKTO PUCKBT, TAKa U HEXKEIAHOTO ChOUTHE ca Beue
(akt, 10KATO MPHU MPOAKTUBHHS MOAXOMA CE THPCAT MOTEHIMAIHUTE PHCKOBE, KATO
LeNITa My € PEJOTBPATIBAHETO MM HAMAISIBAHETO Ha e)eKTa HA TE€3U PUCKOBE MPEAU
nosiBata UM. TpsOBa Aa ce moadeprae, 4e YIpaBICHUETO HA PHCKA IIe € e()eKTHBHO,
aKO €JIHOBPEMEHHO CE U3MOJI3BAT TEXHUKUTE U Ha JBATA aHAIH3A.

OCHOBEH HHCTPYMEHT Ha PEaKTUBHHS MOAXOA € T. Hap. ,AHanu3 Ha
Ocuosnata [Ipuunna” (AOII) nnu Root Cause Analysis.

PeakTHBHHMAT TOAXOA W3NOJ3BA pa3IMYHM HHCTPYMEHTH, KaTo Haid-
pas3npocTpaHeHHTE ca:
1. Ananu3 Ha cinabocTuTe U Ha TexHuTe epekTr BhpXy nporecute — Failure Mode and
Effects Analysis (FMEA) — MHCTpyMEHT 3a OllEHKa M MPEBEHIMsI Ha BIMSHUETO Ha
MOTCHIMATTHATE CIa0OCTU/PUCKOBE B CTPYKTypara H JEWHOCTTa Ha JaJcHa
OpraHu3aiysi, MO3BOJSBAI KOJMYECTBEHA OIlEHKa Ha edekra OT MOTCHIUATHU
NPOMYyCKA U MNPUOPUTH3MAHE Ha MPEBAHTUBHHUTE JACHCTBUS 3a HAMAISBAHETO U
OTCTPAHSBAHETO UM.
2. Marpuna Ha pucka — Risk Matrix — To3u HHCTpyMEHT KJIaCH(QUIHAPa PUCKOBETE B
IPYIHX B 3aBUCHMOCT OT TSIXHATa Bpb3Ka (MIPUIIOKUMOCT) Ha 6a3aTa Ha BEPOSTHOCTTA 32
MosiBaTa UM U MOTEHIUAIHOTO UM BIIUSIHUE, B CIIy4ail Ha Bb3HHKBAHE.
bezomacHocTTa Ha MalMeHTa M BHUCOKOKAYECTBEHATa MPAKTHKA Cca HEpa3puBHO
CBbp3aHU. B3auMOOTHOIIEHHATA MEKAY OTACIHUTE YYaCTHHIM U 3BEHA Ca KJIIOYOB
€JIEMEHT B Ipolieca Ha KaueCTBEeHa IPrka, 0COOCHO KOraTto Iprkara € KOMIUICKCHA 1
BKJIFOYBA PA3IMYHU CICUHUAIMCTH W TOJM3IIBIHUTENM B €IHA CJ0XKHA CHTYaIWs,
KaKBaToO € ChBpeMeHHaTa (papmakoTepamnus. Heobxomumo € na ce HampaBH (OKYC
BBPXY HYXIWTE Ha MalMeHTa 3a Ja ce pa3dupar, IUIAHUPaT W B3eMaT IPaBHIHU
pemenust. [lanneHTUTE YE€CTO MOCTaBAT KOMYHHMKAIMATa KaTo €IWH OT Hal-Ba)KHUTE
KOMITIOHEHTH IIPpH OLIEHKaTa Ha KayeCTBOTO Ha 3JIpaBHUTE TPWXKH, JOKaToO 3a
MEIUIMHCKUTE CHENHMAIUCTH ca BOJCIIM aJMHHUCTPATUBHUTE, HKOHOMHYECKH,
TEXHUYECKU M PEryJIATOPHU aCIeKTH IIPU OCUI'YPSBAaHETO Ha O€301acHOCT.

INTERNATIONAL PATIENT SAFETY GOALS AND INTERNATIONAL
HOSPITAL ACCREDITATION:
THE JCI PERSPECTIVE
C. Ramponi, MD, MBA, Managing Director Europe Office
Joint Commission International, Ferney-Voltaire, France

In October 2004, WHO launched the World Alliance for Patient Safety in
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response to a World Health Assembly Resolution (2002) urging WHO and
MemberStates to pay the closest possible attention to the problem of patient safety. The
Alliance raises awareness and political commitment to improve the safety of care and
facilitates the development of patient safety policy and practice in all WHO Member
States.

In 2005 the World Health Organization (WHO) launched the World Alliance
for Patient Safety and identified six action areas. One of these action areas is the
development of "Solutions for Patient Safety". In the same year, The World Health
Organization (WHO) designated the Joint Commission and Joint Commission
International (JCI) as the world's first WHO Collaborating Centre dedicated solely to
patient safety. Main objective was identification of affordable solutions to the most
important and spread patient safety issues. JCI has introduced in all its accreditation
programs, 6 specific patient safety related goals, called International Patient Safety
Goals, which have become integral components of the requirements for getting the
accreditation status.

Those goals are:

IPSG.1 Identify Patients Correctly

IPSG.2 Improve Effective Communication

IPSG.3 Improve the Safety of High-Alert Medications

IPSG.4 Ensure Correct-Site, Correct-Procedure, Correct-Patient Surgery
IPSG.5 Reduce the Risk of Health Care—Associated Infections

IPSG.6 Reduce the Risk of Patient Harm Resulting from Falls

The purpose of the IPSG is to promote specific improvements in patient safety.
The goals highlight problematic areas in health care and describe evidence- and expert-
based consensus solutions to these problems. Recognizing that sound system design is
intrinsic to the delivery of safe, high-quality health care, the goals generally focus on
system wide solutions, wherever possible.

Just as an example, rationale and background of the first IPSG -Identify patients
correctly- it is quoted from the Manual of International Standard Accreditation for
Hospitals: Wrong-patient errors occur in virtually all aspects of diagnosis and treatment.
Patients may be sedated, disoriented, or not fully alert; may change beds, rooms, or
locations within the hospital; may have sensory disabilities; or may be subject to other
situations that may lead to errors in correct identification. The intent of this goal is
twofold: first, to reliably identify the individual as the person for whom the service or
treatment is intended; second, to match the service or treatment to that individual.

Policies and/or procedures are collaboratively developed to improve identification
processes, in particular, the processes used to identify a patient when giving
medications, blood, or blood products; taking blood and other specimens for clinical
testing; or providing any other treatments or procedures. The policies and/or procedures
require at least two ways to identify a patient, such as the patient’s name, identification
number, birth date, a bar-coded wristband, or other ways. The patient’s room number
or location cannot be used for identification. The policies and/or procedures clarify the
use of two different identifiers in different locations within the organization, such as in
ambulatory care or other outpatient services, the emergency department, or operating
theatre. Identification of the comatose patient with no identification is also included. A
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collaborative process is used to develop the policies and/or procedures to ensure they
address all possible identification situations.

Working on IPSG can be a good starting point but, not sufficient to guarantee
high quality and high reliability to hospital performance. Many more other aspects need
to be considered; hospital is a highly complex system where interactions between
subsystems represent a major source of potential risks. Addressing those risks means
looking at the hospital as a unit, a “whole” where differences (medical specialties,
professional cultures, patient and families values, different stakeholders, available
technologies) must be considered and appropriate integration tools must be developed
and implemented to make sure that the process of care is as safe as required and highly
responsive to patients demands and stakeholders expectations.

This is basically the main reason why JCI — the international arm of The Joint
Commission USA- has adopted a systemic approach to evaluate and eventually reward
with accreditation recognition, hospitals or other healthcare facilities, around the world.

Meaning of Accreditation
Accreditation is a process in which an entity, separate and distinct from the health care
organization, usually nongovernmental, assesses the health care organization to
determine if it meets a set of requirements (standards) designed to improve the safety
and quality of care. Accreditation is usually voluntary. Accreditation standards are
usually regarded as optimal and achievable. Accreditation provides a visible
commitment by an organization to improve the safety and quality of patient care, ensure
a safe care environment, and continually work to reduce risks to patients and staff.
Accreditation has gained worldwide attention as an effective quality evaluation and
management tool.

Accreditation Programs Characteristics
JCI accreditation programs are based on an international framework of standards
adaptable to local needs. The programs are characterized by:

e International consensus standards, developed and maintained by an
international task force, and approved by an international Board, are the basis
of the accreditation program.

e The underlying philosophy of the standards is based on principles of quality
management and continuous quality improvement.

e The accreditation process is designed to accommodate the legal, religious,
and/or cultural factors within a country. Although the standards set uniform,
high expectations for the safety and quality of patient care, country-specific
considerations related to compliance with those expectations are part of the
accreditation process.

e The on-site survey team and agenda will vary depending on the organization’s
size and type of services provided. For example, a large multi-specialty
hospital organization may require a 5-day survey by a physician, 2 nurses, and
2 administrator, while a smaller dental center or diagnostic center may only
require a two- day survey by a smaller team.

e JCI accreditation is designed to be valid, reliable and objective. Based on the
analysis of the survey findings, final accreditation decisions are made by an
international accreditation committee
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Fundamental of JCI accreditation programs is the standard concept as:A
statement that defines the performance expectations, structures, or processes that must
be in place for an organization to provide safe and high-quality care, treatment, and
service.For hospitals accreditation program, standards are grouped in different
functions, divided into two main sections, named I) Patient-centered standards and II)
Organization-centered standards
Section I: Patient-Centered Standards
International Patient Safety Goals (IPSG)

Access to Care and Continuity of Care (ACC)
Patient and Family Rights (PFR)
Assessment of Patients (AOP)
Care of Patients (COP)
Anesthesia and Surgical Care (ASC)
Medication Management and Use (MMU)
Patient and Family Education (PFE)
Section II: Health Care Organization Management Standards
Quality Improvement and Patient Safety (QPS)
Prevention and Control of Infections (PCI)
Governance, Leadership, and Direction (GLD)
Facility Management and Safety (FMS)
e  Staff Qualifications and Education (SQE)
e Management of Communication and Information (MCI)
Each of the mentioned functions contains a different number of standard adding up to a
total number of 315.

Tracer methodology as the foundation for accurate evaluation

The tracer methodology is the foundation of the JCI on-site survey. Tracer is a process
that JCI surveyors use during the on-site survey to analyze an organization’s systems
by following individual patients through the organization’s health care process in the
sequence experienced by the patients. Depending on the health care setting, this may
require surveyors to visit multiple care units, departments, or areas within an
organization or a single care unit to “trace” the care rendered to a patient. There are two
different kind of tracer observations
Patient tracer: the process used by JCI to evaluate an individual patient’s total care
experience within a health care organization.
System tracer: a session during the on-site survey devoted to evaluating high-priority
safety and quality-of-care issues on a system wide basis throughout the organization.
Examples of such issues may include infection prevention and control, medication
management, staffing effectiveness, and the use of data.

Value of Accreditation
The accreditation process is designed to create a culture of safety and quality within an
organization that strives to continually improve patient care processes and results. In
doing so, organizations

e improve public trust that the organization is concerned for patient safety and
the quality of care;
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e provide a safe and efficient work environment that contributes to worker
satisfaction;

e negotiate with sources of payment for care with data on the quality of care;

e listen to patients and their families, respect their rights, and involve them in
the care process as partners;

e create a culture that is open to learning from the timely reporting of adverse
events and safety concerns; and

e establish collaborative leadership that sets priorities for and continuous
leadership for quality and patient safety at all levels.

e  Grants recognition from third payers internationally and allows improvement
of competitive strategies.
From a strategic point of view accreditation process is to be considered a

powerful risk prevention tool.

WHO WORLD CAMPAIGN SAFE SURGERY SAVES LIVES
Jovan Tofoski, MD PhD President of Macedonian Medical Association and Vice-
President of SEEMF
Macedonian Medical Association, Republic of Macedonia

An estimated 234 million major operations are performed around the world
each year, corresponding to one operation for every 25 people alive. Yet surgical
services are unevenly distributed within 30% of world population receiving 25% of
major operations. Very often surgery is the only therapy that can alleviate disabilities
and reduce the risk of death of common conditions. Each year an estimated 63 million
people undergo surgical treatment due to traumatic injuries, and 31 million more are
undertaken to treat malignances and 10 million operations are performed for pregnancy
related complications.

While surgical procedures are intended to save lives, unsafe surgical care can
cause substantial harm. In the developed industrialized countries a number of studies
suggest that major complications are reported to occur in 3 — 16 % of inpatient surgical
procedures with permanent disability or death rates of approximately of 0.4 — 0.8%,
while in developing countries studies suggest a death rate 5 — 10 % during major
surgeries.

At a minimum 7 million surgical patients could be harmed by surgical
complications each year including at least 1 million patients who could die during or
immediately following the procedure. WHO underline 5 facts about surgical safety: 1.
Complications after inpatient operation occur up to 25% of patients; 2. He reported
crude mortality rate after major surgery is 0.5 — 5%; 3. In industrialized countries nearly
half of all adverse events in hospitalized patients are related to surgical care, 4. At least
half of the cases in which surgery led to harm are considered to be preventable; 5.
Known principles of surgical safety are inconsistently applied even in the most
sophisticated settings.

The problem of surgical safety in developing and transitional countries is
additionally burdened because of poor state of infrastructure and equipment, unreliable
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supplies and quality of medications, shortcomings in organizational and management
and infection control, inadequate capacity and training of personnel and severe under-
financing. Therefore WHO and World Alliance for Patients Safety (WAPS) initiated a
global movement to promote a system-wide approach to safer surgical care could save
lives of millions of people worldwide.

There is no single remedy that will improve surgical safety. It requires reliable
completion of a sequence of necessary steps in care, not just by the surgeon, but by a
team of health-care professionals working together within a supportive health system
for the benefit of patients. Special working groups of international experts of WHO and
WAPS reviewed the literature and the experiences of clinicians around the world. They
reached consensus on four areas in which dramatic improvements could be made in the
safety of surgical care. These are: surgical site infection prevention, safe anesthesia, safe
surgical teams and measurement of surgical services.

There were identified 10 essential objectives for safe surgery: 1. The team will
operate on the correct patient at the correct site, 2. The team will use methods known to
prevent harm from anesthetic administration, while protecting the patient from pain, 3.
The team will recognize and effectively prepare for risk of high blood loss, 5. The team
will avoid inducing an allergic or adverse reaction known to be a significant risk to the
patient, 6. The team will consistently use methods known to minimize risk of surgical
site infection, 7. The team will prevent inadvertent retention of sponges or instruments
in surgical wounds, 8. The team will secure and accurately identify all surgical
specimens, 9. The team will effectively communicate and exchange critical patient
information for the safe conduct of the operation, 10. Hospitals and public health system
will establish routine surveillance of surgical capacity, volume and results.

WHO established the WHO Guidelines for Safe Surgery which includes a
review of the evidence for interventions that can improve surgical safety in wide range
settings and contexts. After evaluating the evidence of number of safety standards that
could be used to improve surgical patient care they were included in the WHO Surgical
Safety Checklist. While the guidelines provide evidence based, the checklist is a simple
practical tool that any surgical team in the world can use to ensure the preoperative,
intra-operative and postoperative steps that have been shown to benefit patients are
undertaken in a timely and efficient way. By implementing WHO Surgical Safe
Checklist or similar safety checks to ensure that the steps to promote safe surgery are
accomplished in a systematic timely fashion, every country can improve the safety of
surgical care in hospitals. Also the implementation of the checklist can enable every
country to establish routine surveillance of surgical capacity, volume and results.

WHO Surgical Safety Checklist among others has three very important
additional qualities: simplicity, wide applicability and what is very important
measurability. The checklist will help ensure that teams consistently follow critical
safety steps and thereby minimize the commonest avoidable risks that endanger life and
wellbeing of surgical patients.

For significant improvement of the surgical safety it is important that each
surgical team implement 10 essential objectives for safe surgery, 5 surgical “vital
statistics” to measure progress and 1 Surgical Safety Checklist for each surgical
procedure. It is essential that safe practices be integrated into surgical care in a
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systematic way. So far around 4000 hospitals are in WHO network of this program for
safe surgery from more than 120 countries.

Unfortunately, in the Southeastern Europe region still there is very small
number of surgical hospitals implementing the checklist. This essential WHO Surgical
Safe Checklist can be extended according to specific needs of each hospital.
Presentation of this topic on The First International Medical Congress of South Eastern
Europe (SEEMF) is intended to boost adoption and implementation of this simple, but
very valuable tool for improving surgical safety.

Erare humanum est. Only God does not make errors, but humans can elaborate
a system to decrease the errors as much as possible.
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HEALTH ISSUES AND
HEALTH POLICIES UNDER
CONDITIONS OF ECONOMIC
CRISIS - EUROPEAN AND
INTERNATIONAL PRACTICE
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BTOPUAT CThJIb HA 3IPABHOTO OCUT'YPSIBAHE —
KJIFOYOB EJIEMEHT HA PE®@OPMATA B BBJIT'APCKOTO
3IPABEOITA3BAHE
npod. n-p L. Boxenuuapos, nvmu, b. bopucos

CbBpeMEHHHTE €BpONEHCKM CHUCTEMHM Ha 37ApaBeola3BaHe U  3/paBHO
OCUTYpsIBAHE Ca COILMAJIHO OPHEHTHPAaHW M TapaHTHPAIM COJHIApHOCT, CBOOOJIEH
JIOCTBI, CcBOOOJEH HM300p Ha M3ITBJIHHTEN, BHCOKO KadeCTBO Ha MPEIOCTAaBSIHUTE
3paBHU yCIYT'M M CTOKH 4Ype3 aKTHBHA KOOPAWHAIMS HAa CUCTEMUTE 3a COLIMANHA
CUT'YpHOCT. XapaKTepeH OelieT € pa3IInpsiBaHEeTO Ha MPEANPUEMAaIeCTBOTO KaTO CyOeKT
Ha 3/IpaBHOTO OCUTYpSBaHE M CBEXKIAHE Ha JbP>KaBHOTO y4acTHE A0 KOHTPOI BbPXY
(YHKIIMOHMPAHETO HAa 3APaBHOOCUTYPUTENIHATa CHUCTEMa 3a pealu3upaHe Ha
JIOTOBOPEHUTE MapaMeTpH.

3npaBHOTO ocurypsBaHe B P. brirapus e B mporec Ha peopMupaHe MO BT
KbM BHEJApSIBAaHE Ha BHCOKUTE EBPONEHCKU NPUHIWINN, JUPEKTHBH, CTAaHAApPTH U
npaBuiia 3a npodecuoHanHo noeeneHue. Ha ¢ona Ha moTpeOHOCTTA OT OCHOBHO
pedopmupane Ha 31paBHaTa CHUCTEMa, Ha HApOJIONCUXOJOIMYHATa crenuduka u
3IpaBHM HArJlaCH Ha HACEIEHHETO, Ha 3HAYMTENHUTE (DUHAHCOBU OrpPaHUYEHHS B
YCIIOBHSATA Ha ry1o0anHa HIKOHOMHYECKa Kpu3a pu Hucka 6a3a Ha BBII pa3zsutuero Ha
HaIlFOHAJHaTa CHCTEMa Ha 3[paBHO OCHUTypsBaHE 3aKOHOMEPHO cJie/(Ba Jia NPEeMHHE
IIpe3 MPEXOIHUS TPUCTHIOOB MOJIEI 3a JOCTUTaHE 10 CTAOWMIHUS JBYCTBHJIOOB MOJEI
Ha 33bJDKUTEITHO ¥ JOOPOBOIHO 3/IPaBHO OCHT'YPSIBAHE.

ABTOPBT pa3BHBa CBOSITA HIES 32 BTOPHS CTHJIO Ha 3[paBHOTO OCHTYpsIBaHE B
bearapus, KkaTo CHHTETMYHO MPEACTaBs HETOBUTE OCHOBHU KOMIIOHEHTH:
orpeJieJIeHUe, OCHOBHA 11€JI, OCHOBHHU NPUHIUIIH, CyOEKTH Ha 3{paBHOTO OCUT'YpPsIBAHE,
OCHOBHHM J€HHOCTH, OOIIM W CIENMalHU YCIOBHS M M3UCKBAHWS 3a OKa3BaHE HA
3[IpaBHOTO OCHUTypsiBaHe, (hOpMHIpaHE Ha 3PABHOOCUTYPUTEIIHATA BHOCKA, (PITHAHCOBO
YCTpOﬁCTBO, IpaBa 1 3aAbJDKCHUA HA 3APaBHOOCUTYPCHUTE JINIA, IIPAKO TOTOBAPAHC
Ha 3[JpaBHO OCHUT'YpsBaHE, MH()OPMALMOHHO OCUTYPSBAaHE, APYTH MapaMeTpH.
DopmMynmpar ce U3BOIHU U NPETOPHKH 3a BHEJIPABAaHE HA NMPEXOIHUS BTOPU CTHIO Ha
3/ipaBHO ocurypsiane B P. brirapus.

OUHAHCUPAHE HA BBJITAPCKOTO 31PABEOITIAZBAHE U POJISI
HA THCTUTYHUUTE
Jou. A.KexaiioB, im
@axkynmem no 30pasen Menuodsxcmovum, MY- Cogus, ep. Coghus

B crwoTBeTcTBHE € pemeHuaTa Ha EBponelickus mapiaMeHT U EBponeiickus
ceBer PemyOmmka Benrapms cumrano ot 1 sayapm 2007 r. e pemoBeH 4WICH Ha
EBpomneiickus cpro3. ToBa Hayara 3aauu OT KOJMYECTBEHO M KAaYECTBEHO E€CTECTBO,
KOHUTO OBJITapCKOTO 00IIECTBO M ObIrapckaTta NKOHOMHUKA CIIE[Ba [ja TOCTUIHAT, 32 /1
Ce OCBINECTBH YCHENIHO AOTOHBAIO pPa3BUTHE Ha bwirapus ¢ men AocTHraHe Ha
CpeaHOTO HUBO 3a EBponelickus cbio3.

Kakto e wu3BecTHO, MHMcCHATa Ha 37paBeOlla3BaHETO, M3pa3sdBalla ce B
npodunakTuka Ha OOJieCTUTE, TUArHOCTHKA, JEYCHUE U pexaOduiuTanusi Ha OOJIHUTE
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TpakIaHW, MPOMOIMA Ha 3IpaBeTO, OLEHKAa W TPEAOTBpATSABaHE Ha PHCKOBETE 3a
3[IpaBETO CBBP3aHM C OKOJIHATA M padOTHATa cpella U MO-HAaTaTBITHOTO YKPETBaHEe Ha
3[IpaBETO M TPYIOCIIOCOOHOCTTA HA HACEJICHUETO IMa BOJEIIIO 3HAYCHHE 32 Pa3BUTHETO
Ha YOBEIIKUS MOTSHIIUAIL.

OTHeceHM KbM 37paBeonasBaHero Ha PemyOnumka bBoearapus —Te3um
CHhOOpaXKEHUsI TOKA3BAT, Ye JIOTOHBAIIOTO pa3BUTHE HA 3ApaBHaTa cuctema 1o 2020 r.
crleqBa Aa OTUYMTA KaKTO BUCOKOTO HMBO Ha MKOHOMMKaTa B EBponeiickus cbio3, Taka
U IMHAMMYHOTO Pa3BUTHE Ha UKOHOMMKATA B CTPAHUTE - YICHKH.

IlocTuranero Ha YCHEIIHO JIOTOHBAIO Pa3BUTHE Ha 3ApPABEONa3BaHETO y Hac 3a
nepuoga 10 2020 r. U3UCKBA U3TPAKIAHETO HA aJICKBATEH 3a FTOPENIOCOYECHUTE YCIOBUS
paboTeH KananuTeT Ha 3/IpaBHATA CHCTEMA.

Ocwurypenoctra ¢ 6omanunu Jerna Ha 10 000 Hacenenne mpe3 2006 r. y Hac
(56,8) e Ha HUBOTO Ha CpegHATa OCUTYPEHOCT 3a CTpaHHUTE OT EBpomelickus cpio3 —
58,5.

Crpann Omu3ku mo beiarapus mo HaceneHHWe W TEPUTOPHUS KaTo ABCTpHA,
Benrus, Yexus, YHrapus, UMaT 3HAYUTEIIHO TO-BHCOKA OCHTYPCHOCT C OOJHUYHHU
Jerna ot bearapus.

CpeaHusT npecToil Ha MAIMEeHT Ha OOJHUYHO JIETJIO € TMO-TOJISIM OT TO3H B
pasButute cTpanu Ha EBponeiickus cbio3. HuBoTO Ha 3a0071€Ba€MOCTTa U CMBPTHOCTTA
y Hac € 3HAUYUTEITHO MO-BHCOKO OT aHAJOTMYHHUTE MOKA3aTeNI! 32 Pa3BUTUTE CTPAHU OT
EBpomneiickus cpro3. Te3n qaHHM MOKa3BaT, Ye MO-HATATHITHOTO CHIDKEHHE Ha Opos Ha
OOJHHYHHTE JIeTTIa Y HAC € HEYMECTHO JTaXKe BPEIHO.

Heobxomumo e mpecTpykTypupaHe Ha JeriaoBus (OHI, KaTO ce yBEIUYaT
Jeriara 3a AOJIeKyBaHE W MPOIBDKUTENHO JICYCHUE 3a CMETKa Jierjara 3a aKTUBHO
JICUCHUE.

AHanu3pT Ha JaHHUTEe OT HarmoHamHaTta CTaTUCTHKAa MOKAa3Bar, 4e IIpe3
nocienHuTe 16 roIMHN YHCICHOCTTa Ha IEPCOHANA B 3ApaBEONa3BaHETO € HaMallsia ¢
oxoo 90 000.

Cpen OCHOBHHTE NPHYMHH 32 TOBAa HAMAJICHUE CIIE/IBA A2 OTOCIIEKHM:

. OOCTOSITEICTBOTO, Y€ OCHOBHHTE CHCTAaBHM YacTH Ha Kamamurera Ha
3paBeorna3BaHeTo (OOJHUYHHM JIeTia, JIeKapH, CTOMATOJO03H, (hapMaIeBTH, MEANIIMHA
CEeCTpH, aKyIIepKH U JPYTH) Mpe3 eTana Ha [MEHTPAITHOTO IUIaHUpaHe ce ChoOpa3sBaxa
C pa3deTHTe 3a NOTPEOHOCT Ha HACEIEHHETO OT MEANIMHCKA ITOMOIL, KOETO JOBEJE 10
BHCOKa OCHT'YPEHOCT C OOJIHMYHH JIerla ¥ METUIIMHCKH IlepcoHall. ToBa HaJI0XH clielt
BBBEXK/JIAHETO Ha Ma3apHU €JIEMEHTH B 3[paBeona3BaneTo ciea 1998 r. na ce mpuctsnu
KbM 3HAUMTEIHO pelylupaHe Ha Opos Ha OOJHMYHMTE JIerJia, KaKTO WKbM
KOPECIIOHAMPAIIOTO C TOBa HaMaJeHWE Ha IIATOBETE Ha IEpCOHala B
3[[paBeOIIa3BaHETO.

° OO6cTosTeNCTBOTO, Ye KIMHUYHHTE IBTEKH MokpmBar 10 60 — 70 % ot
peanHaTa cTOMHOCT Ha edeHneTo u e 40 % OoT neHara Ha KITMHUYHATE ITHTEKH CIIe/IBa
Jla ce W3IIOJI3Ba 3a 3aIlIalllaHe Ha TpyJa BOAW O peAWIia NEHHOCTH, CHhKpaIlaBallu
IIaTOBETE Ha IIEpCOHANA: HaeMaHe Ha (pupMH 3a OXpaHa, MOYHCTBAHE, HM3MHpaHE,
KeTBPHUHT U Ipyru oOcmyxBanm neiHoctu. Ciiex Te3n chkpameHus mocouenute 40 %
OT 1IeHaTa Ha KIMHUYHUTE IBTEKH Ce Pa3NpeessiT MeXK/1y 0-MaTbK Opoil mepcoHal.
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. Huckure T1pynoBH BB3HAarpaXkIeHWs H CBOOOZHHMA TPYOOB Ta3ap Ha
EBpomneiickuss ChI03 CB3JaBaT YCIOBUS 3a OOE3MIOAsSBaHE HA aMOyJIaTOpUHUTE W
OomHUIMTE B BBATapHs, Kato MBPBH CH TPBrBaT MIIAJUTE JIEKApW W MEIMIINHCKU
CecCTpH.

Otueture Ha HCHU 3a 2006 r. noka3paT mocturaato HuBo Ha BBII - 49090,6

MJIH. JIeBa, KOETO OTHECEHO Ha TJ1aBa OT HACEJIEHHETO Bb3JIM3a KaKTO CIIe/[Ba:

6376,2 nea unu 4088,4 matcku nonapa unu3260,1 espo.

Pa3veTeHnTe Ha Ta3M UKOHOMHYECKA OCHOBA ITyOJIMYHH PAa3X0/IH 32 3/IpaBEOIa3BaHETO
mpe3 2007 r. Bp3nu3aT Ha 2216 MutH. neBa. Toa npasu okono 4,4 % ot ouakBanust bBII
Ha ctpaHara 3a 2007 r. Ha 4oBek OT HacCeJIeHNETO T€3U Pa3X0AU Bb3JIU3aT KAKTO CIIE/IBa:
244 nepa nnu 189 marcku nonapa wiu 125 espo.

Makap u yBenanueHa ¢ okoso 200 muiH. ieBa cupsimo 2006 r., mocoueHaTa cyma
Ha MyOJIMYHU Pa3XO0IH 3a 3[[PaBeoIa3BaHETO ro 0Opede Ha XPOHUYHO HeJo(hHHACHPAHE.
Upe3 OChIIECTBSIBAHETO Ha HAIIMOHAIHH IIPOTpaMH B OOJIACTTa Ha 3[[PaBEOIIa3BaHETO
Ibp)KaBaTa € B ChCTOSIHHE J]a TIPOBekJa e()eKTUBHA MOJUTHKA, HACOYCHA KbM BaKHU
3a eTarna HallMOHAJHU 3ApaBHU IpHOpHUTETH. Te3U HallMOHAIHU ITPOrpaMH CJIe/IBa Jia ce
000psiBAT OT TMPABHUTEICTBOTO M Ja ce (MHAHCUPAT OCHOBHO CHC CPEACTBA OT
TbPKABHUS OFOJIKET.

B m3nbnnenune na otnenHu wHunuatuBu Ha C30 wmnu EBponeiickus chio3
Mmorart naa 6’])}13.T MPUETH 3a UBMBJIHCHUE U PCTUOHAJIHU TpOorpaMu ¢ MEKXKIAYHAPOIHO
3HaYCHUE.

[IpoyueHo 6e MHeHHETO Ha 431 3MpaBHU MEHHKBPHU OT I[sJIaTa CTPaHA 10
BBIPOCH, OTHACSINU ce 70 pedopmara, KarmanuTeTa Ha 3/[paBeOIIa3BaHEeTO, OCHOBHHUTE
MpOOJIeMH U HATMOHATHUTE 3IPaBHA IPUOPUTETH:

OTHOIIEHNETO HA AHKETHPAHUTE 3APABHA MEHUKbPH:
kbM Mojiena Ha [IMIT B (70 %) e mosioxXuTeIIHO U yJOBJIETBOPUTEIIHO;

KbM MOJIeNIa Ha CHelHalu3upaHara JoOOTHHYIHA MeTUIIMHCKa momoir ¢ B (69,1 %)
MTOJIOKHUTETTHO U yIOBICTBOPHTEIHO;

KBM MOJ€eJa Ha OOJTHIYHATa IOMOII OTHOIIEHHETO € B (47,2 %) HeraTuBHO.

[To oTHOmIEHNE HAa (PMHAHCHPAHETO HAW-TONSIMO HEJOBOJICTBO IOKAa3BaT 3/IPABHHUTE
MEHHDKBpH KbM (prHaHcHpaneTo Ha O6omuuimre oT H30K (33,9 %). N3BecTHO e, ue
KIMHAYHUTE [BTEKH TOKpuBaT okoio (60 — 70 %) oT peamHumTe pa3xomu 3a
CTaLMOHAPHO JICYCHUE.

AHKeTHPaHNUTE NPeNnopb4yBaT MPHEMAaHeTO HA CJIeTHATE HOBH 3aKOHM:
3aKoH 3a 3alura rnpaBaTa Ha NOTpeOUTENNTE Ha 3/IPaBHU YCIyTH.
3aKoH 32 MAHYMHOTO M JIETCKO 3paBeora3BaHe.
3aKOH 3a JIONBJIHUTEIHOTO 3/IPAaBHO OCUTYpPSIBaHE.

Beme pazpaboten moien, peIBIOKIal IIABHO HApACTBaHE Ha OTHOCHTEITHUS
JSUT Ha TyONTMYHUTE Pa3XOoIH 3a 3[paBeolia3BaHe OT AbpkaBHUS Oromxker 1 or H30K
cpemHo ¢ 0,1 — 0,2 % roaumIHo 3a UeIHs Nepro;

C ormex ocurypsiBaHEe H3IBIHCHHETO HA pEIWIla HAMOHAIHU IPOTPaMH,
LEJAIA PenIaBaHeTO Ha MPHOPUTETHH 3a bp)KaBaTa 3/PaBHHU NpPOOJIEMH, MOACTHT
MpeIBIDKIA CHINO IIABHO HAapacTBaHE Ha CpEICTBaTa, 3alleIeHH OT IbpIKABHUS
Oro/pKeT 32 MuHHCTEpCTBaTa M BEJIOMCTBATA.

3ana3Ba ce OTHOCUTEITHUAT A5 oT 1,9 % Ha pa3xoauTe Ha JOMaKMHCTBATa 3a
3apaBeomnaszBane 10 2015 1., a ot 2015 mo 2020 r. To3u Asi ce 3aBuinaBa Ha 2 %.
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TengeHIMATa, 3aJ0KE€Ha C TO3M MOKAa3aTel Ha MOJENa, € 3aAbpKaHe Ha HUBOTO Ha
pa3XoJWTe Ha JOMAKMHCTBATA 3a 3APABEONA3BaHeE.

MonenpT TpeABMKAA TOCTEIIEHHO 3aBHIIaBaHe ydactuero Ha /30D BBB
(rHaHCHpaHe Ha 3]paBeona3BaHeTo, karo npe3 2015 r. — to3u gsn gocrura 1,4 % ot
BBII, a npe3 2020 r. — 2,0 %.

Kato kpaeH pe3yiaraT no puHaHCOBHS MOJIEJI C€ IOCTHIa OTHOCUTEINEH JIsUT Ha
pasxonuTe 3a 3ApaBeona3BaHe Npu onTuMaseH cuenapuii 3a 2015 r. — 9,1 %, a 3a 2020
r. — 10,5 %. Axo ToBa OBJie MOCTUTHATO MO TO3M MOKA3aTell Ce U3paBHIBAME C HUBOTO
Ha OCTaHaJIMUTE CTPaHU B EBpOIEHCKUS CBIO3.

PazxomuTte Ha riaBa OT HAaCEJIEHHETO 3a 37paBEONa3BaHE JaXke W IPH
ONTUMAJIHUS clieHapu# nocturat ensa 715 m.a. npe3 2015 r. u 1161 n1.xa. npe3 2020 r.
Te3n nmaHHM MoOKa3BaT, 4e mopaau cpaBHUTENHO HuckusA BBII u mpu onmrumanams
CIICHapHUH 110 TIOKa3aTeNs pa3Xxoay Ha IJIaBa OT HACEIICHUETO 3a 3/IpaBeola3BaHe Mpe3
2020 r. me mocTUTHEM HUBO mox cpeaHoTo 3a Ob6enunena EBpoma. To3n mporHoszeH
MOKa3aTell, ChIIOCTABEH C TNPENOPBYAHUTE OT AHKETUPAHWUTE 3JPAaBHH MEHUIKBPU
pa3xoM Ha IJIaBa OT HACEIEHUETO, TOKa3BaT OIPEAEICHO CXOICTBO.

ITocouenure mo-rope pe3yaTaTH TOKa3BaT, 4de maxke u mpe3 2020 r.
BearapckoTo 3apaBeona3BaHe 1ie paboTH B YCIOBHUS Ha HETOCTAThYHO (PMHAHCHPAHE.
AHanmu3bT HaA JAHHHUTE, IIOJyYe€HH OT TOpEH3JIoXKeHaTa pa3paboTka, ITOKa3BaT
HEOO0XOUMOCTTA OT:

. e(eKTUBHO M3IOJI3BaHE HA HATMIHUTE PECYPCH;

. mpoMsHa Ha Mojesia Ha (HUHAHCHpaHE B IMOCOKa KbM HETOBOTO
mbepanu3upane;

. BBBEXK/IaHE Ha CHCTeMa OT JaHbYHH OOJICKYeHHS 32 paboTOIaTeNIn U OTACITHI

rpakAaH| B TIpolieca Ha JOOPOBOIHOTO 3APaBHO OCUTYPSIBAHE.

WsrpaxnaHeTo Ha KamaluTeTa KaTO ChBPEMEHEH CHCTEMEH MOAXOJ 3a MOCTOSHHO
n3ydJaBaHe Kak Jga ObAaT mogoOpeHH CIIOCOOHOCTTA M NOTEHIHANA Ha MHCTUTYIUATA,
3a Ja Morar Aa ObJaT M3MOJI3BAaHM Hai-e(eKTHBHO WM HAN-ITBIHOIEHHO HEHHWTE
YOBEIIIKH, MAaTepUATHA U (PUHAHCOBU PECypCcH € MPHUIOOUI Mpe3 TMOCIeTHUTE TOAUHA
LIMPOKO pa3pOCTPpaHEHUE B UKOHOMMKATa HAa Pa3BUTUTE CTPAHHU.

B®B BpBb3Ka ¢ TOBa MOrar Jia C€ OTIPABAT CIEJHUTE IPENOPBEKH KbM MHUHUCTEPCTBOTO
Ha 3/IpaBEONa3BaHETO:

. PazpaboTBaHe Ha mpeTIOKEHHWE 3a TpPOMsHA Ha (UHAHCHPAHETO Ha
3IIPaBEOIa3BaHETO UpPE3 HaIrpakIaHe.

. BuenpsBane Ha akTyanm3upaHa ~HamponHamHa —3apaBHa  KapTa U
MPEeCTPYKTYpHpaHe Ha OOTHUYHATA 3]JpaBHA MPEKa.

. PermameHTHpaHe Ha TpUBaTH3alMATA B OOJHHUYHOTO 3/paBEoNa3BaHe W
BBBEXK/IaHE Ha a/IEKBATHO 33 HACTOSILUS €Tall IyOJINYHO / YACTHO MAPTHHOPCTRBO.

. OrpannvaBane Ha MoHomnona Ha H30K u 3ama3BaHe Ha BCHYKU MPUHIIHIIH,
BBBEJICHU UPE3 OCUTYPHUTEITHHS MOIEI.

. 3ana3zBaHe Ha (UHAHCUPAHETO OT OIO/pkeTa Ha CICIHUTE JICHHOCTH:

xeMoauaiusarta, ChoeimHata MCAWIOWHCKA IIOMOIN, IICUXHUaTpuYHaTa IIOMOII,
OHKOJIOT'MYHaTa NoMoLl, AUCIIAaHCEPUTEC, paKJaHUATA, I/IH(l)eKIlI/IO?)HaTa 336OHeBaeMOCT,
TEJIK, PUOKO3.
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SOCIAL MARKETING AS AN INSTRUMENT OF VOLUNTARY HEALTH
INSURANCE
V. Angelov
Medical Doctor, Master of Health Management, Executive Director of the Company
for voluntary health insurance DZI ZO

The mission of marketing is to balance between the three types of interests: the
consumer, the company and society to ensure a more desirable, better, more sufficient
and more efficient goods or services. The problems of marketing in health care require
a broader approach than the standard market close vision. According to some experts in
health pure pursuit of market efficiency can work against justice (Delcheva E. E.
Callahan, etc.). There may be so called market failures in health care such as "moral
hazard" (moral gambling), selection of risk (risk aversion), "adverse selection"”
(selection of wealthier patients), etc. This can lead to an increase in the percentage of
dissatisfied health needs.

On this basis, a trend emerged for social (or socio-ethical) marketing. Socio-
ethical marketing is directed primarily to the realization of social control on the market
in terms of long-term benefit to society, adequate law and morality (Ph.Kotler).

In voluntary health insurance this trend makes the need for reliable information to
customers-patients. Difficulty of implementation of socio-ethical marketing is poor or
unfair competition between health insurance funds.

Reorientation of traditional commercial marketing to a new style of social-
ethical marketing leads to increased importance of information on health needs as a
criterion to assess the overall marketing culture in a hospital. In this aspect very
important challenge to health insurance management is the realization of marketing,
based on knowledge of the specific health needs and social assessments.

Patients perceive the different health insurance funds and doctors are not
always specific. We need a health insurance fund to show their clients how patients
differ from others and to show how consistent expectations and claims of patients with
the quality of health services. Health insurance fund should provide the necessary
support, information and orientation of the patient to take the right decisions about their
health, diagnostic and therapeutic procedures.

This inter alia may reduce interference in the relationship between patients and
medical personnel, and conflicting situations with them.

THE CONCEPT OF SUSTAINABLE HEALTH SYSTEM
V. Borisov-1, P. Gornenski-2
1 - Professor, Doctor of Medical Sciences, Faculty of Public Health, Sofia
Chairman of the Specialized Scientific Council of Social Medicine,
Hygiene and Occupational Diseases
2 - Doctor of Medicine, president of the Center for Sustainable Development

Disturbing conclusions and recommendations in the famous report "Our
Common Future» was conceptual basis for the preparation of the UN Conference on
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Environment and Development in Rio de Janeiro in 1992, there was formulated the
concept of sustainable development in the XXI century forthcoming.

The concept of sustainable development defines as a sustainable society that
meets the needs of today's generation without depriving future generations the
opportunity to meet their needs. So you can ensure human progress through
development, which does not destroy resources for future generations.

In Bulgaria's transition to a market economy and the process of integration
requires the uninitiated to develop an integrated and comprehensive national strategy
for sustainable development in the XXI century. It is imperative to overcome the inertia
of highly specialized and limited only bring problems to environmental pollution to
endangered species and so on. The fundamental nature of sustainable development
requires an integrated approach in solving problems. This is the point to update all
aspects of policy and primarily social and health policy with its exceptional, vital
importance to achieve a sustainable society.

New challenges in the areas of social and health equity, cultural diversity,
economic stability, environmental protection and optimal use of scarce resources.

Concepts and strategies for sustainable development is a new style of thinking
and action not only globally but also the level of individual nations and their regions,
and the level of individual sectors and institutions.

In healthcare, the concept of sustainable development has not yet found its full
and adequate development and administration. In publications on health reforms rarely
focuses on the sustainability of health systems. Therefore, strategies and health policy
concepts of these reforms suffer from insufficient integrity, unclear priorities and
occasional risks in their practical realization.

Such situation obstacles the sustainable development of the health system,
leading to its destabilization and low medical-social and economic efficiency.

This trend is demonstrated very vividly in our process of health reform that started after
2000. According to experts in healthcare management one of the main negative effects
of this reform is the destabilization of the national health system. The main factor of
this instability is the lack of consistently occurring long-term vision and strategy.

Contributions were also defective health laws that are adopted without
fractional correlation between them. Hence the necessity of accurately developed a
comprehensive long-term vision for sustainable health development in Bulgaria in its
systemic integrity. We think this is a general challenge to the strategic health
management in Bulgaria now and in coming years.

STRATEGIC MANAGEMENT - BASIC DEFICIT OF HEALTH
REFORM
V. Borisov
Professor, Doctor of Medical Sciences,
Faculty of Public Health in Sofia

Cardinal change in our health system breeds acute need for a new style of
management thinking and action. The new generation of healthcare leaders in Bulgaria
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must have a clear strategic vision in the difficult transition from rigid administration to
a modern, creative management style.

Observations indicate that in the current health reform dominated the enclosed
short-term operational thinking in almost complete absence of large-scale and long-term
strategic forecasts. Change "blind" or "as time” is not uncommon. This type of change
is expressed mainly by power reforms under the dictates of urgency, fashions, recipes,
and learned models, revolutionary enthusiasm, political situation etc. Examples in this
direction are: shock unprepared introduction of Commercial Law, GPs, irresponsible
eradication of clinics, school health and many others.

New organizational culture in health care involves primarily sound strategic
vision, overcoming administrative approach to problems. Competent vision for
fundamentally changing the health organization is essentially a global vision and should
therefore be developed as a consensus among top managers, ie higher political and
strategic level of management. Responsibility for such a vision can not be delegated to
lower management levels.

Basic principles, respectively. criteria of strategic thinking in health managers
are contained in the so-called. triad of the three "P":

* Priority - requires global vision summary and systematic thinking.
* Prognosis - requires long-term vision and thinking.
* Pluralizm - requires alternative (variant) vision and thinking.

Strategic management is a new philosophy and style of management in
healthcare, which overcomes the shortcomings of the daily operational (internal, closed)
thinking of managers.

Strategic management is the specific management of change. It sets long-term
objectives of the health system through comprehensive analysis of the situation. He
looks for ways to deal mainly with the unexpected, not only for improving the status
quo.

Strategic management focuses on risk and uncertainty in order to ensure long-
term adaptability of the health organization to the changing environment (political,
economic, cultural, social).

Intentions for imminent change in health is a serious challenge to strategic
thinking and action of the leaders of the national health system. In light of the concept
"Evidence based medicine» is imperative that any new managerial decision for change
to be clearly justified and proven concerning its strategic effectiveness.

PROFESSIONAL CAREER OF YOUNG DOCTORS - DIFFICULTIES
AND PROSPECTS
S. Vassilev, Surgeon
Pernik, Bulgaria

In general issue of human resources management in health care become
increasingly important issues for young doctors. These problems have their quantitative
and qualitative aspects. Qualitative aspects related to the quality of training and
qualification level of young doctors in their professional start and route, with real
prospects and difficulties of their professional career.
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The problem of young doctors is particularly acute in the public hospital sector
and should be considered and decided as a priority management problems for medical
institutions.

More relevant decisions of hospital management in district hospitals on the
stabilization of the staff and doctors in particular, establishing conditions for the
realization and development of physicians with the least seniority.

A problem for the professional satisfaction of young doctors is of great
importance. Our data show that it is unsatisfactory.

Directly related to this problem is turnover of young doctors. There are two
types of turnover —real and potentially implemented. According to the author's tendency
for potential turnover is high and it must be specifically analyzed by hospital managers
in order to stabilize the young doctors and their whole career. The report justifies
specific approaches to reduce turnover of young doctors in hospitals.

INADEQUACY THE HEALTH SYSTEM IN SERBIA AND CORRUPT
INSTITUTIONS
V. Dickov 1, A. Dickov 2, S. Martinovi¢-Mitrovi¢ 3.
1 Faculty of International Management, European University, Carigradska 32; 11
000 Belgrade , Serbia

2 Clinic of Addictions, Institute of Psychiatry, Clinical Center Vojvodina, Hajduk
Veljkova 1; 21 000 Novi Sad, Serbia

3 Clinic of Addictions, Institute of Psychiatry, Clinical Center Vojvodina, Hajduk
Veljkova 1; 21 000 Novi Sad, Serbia

Rapid changes in the health system require a new trained professionals who
fully understand the processes of health and organizational problems and have the
knowledge and skills that enable them to manage health care services. Health services
to their largely rests on a system of solidarity and "socialism", and only partly on market
principle, and more than in other sectors of the economy requires individuals who are
able to bridge that gap. Realize savings in the system that one side is not profitable, on
the other hand is able to swallow a huge media arts is that simply needs to learn - just
relying on common sense and intuition that no longer helps. The increase in costs.

Advances in medicine and technology, and discovery of new drugs, namely,
the almost daily increase the costs of diagnosis and treatment. Advances in medicine
prolongs life expectancy by increasing the number of patients, especially those with
chronic diseases, the biggest consumer of drugs and frequent guests hospital. The
development of civilization and way of life associated with it - poor diet, lack of
physical movement, stress - creating more and more patients and more disease. The
need for trained personnel are higher in countries whose health is a significant part of
the market and management, "which has a business - where revenue has increased
accountability for its allocation and spending.
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TIME MANAGEMENT IN MODERN HOSPITAL
S. Kirilov-1-2 V. Borisov
1-Associate Professor, Doctor of Medicine, Department of Urology, Medical
Faculty - Sofia
2-Professor, Doctor of Medical Sciences, Faculty of Public Health-Sofia,
President of the Specialized Scientific Council of Social Medicine, Hygiene and
Occupational Diseases

The role of time as a complete resource of health is still underestimated by
healthcare managers. When looking for hidden untapped resources to increase
efficiency are not talking about the weather. Effective management of the resource at
the forefront the issue of time-budget - it must have its logical structure. Responsibility
of the hospital manager is to identify the basic elements of this structure and the amount
of each element in hours, minutes and rates.

According to some observations useful ratio of real time is very low and the
need for proactive management of time in hospital is particularly acute. Data of different
authors for spending time in hospital are varied. Most aggregate time for direct contact
with patients (history, examination, visiting) varies between 40 and 60%, for indirect
production time (working meetings, written work) - 35 to 40%, unloaded time (holidays,
breaks, etc. .) - 5 to 15%. There are large variations between individual doctors, thereby
hindering the establishment of norms and standards at the time cost of medical staff.

According to our records the expenditure of time by surgeons for direct contact
with the patient (without medical intervention) moving average of 91 to 95 minutes per
shift, and the costs of intern from 103 to 107 minutes (approximately 25-30% of
working time)..

Key to effective time management is the ability to set priorities. The problem
is what percentage of the structure of time is spent for high priority tasks. Initial tests
show that a particular chief divisions and clinics spend no more than 40 percent for high
priority tasks.

Kingcraft art of time management is the art to manage our own priorities. We
can not manage time itself as a natural phenomenon, we can manage ourself in time. So
the problem "Time Management" is essentially a problem of "selfmanagement" of the
hospital staff.

The structure of time-cost is not an constant value. It varies depending on the
organization of work that reflects managerial skills of hospital manager, and especially
line managers of fixed points - Head Boards and senior nurses.

Time is a crucial resource and its skillful management and utilization should be the
primary concern of every hospital manager.
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ON THE NECESSITY OF COMPARATIVE ANALYSIS OF HEALTH
REFORMS
K. Padshalidis
PhD, MD, Serres, Greece

The object of the presented article is to discus the importance of the
comparative analyses in the process of comparative healthcare reforms. These analyses
requires a reliable information about different aspects of the organizational change in
the national health systems. There are some types of comparative analyses of healthcare
reforms — international, regional, public and professional analyses. With a view to good
analyses it is necessary to cumulate broad comparative information on standard
indicators concerning the process of healthcare reforms in different countries.

Since each health reform necessarily affect the relationship between health
professionals and patients (population), then special attention should be paid to
information and monitoring of public opinion, public attitudes, expectations and
evaluations of the progress of change in healthcare.

WHO concept of New public health issues rise to some discussion on the
principles and implementation of health reforms. This aspect is an interesting
comparative analysis of health trends in the European Union and the Balkan region. In
the former socialist countries in the Balkans a major driving force of health reforms
were not deep scanning and analysis of problems, but rather a momentary political
pressures and external models.

Against this background, the need for increased research partnership is
especially evident in countries of the Balkan region.

The comparative analysis should be compliance with corrective solutions to
optimize the process of health reform. It is appropriate to regulate the systematic
monitoring and evaluation processes of organizational change in healthcare system. For
this purpose, we need to periodically collect data on various indicators of the progress
of health reform.

Is an urgent need for a comprehensive comparative analysis between public
satisfaction with health care reform and professional assessment and satisfaction.
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MISCELLANEOUS
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ICOPUA3UC — CUCTEMHU TPOSIBA ITPU KOKHOTO 3ABOJISIBAHE
Y. xop. npod. H. Ilankos, a.M.H., a-p A. XKensskos, aA-p H. I'posaes
Toxyoa 6onnuya — Coghus

ITcopunasuchT € KOXKHO 3a00JIsIBaHe, KOETO C€ XapakTepu3npa ¢ GOpMHUPaHETO
Ha epUTEMOIIaITyJIOCKBAMO3MHU TUIaKU. BelHbxk nosiBuIIa ce 60secTTa ChI'bTCTBA LEHs
KHMBOT Ha Tal[IEeHTa KaTo PHCK OT PELUIUB BHHArM chliecTByBa. Koxnarta Gonect
BJIOIIaBa 3HAYUTENHO KAauyeCTBOTO HA KMBOT Ha mamueHTture. llpoydBaHus ro
CpaBHsIBAT C TOBAa HA OHKOOOJIHU WJIM OOJIHH C TE€XKH ChPACYHOCHIOBU 3a00ISIBAHHUS.

IIcopnasuchT € 3HAYNTETHO AcCONMHPAH C METAOONMTEH CHHIPOM, KaTto B
pe3yiTaT pUCKBT 3a Pa3BUTHUE Ha ChPICYHO-CHIOBH, MO3BYHO-CHIOBH 3a00JIIBaHUSA
IIPU T€3W TAIUEHTH € 3HAUYNTEIHO MoBHINEH. ENHO OT Hail-BeposiTHUTE OOSCHEHUS €
CHCTEMHOTO BB3MAaJICHNE, HA KOETO Ca M3JIOKEHM Te3H OosHHu. Bpb3ka ce Thpcu u B
CXOJICTBOTO B IIATOT€HE3aTa HA aT€POCKIIEPO3a M COPHA3HLC.

MEJIUATOPU HA BB3ITAJIEHUETO ITIPU I'PUII A/ HIN1/ -
ACOIIMUPAHU ITHEBMOIIATUHA
J-p I1. 3aropues
MBAJI Llymen AJl, OAPUJI

ABTOPBT aHANIM3MPA KIMHAYHUTE pe3yaTaT npH 20 MaueHTH CbC CBUHCKA
rpun A/ HIN1/ B obmact Llllymen M. X1.2009 rox. B ,,MBAJI lllymen”- A/l mocThmmm
¢ kaptuna Ha OJ1H 3a unteH3uBHO neuenre B OAPMJL.I'pynara BkmouBa 12 xenu u 8
mbke. Cpenna Bp3pacT 48 roa. + 3. OcHOBHaTa rpyma MaMeHTH 00XBalla Bb3pacTTa
31-60 roxa. — 14 caoywas 70%. Ot TAx 8 nanueHTa ¢ yTeXXHEHa NPHUAPYXKaBalia
MATOJIOTHSA.- HAAHOPMEHO Terso — 75% - 6 cimywast / BKI. U gere Ha 9 roxa. /60kr/.-
3axapen nuabet . 38% / 3 ciyqast/

[Topamu HuckaTa YecTOoTa Ha HW30JHMpaHe Ha maTtoreHHa dQuopa - 25%
HEOOsICHABAIA TEKKOTO KIMHWYHO MPOTHYaH € MPOBEIECHOTO WMYHOJIOTHIHO
n3cnenBane Ha:- oiazmMeHu murtokuHd ( TNFa, IL-1, IL-6, IL-10) - antudocdo-
munuaan aBroanturena (ACA , B2GP1, APA)

B®3 ocHOBa Ha KIMHUYHHTE HAOIIOAEHHS U PE3yJITATUTE OT J1abopaTopHU
M3CIIeIBaHMsI, aBTOPHT MOTHUBHpPA XHUIOTE3aTa, Y€ TEKKOTO M (haTalHO MPOTHYaHE HA
BupycHara nHpexnuss AHIN] e cBbp3aHa ¢ MACHBHOTO OCBOOOJKAaBaHE HA IMTOKHUHU
- IMTOKWHOBa ,,0yps” ImpepacTBalmla B YHHUIIOXHTENEH ,,CMepY 332 KIETKUTE Ha
anBeonapHusi amapat.PasrienaHa e naroreHesaTa Ha LUTOKMHOBaTa Oyps U
BB3MOKHOCTTA 32 MPEOJI0ISIBAHETO M.
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KATACTPO®AJIIEH AHTU®OCPOJIUIIUAEH CUHAPOM
J-p I1. 3aropues
MPBAJI LUlymen AJ], OAPHIT

ABTOpBT pasriexia y4acTHeTo Ha aHTU(GOCOHOIMIUIHUTE aHTHTENA B
narorenezata Ha aHTHochoIMnUIHU cUHApPOM /APS/ - ciokeH naroreHeTHYeH
MEXaHM3bM,  OTKIIOYEH OT HWHXHOMpamms  e(eKT BbpPXy  pa3IMuHHUTE
AQHTUKOATryJIAIIMOHHU  CHCTEMH, JUPEKTHOTO aKTHUBHpPaHe Ha TpOMOOLMTHUTE,
JICBKOLIUTUTE U MOTEHIMpaHE Ha KJIeThUHATa amonrto3a. PasriegaHu ca OCHOBHHUTE
KIMHUYHHE TposiBu Ha APS B pasmuuHWTE KIMHWUYHHU CHELHATIHOCTH, KaTO OCOOEHO
BHUMaHHE € OT/EJIEHO Ha MAaIMeHTHUTE, CTaHaIM OOEKT Ha WHTEH3WBHO JICUCHHE B
OANIJL

Marepuan U MeTo: AHAIM3UPAaHU Ca NMAIMEHTH HAa MHTCH3UBHO JICUCHHUE C
knuHugHE Oemesn Ha APS. IlpocmemeHn ca pe3ydaTaTHTE OT HWMYHOJOTHYHHUTE
W3CIIeIBaHNS ¥ HUBATa HA aHTH()OCHOIUITUAHUTE AaHTUTEIA, TEKECTTa Ha KITMHUIHOTO
MMPOTUYAHC U PE3YJITATUTC OT UHTCH3UBHOTO JICUCHUC.

Pesyaratu u o0cbixnane: ChIIoCTaBs ce KOHCTENAIMATA MEX Ty KITMHUIHOTO
IpOTHYaHE ¥ HUMYHOJOTHMYHHTEe Mapkepu. OOChXKIa ce BB3MOXHOCTTa 3a
CBOEBpPEMEHHA IHarHocTuka Ha APS cbc CHOTBETHOTO MTOBE/ICHHE U JICUCHHE.

N3Boau: Bucokara yectoTa Ha HaOJIIOJaBAaHUTE MATOJIOTUYHH MMPOMEHH IpU
MAIMeHTH HAa MHTCH3WBHO JedeHHe n omacHocTra oT CAPS Hamara nenenacodeHo
ThbpCEHE W BepuHUIUpaHE HAa TO3M CHHAPOM B IPAaKTHKaTa Ha WHTCH3MBHUTE
OTIETICHUS.

REVIEW OF IMMUNIZATION PROCESS FOR YEAR 2009 ON THE
TERRITORY OF SKOPJE AND LOCAL DISTRIC AREAS
T. Baevska —Vuckovic, spec. pediatrician , V. Goricanec
Public Haelth Institution - Health Centre Skopje. R. Macedonia.

Prevention, disease prevention is the key of the preventive public health. It is
always better to prevent a diseass than to treat it.The most effective way to reduce
disease and death from infections disease is to vaccinate suspectible population.

Aim: Review of realized vaccination for year 2009 on the territory of Skopje
and local distric areas.The aim of preventive teams was to achive high level,more than
90% of the vaccinated plan,with results for high collective immunity. That will
guarantee good epidemiological status on the territory of skopje and around.

Material and methods: In year 2009 vaccination was realised by 42
preventive teams, from which 23 for children 0-6 years old.

Conclussion: In year 2009 procent of realization of the primovaccination was
96,1 ,recruitment in the city area was better than in the distric areas. Suppliment with the
vaccines was regular by the central store of Ministry of Health, taking care for the cold
way of transport. Perspective ideas for more quality realization of the children
vaccination
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ROLE OF BIOACTIVE PEPTIDES IN PAIN
Assoc. Prof. A. Bocheva, PhD, E. Dzhambazova, PhD
Department of pathophysiology, Medical University of Sofia, ,Sofia, Bulgaria
Sofia University St. KI. Ohridski, Faculty of Medicine, Dept. Physiology and clinical
physiology, Sofia, Bulgaria

Bioactive peptides are important starting structures for the development of
potential therapeutic agents. They bind to different receptors (opioid, non-opioid or
both) and are involved in a wide spectrum of physiological functions — cardiovascular,
respiratory, gastrointestinal, renal, behavioral, analgesic and etc. In addition to pain
inhibitory pathways, which include endogenous opioid systems, several lines of
evidence suggest that there are “anti-opioid” neuronal peptide systems which act in an
opposite manner by blocking pain inhibition. Besides reducing the acute effects of
opioids, the triggering of anti-opioid systems by opioids themselves could explain, at
least partly, the development of tolerance and dependence to opioids.

Currently available data showed that the most studied anti-opioid peptides
(cholecystokinin (CCK), nociceptin (OFQ/N) neuropeptide FF (NPFF) and Tyr-MIF-1
family of peptides) in fact have complex properties: they can act as opioid as well as
anti-opioid peptides (AOP). This suggest that “opioid modulating peptides” would be a
better term to designate these peptides, and that the systems of multiple feed-back loops
they actually form with the opioid systems take place within the framework of the
classical and general concept of homeostasis. Generally, they have been shown to act
through the activation of opioid and their own receptors.

The knowledge of their mechanisms of action has potential therapeutic interest
in the control of opioid functions, notably for alleviating pain and/or for the treatment
of opioid abuse.

INFLUNCE OF NEWLY SYNTHESIZED TYR-MIF-1'S ANALOGUES ON
TYROSINE HYDROXYLASE
Prof. A. Bozhilova-Pastirova', DSci, B. Landzhov!, MD, PhD, R. Hadjiolova? MD,
Assoc. Prof. A. Bocheva?, MD, PhD, E. Dzhambazova®, PhD, Corr. Member, Prof. V.
Ovtscharoff
!Department of anatomy and histology, Faculty of Medicine, Medical University, 1431
Sofia, Bulgaria
’Department of pathophysiology, Faculty of Medicine, Medical University, 1431
Sofia, Bulgaria
3Sofia University St. K. Ohridski, Faculty of Medicine, Dept. Physiology and clinical
physiology, 1407 Sofia, Bulgaria

All living organisms respond to stress changes in environment in various ways.
The stress system has to major divisions: central and peripheral. The central division is
represented by the medullary and hypothalamic nuclei whose neurons release
corticotrophin releasing factor (CRF), catecholamines and arginine-vasopresin.
Regulation of the stress system is extremely complicated and occurs at
multiple levels. Activation of the stress system leads to behavioral and peripheral
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changes to improve the ability of the organism to adjust homeostasis and increase its
chances for survival.

Many stress models have been reported to affect the levels of catecholamines
and stimulate the gene expression of enzymes (tyrosine hydroxylase, TH) engaged in
their synthesis.

Literature data showed that periaqueductal gray (PAG) is a major module in
the circuitry mediating stress-induced analgesia. Also, many stress models have been
reported to affect the opioid receptors within the PAG and expression of tyrosine
hydroxylase (TH) which activate descending opioid and noradrenaline inhibitory
pathways and suppress nociception. On the other hand, Tyr-MIF-1 is neuropeptide/
neuromodulator, which is able to inhibit the expression of some forms of stress.

Knowing that stress affect the level of opioids, catecholamines, neuropeptides,
our aim was to investigate the effects of newly synthesized Tyr-MIF-1 analogues containing
citrulline (Tyr-Cit-MIF-1) and canavanine (Tyr-Cav-MIF-1) on NOS and TH
expression in PAG after immobilization stress in rats.

The obtained results revealed that investigated peptides mentioned above
decreased expression of TH in PAG in immobilized rats.

TRACHEO-BRONCHIAL FOREIGN BODY IN CHILDREN
J Buzarov MD,Prim, O Zafirovski,MD,Prim., D Dacevski, MD,Prim,
Institute for Respiratory Diseases in Children - Kozle, Skopje, Macedonia

From January 2005 to December 2007 in 49 patients aged 7 months to 14 years
inhaled foreign bodies (FB) were extracted from the tracheobronchial system. Eighty
percent of the children were younger than 3 years. 61.2 % were in the second year of
life. There were four as many boys as girls. Eighty percent of the FB were nuts, of these
more than 48% were peanuts. Fifty-nine percent of inhaled FB was localized in the right
bronchial system, 36.7 % in the left and 4.01% in the trachea. All FB could be removed
by endoscopy. There were no complications, no postoperative trachecotomy was
necessary, no cardiac arrest and no death occurred.

The interval between inhalation and intervention was longer than 3 weeks in
one-fifth of the cases; in four cases it was longer than 3 months with the consequence
of chronic damage on the bronchial system. The possibilities of prevention appear to be
limited; thus it is necessary to diminish the frequency of prolonged lodging of FB in the
respiratory tract by considering inhalation early in the differential diagnosis of airway
symptoms.
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NOVEL IMMUNE MODULATING THERAPY: TOCILIZUMAB IN
PATIENTS WITH RHEUMATOID ARTHRITIS REFRACTORY TO BASIC
THERAPY
Calovski J.!, Gucev F.'., Ginev J.2, Pavlova S.!, Karadzova-Stojanoska A.', Osmani
B.!, Spasovski D.!

! Clinic of rheumatology, Medical Faculty — Skopje, > PZU Venus — Kavadarci,
R.Macedonia

Background: Modern progress in pharmaceutical development as well as in
the understanding of the immunopathogenesis of rheumatoid arthritis (RA) have
allowed the introduction of new immune modulating therapies for this disease. This has
spurred the development of biologic agents targeting components of the aberrant
immune response in respect to the occurrence and sustenance of the immune driven
systemic inflammation characteristics typical for RA. One of the cytokines with effects
on numerous cell types including those involved in the pathogenesis of RA is IL-6.
Numerous studies on the effects of inhibitors of IL-6 were conducted on animals and
subsequently on humans, which showed that IL-6 appears to be a viable target for
autoimmune disease. Our experience is with tocilizumab, a humanized monoclonal
antibody specific for the IL-6 receptor (IL-6R). It has been shown to be of significant
efficiency in patients with RA. The objectives of the present article are to report the
efficacy and safety of tocilizumab in patients with active RA in clinical practice.

Methods: In total, 8 patients (all women), with severe disease activity, were
treated with tocilizumab. Any prior infections, as well as other comorbidities, were
treated before they had been given the drug. Guidance on disease control and prevention
was given. During treatment, one patient was diagnosed with pneumonia and therefore
application of tocilizumab was ended. Mean age of the patients was 49,5+8,28, while
their mean disease duration was 8,42+8,75 years. Before the application of tocilizumab
the patients were treated with basic therapy including different combinations of
metotrexate, resochine, steroids, and two with rituximab, but without satisfactory
effects. Patients remained on metotrexate, steroids and nonsteroid anti-inflammatory
drugs during the treatment with tocilizumab.

Results: Mean DAS28 score was 6,59+0,79 initially, and fell to 4,86=1,04
after three doses (n=7). After three doses all patients were significantly improved, the
remission rate was 28,57% (2 patients) and all had achieved moderate disease activity.
With the notable exception of one patient who developed pneumonia because of which
application of tocilizumab was ended, all others responded well to therapy and there
was no decrease of efficiency of tocilizumab during the treatment.

Conclusion: Tocilizumab has been shown to have significant efficiency in
patients with RA. Treatment with this agent can rapidly induce remission in RA in a
high proportion of patients and is generally well tolerated. Tocilizumab would seem to
be a promising treatment option, even as a possible first-line choice in the management
of RA. Studies, on a large scale, analyzing its effects in varied populations of RA
patients, as well as greater detail concerning its long-term efficiency and safety of
tocilizumab is needed to more precisely define its role in the treatment of RA.
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APPROPRIATE MARKERS FOR OXIDATIVE STRESS LEVEL IN
HEMODIALYSIS PATIENTS
B. Dejanoval, S. Petrovska!, A. Sikole?, P. Dejanov?
(1)Institute of physiology, (2)Clinic for Nephrology, Medical Faculty, University ’Ss.
Cirilius and Methodius”, Skopje, Macedonia

Background: Oxidative stress (OS) is common in hemodialysis (HD) patients
that may lead to atherosclerosis, hypertension and other related disorders. The aim of
the study was to examine the appropriate markers for oxidative stress determination.

Material and method: A number of 55 HD patients (20 female and 35 male,
at mean age of 43117 years) were examined. They were exposed on hemophane (n=21)
and polusulphone (n=34) HD membranes. A control group of healthy subjects (n=38)
was examined as a control one. For determination of antibodies against oxidazed LDL,
an enzymatic immunoassay was used (Biomedica gruppe, Austria). Lipid peroxidation
(LP) was used by Yagi fluorimetric method. Lipid profile was determined by
determination of cholesterol and tryglycerids by enzymatic color test Vitros 250 (dry
chemistry Ortho Diagnostic Johnson-Johnson, USA) and HDL and LDL determination
by photometric method (Chod-pap Merck, Germany). For all the patients undergoing
HD with average duration of 4 to 5 hours, bicarbonate buffer was used and none of them
was given antioxidative agents.

Results: In HD patients, LDL-ox antibodies showed increased levels: 356259
mU/ml on hemophane membrane (p<0.01) and 220+125 mU/ml on polysulphone
membrane (p<0.05). Lipid peroxidation level has also showed increased values of
5.3620.98 pumol/L for hemophane (p<0.01) and 4.52+0.22 umol/L for polysulphone
membrane (p<0.05). For tryglicerids, a significant increased level was found in all HD
patients on both membranes: hemophane 2.37+0.7 mmol/L (p<0.01) and polysulphone
2.2840.7 mmol/L (p<0.01) as well as decreased HDL level, 088+0.4 mmol/L for both
HD membranes (p<0.01). No significant difference was noticed for both markers,
cholesterol and LDL in all HD patients.

Conclusion: Due to obtained results, increased values for LDL-ox antibodies
and LP (for both used membranes) show that OS is present in HD patients compared to
the control group, although no statistical difference for some lipid profile markers was
found. According to this, more recommended OS markers would be the LDL-ox
antibodies and LP for the examination of OS appearance and for its follow-up,
respectively.
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PREHOSPITAL TREATMENT OF SUPERFICIAL BURNS OF FACE AND
NECK
M. Djurovic, L. Markovic, Z. Borovic.
Dermatology clinic and Center for plastic surgery, Clinical center of Montenegro.

Background: When heat trauma happens on a face and neck what is very
important is the proper prehospital treatment. Often in the initial phase of burns of the
first degree found on the face and neck are easily understood which represents vitium
artis. Knowing that the face and neck are with predominantly loose tissue, it is typical
that with superficial burns of this region edema is quickly created. In the burnt surface
within the first 12 hours there exists an uninterrupted blood flow, but during 24 hours
hypoperfusion occurs and area of hyperemia with extravasations. Survival of these
burns is not brought into question and the scars do not exist.

Methods: In our material we have treated 42 people from 16 to 75 years of
age. We went by the principal: to create optimal physiological conditions for
epithelization and to actively influence the course of treatment.

Results: Twenty six patients from people we examined came at 2 to 6 hours
since the occurence of trauma depending on the growth of pain and swelling. Important
factor in prehospital treatment of facial and neck burns is to decrease the pain because
it is a neurogenic area, which we did through constant infusion of analgesics in ringer
lactate and local application of gauze packs with 0,9% NaCl. Conjunctivitis rinse
(treatment) with 0,9% NaCl, in case of pain local anesthetic in form of an eye drops and
after that local application of antibiotic ointment for eyes. In the other category of
patients which came at the first or second day after the injury, additional and more
aggressive treatment was implied, especially if signs of local contamination or infection
are visible. Within 16 patients of this kind we were more persistent with wound cleaning
from extravasations i.e. secretion with preserved potential of spontaneous healing. In
these cases enzyme necrolytics have been applied in hospital conditions. With all 16
patients the smear of a wound was positive. On this second category of patients who
came in late, systemic antibiotics were applied.

Conclusion: Regular prehospital care of superficial facial and neck burns
requires a very careful approach and it always begins right after the patient has been
taken in. Our recommendation is that this group of patients gets hospitalized right
after receiving appropriate prehospital care. Thereby in making such decision we go
by certain parameters: condition of the injured, anatomic details of the injury,
mechanism of injury (flame or water) and comorbid factors. Finally, the aim of this
recommendation with this kind of analysis in the initial examination is to follow these
rules which provide safe procedure during the treatment.
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EFFECTS OF TYR-MIF-1'S ANALOGUES ON NITRIC OXIDE SYNTHASE
IN PAG
R. Hadjiolova!, MD, DSci, B. Landzhov?, MD, PhD, Assoc. Prof. A. Bocheva!, MD,
PhD,
E. Dzhambazova?®, PhD, Prof. A. Bozhilova-Pastirova®, Corr. Member, Prof. V.
Ovtscharoff
!Department of pathophysiology, Faculty of Medicine, Medical University, Sofia,
Bulgaria
’Department of anatomy and histology, Faculty of Medicine, Medical University,
Sofia, Bulgaria
3Sofia University St. K. Ohridski, Faculty of Medicine, Dept. Physiology and clinical
physiology, Sofia, Bulgaria

The question of the role of nitric oxide (NO) in physiological functions has
been studied intensely in recent years. It’s now clear that NO system affects the
secretion of stress hormones and fulfils the main criteria of a stress-limiting system. NO
is synthesized by the enzyme nitric oxide synthase (NOS), which had widespread
distribution in the brain. Also, NO is involved in NO-molecular ways, which affect
through auto regulation different signaling molecules — like opioids, endocanabiotics
and others.

It’s known that periaqueductal gray (PAG), a midbrain region surrounding the
aqueduct, is a major module in the circuitry mediating stress-induced analgesia, as it
sends descending inhibitory fibers to the medulla, which in turn modulates incoming
noxious signals in the spinal cord.

One of the mechanisms known to play a part in the response of an organism to
stress is activation of the endogenous opioid system. Neuropeptide Tyr-MIF-1 takes
part in various functions as hormone or neuromodulator and inhibits the expression of
some forms of stress.

The aim of our study was to investigate the effects of newly synthesized Tyr-
MIF-1 analogues containing citrulline (Tyr-Cit-MIF-1) and canavanine (Tyr-Cav-MIF-1)
on NOS expression in PAG after immobilization stress in rats.

The obtained results revealed that investigated peptides mentioned above
decreased NOS expression in PAG of rats set on immobilization.

THE USEFULNESS OF BIO FM MEDIUM IN COMPARISON WITH
LOWENSTEIN JENSEN FOR RAPID DIAGNOSING OF TB IN
CHILDREN
Ilievska T., Dilberovska M., Popova G.

Institute for Respiratory Diseases in Children, Skopje, Macedonia

Background: The objective of the study was to assess the ability of
Mycobacteria growth on Bio FM medium as a diagnostic technique for Mycobacteria
in sputum and to compare sensitivity to Lowenstein Jensen culture.

Methods: A prospective clinical study of 24 Mycobacterium — positive
samples on conventional medium were tested on Bio FM liquid medium.
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Results: 23/24 samples (95,84%)showed growth on Bio FM medium, while
24/24 (100%) on Lowenstein Jensen.
The average days in Bio FM to positivity is 16,8 days, than in Lowenstein Jensen 28,9
days.

Conclusion: Bio FM is useful, timesaving culture for detecting Mycobacteria,
with identical sensitivity as Lowenstein Jensen (p>>0,05).
It is very important in pediatrics cases where smear positivity is low, and Bio FM is a
good way for rapid and significant diagnosing of TB in children.

THE ROLE OF HOSPITAL MANAGER IN APPLICATIONS OF
DISINFECTION AND STERILIZATION
D. Kuzmanovski, D-r
Republic of Macedonia

Background: Outline the issues related to role of hospital manager in
application of D&S (disinfection and sterilization);Analyze the qualifications of the
hospital manager;

Review the challenges of hospital managers are facing; What is needed for functional
hospital management?.

Method: We analyzed the current data about issues, qualifications and
challenges of the hospital managers in applications of disinfection and sterilization.

Results: Safety (patient, occupational, standards), quality (policy,
management, documentation, training and permanent schooling, information and
knowledge and certification)

Conclusions: The success of the D&S is the result of the work done on the
floor with the help of the H.M. (hospital manager);

H.M. is the link with the industrial partners;

Without industrial scientific research D&S would not have made the progress it has
made;The goal is to minimize the risk of infection within the healthcare setting world
wide through development of a network of infection control organizations for
communication, consensus building , education , and sharing expertise;

For functional hospital management is needed: Good structure, Training, Duties and
responsibilities, Operating procedures.

DELAYED GRAFT FUNCTION IN RENAL TRANSPLANTATION: RISK
FACTORS AND SHORT AND LONG-TERM SIGNIFICANCE
J. Masin-Spasovska', G. Spasovski', G. Petrusevska?, L. Lekovski®, Z. Popov3, N.
Ivanovski'
!Department of Nephrology, *Department of Pathology, *Department of Urology,
Faculty of Medicine, Skopje, Macedonia

Background: Delayed graft function (DGF) is a common complication of
renal transplantation. The short-term consequences of DGF are well known, but the
long-term relationship between DGF and patient and graft survival is controversial in
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the published literature. We analyzed the risk factors of DGF and its association with
acute rejection (AR), and histological evidence of subclinical (SR) and borderline
changes (BC) in protocol biopsies performed early after transplantation (Tx), as well as
its impact on graft function and survival at 1 and 5 years after transplantation.

Methods: Forty-two consecutive living related kidney transplant recipients
were included. Protocol biopsies were performed at 1-month after transplantation.
Patients without evidence of DGF (N=12, non-DGF group), and those with DGF
(N=28, DGF group), were compared.

Results: The groups differed significantly in the mean cold ischemic time

(CIT) and time on dialysis (3.2+1.1 vs. 4.0£1.3 hours, p<0.05; 8.0+6.9 vs. 34.7+40.9
months, p<0.01) for non-DGF vs. DGF group, respectively. The DGF group had a
significantly higher percentage of acute rejection (AR), borderline (BR) and subclinical
rejection (SR) at 1-month biopsies 39% vs. 8% (p<0.05); 89% vs. 58% (p<0.01); and
75% vs. 32% (p<0.01); respectively. DGF was associated with a 38% relative increase
in the risk of acute rejection (RR 1.38, 95% CI 1.29-1.47).
Patient with DGF had significantly higher mean serum creatinine (181.6+£60.3 vs.
127.0£53.4 mmol/l; p<0.05) when compared to patients without DGF at 1-year follow-
up. However, there was no significant difference in the graft function and survival
between the two groups at 5 years after Tx.

Conclusion: The results of this study confirmed prolonged cold ishemia time
and time on dialysis as risk factors for DGF, as well as its association with significantly
higher evidence of subclinical rejection and borderline changes in the first post-
transplant month. Although DGF was found to be one of the several risk factors of acute
rejection and suboptimal function at one year, it had no influence on the graft function
and survival at 5 years after transplantation.

GIANT MUCINOUS EPITHELIAL CYST OF THE SPLEEN ASSOCIATED
WITH SPLENIC PSEUDOCYST - A CASE REPORT
L. Spasevska! Prof.d-r., V. Janevska! Prof.d-r., B. Dukova' d-r., V. Janevski? Prof.d-r., N.
Jankulovski® Prof.d-r.
!nstitute of Pathology, Faculty of Medicine, Skopje, *University Clinic of Digestive
Surgery, Skopje,R. of Macedonia

Introduction: Splenic mucinous cysts are exceptionally rare. A derivation
from ectopic tissue (endodermal epithelium - pancreatic or intestinal, mesonephric
structures or mesothelium) has been proposed to be their histogenesis.

Case report: We report a case of 56-year-old woman presented with atypical
pain and sensation of fullness in the epigastrium. Physical examination revealed 15 cm
large palpable mass in the left upper quadrant of the abdomen. All laboratory tests were
normal, and serological tests gave no evidence of parasitic infection. Ultrasonography
of the abdomen showed two adjacent cysts in the spleen. All other possible sites of
primary tumor appeared normal clinically and radiologically. It was therefore regarded
as a tumor of primary splenic origin and splenectomy was performed. The surgical
specimen consisted of spleen measuring 28x17x8cm and weighing 920gm. The splenic
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capsule was smooth and intact. The cut surface revealed presence of two adjacent cysts
surrounded by a peripheral rim of splenic tissue of variable thickness. The larger cyst
13x8x6cm was multiloculated, filled with mucinous material, without communication
with the second cyst that measured 4x2x2cm. Microscopically, the larger cyst was lined
by a single layer of columnar mucinous epithelium without atypia. A collagenous
fibrous wall of variable thickness supported the epithelium. The second cyst was
without epithelial lining. The surrounding splenic parenchyma was regular.
Immunohistochemically, the mucinous epithelium showed strong staining for
cytokeratin 18, 19, 20 and CEA, but not for CK7. Mucin stained strongly with Alcian
blue.

Conclusions: The immunophenotype of the cyst epithelium excluded ovarian
origin and was suggestive to be of a gastrointestinal origin.

BRONHODILATATION TEST (BDT) IN PATIENTS WITH DIFFERENT
TYPE OF CHRONIC OBSTRUCTIVE PULMONARY DISEASE (COPD).
J. Spasevski, G. Buzalkov, M. Petkovski, Z. Matev, G. Bojadzieva
Dr. Jordan Spasevski: Bolnica ,,Jasenovo” Veles.

Introduction: The aim of this prospective study was to assess the reversibility
of bronchial obstruction in different form of chronic obstructive pulmonary disease
(COPD) and justification of the therapy with -2 agonist.

Methods: In a period of 6 months we evaluated 68 patients with COPD. Every
one of them was assessed with pulmonary obstruction before the inhalation of -2
agonist. We evaluated the change of: FEV-1; FVC; Tiffeneau; PEF and the subjective
feeling of improvement.

Results: out of the whole group of patients 75% were men more then 54 years
old. Bronchodilatation test (BDT) was assumed positive when FEV-1 is more than 12%
improved after 2 inhalation of -2 agonist. BDT was positive in 63% of patients. Most
successful were patients with asthma — 100%, and chronic obstructive bronchitis - 59%,
while least effective were patients with emphysema - 28%. Subjective feeling of
improvement was found in 72% of patients. Majority of them had asthma - 95% and
57% had emphysema. In patients with positive tests 88% had a subjective feeling of
improvement, while in negative tests — 44% had this feeling. FEV-1 was increased on
average of 19%, being highest in asthma patients - 27% and minimal in those with
emphysema 5%. Tiffeneau increase 9% on average (13% in asthma and 1% in patients
with emphysema. Finally, PEF was maximally increased in asthma - 21%, minimally
in emphysema patients.

Conclusion: BDT is positive in 63% of patients and 100% in asthmatics. In
COPD patients it is positive in 60% thus justifying the therapy with B-2 agonist. It is
negative in 72% of emphysema patients. The cost effectiveness of BDT in every day
practice in COPD seems justified.
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OTKPUTHU ®PAKTYPU HA KPAMHUIIN - 3HAUEHHUE HA
CBHBPEMEHHUS CTAHJAPT 3A CIIEHIIHOCT (TPABMA CUCTEMA)
[I-p T.ITanypos
MBAJI ITonoso EOO/] — Omoenenue no Opmoneoust u mpasmamonozus Tvpeosuuye,
bvneapus

BbBegenne.Otkpurute QpakTypu Ha KpaHHUIIUTE ca TE3H, IPU KOUTO HMa HapyIIeHHE
LeJIOCTTa Ha KoxkaTa (C BUAMMA KOXKHA paHa). IIpencraBisBaTr KakToO AMArHOCTHYEH, Taka H
TepaneBTHueH npooiem.IloBeileHneT0 1 OMUTHT Ha JIEKYBAIIUTE MMAT OTPOMHO 3HAa4YeHHE 3a
no6pus kpaeH pesynrar. IlocneqHusT € MHOTO pasiHyeH, B 3aBUCHMOCT OT OBbp3uMHaTa Ha
TOYHATa AUATHOCTHKA M HAYaJIOTO Ha IeQUHUTHBHOTO JICUCHHE. AKO MOCIEIHUTE Ce U3BBPIIBAT
criopejl MpaBHUiIaTa U U3MCKBAHUSITA Ha CHbBPEMEHHHS CTAaHAApT 3a CHEHIHOCT, T. Hap. TpaBMa
cucTeMa, JIeUeOHMST pe3yirar e MHoro no0bp.TpaBma cucTemara € OpraHM3UpaH OTTOBOP
(;1eqebeH) Ha BCHYKU TPAaBMH M TEXKKH CHCTOSHHS.

OcHOBeH mpo0JieM HpH peakusiTa € HEJAOCTHI'BT Ha BpeMe. ToBa € Hail-BayKHHAT
(axrop B 1eueHneTo - 0cO0eHO HauasoTo My.IIpu TexKH TpaBMH, HEOCPECTBEHO 3aIUIANIBAIIN
KHMBOTA, UMa Hy’ka OT He3abaBHO AelicTBue. ToBa GpopMynupa NpaBUIOTO HA ,,JECETTE 3IaTHH
muHyTH (ten golden minutes).I'maBen npobiem e n3dsArBaHeTo Ha ,,lpeJoTBpaTUMaTa CMBPT™ (
preventable death). 1136srBa ce upe3 1oOpa cucTeMa Ha JEUCHHE Ha MMOCTPAAAINTE, KAaTo 1IeTa €
na oxwuBessT. CMBPTHOCTTA 00aue CTaTUCTHYECKH HUKOTa HE AOCTHra Hyna.B emno mmcmo mo
ryoepHaropa Ha miata Mepuiens npe3 1963r. R. Adams Cowly o0sicHsiBa HEOOXOIUMOCTTa OT
HaMaJIsIBaHe Ha BPEMETO OT TpaBMara J0 Ha4airoTo Ha Ae()MHUTHBHOTO JIeueHHe 110 eauH dac. Ot
ToraBa € JieUHHPaHO MPABHIOTO 3a ,,mbpBHUs 37ateH 4ac™ (first golden hour) - ycnosue 3a
MIOCTHTaHe Ha Bb3MOXKHO Hai-100Bp pe3ynraT.OpraHu3allMOHHHAT MOJEI Ha TpaBMa CHCTeMaTa
€ 3arovHay Ja ce GopMHpa B OTIAEIHHUTE CH JIETAHIN B JAJIEYHOTO MUHAJIO 10 BpeMe Ha BOGHHH
KOH(IMKTH TIOpaJH M0sBa HA TOIAM Opoi MOCTpajany 3a KpaTko Bpeme. BoennnTe xupypsu ca
IIBPBUTE, KOMTO 3aloyBaT Ja Ch3AaBaT NPHUHIUNM HA KIMHUYHUTE M CHCTEMHH TPIDKH 3a
TpaBMHpaHH MarueHTH. OMUTHT OT BOCHHUTE KOH(IINKTH Hajlara MHEHHETO, Y€ Hail-BaXKHO 3a
MOCTPaJaInTe € HaMalsiBaHEe Ha BPEMETO OT TpaBMaTa A0 Ae(PUHUTHBHOTO jedeHue. Tasm
KOHIICTIIIWSL Ce IpeJaBa M IpEeMUHaBa OT BOGHHATa TpaBMa CHCTEMa B OpraHH3alHsiTa Ha
LMBHIIHATA TpaBMa npe3 70-Te roAnHH, KOraTo HOETaIHO ce 0popMsi MOJICIBT HAa ChBPEMEHHATa
TpaBma cuctema.Oliie mo BpeMe Ha BoWHH (ppeHckusT xupypr Jomunuk Jlapeii (Jlape) pa3susa
KOHLIENIIMATA 3a Obp3a eBaKkyallus M PaHHO JICUCHHWE Ha IOCTpajaiuTe. 3a Lenra ch3aBa
LJIETSIAa OOHUNA®, KOSATO CHIIHO CKBCSIBAa PAMOTO Ha €BaKyalus (B MPOCTPAHCTBO U BpEME).
Hemo moBeue - Toif pasmonara moneBUTEe OONHUIM ONMHM30 10 MACTOTO Ha OoiHUTE
netictBus. IIpenu BpBEXXIaHETO HA TE3M MPOCTH MPABHIIA IIOCTPAJATHTE BOGHHN OCTABAIH YECTO
€ 9acoBe M THM Ha MACTOTO Ha MHIMJICHTA IIPEH Jla MOoTyJaT HIKaKBa MEUIIHHCKA TTOMOIIL.

TopauTe hopmupoBanus ca 6w ae (pakTo MbpBUTE TpaBMa LeHTpose. [1o Bpeme Ha
Kpumckara Boitna H. Iluporos BbBex1a copTupoBKata. Pa3nens noctpananute B 3 rpyIu: TEXKO
MOCTpajalnu- 3a He3a0aBHO JICUCHHE, TEXKKO IOCTpajald - KPUTHYHM C HapaHsBaHUS,
HECHBMECTHMH C JKMBOTA - 0€3 JeUeHHe M JIEKO IOCTPAJalli - 3a MO-KBCHO JieueHue. ToBa
YBEIMYMIO TpoIeHTa Ha omenenute. [IppB omucBa TpaBMmatwanus mok.[Ipe3 I'paxkmanckara
BOWHA B AMeprKa BOGHHUTE OOJIHUIM OMBAT MHKOPIIOPHUPAHU B caMaTa CTPYKTypa Ha apMUsITa,
KaTo (PpOHTOBM JIeueOHM 3BEHa C HAPACTBAIO0 HUBO HA KOMIICTEHTHOCT OT (ppoHTa KbM Tria. ITo
BpeMe Ha IIppBaTra CBETOBHA BOIfHA CHCTEMHOTO JI€UEHHE Ha PAHEHUTE Upe3 IPOTrPECHBHH
MEJULMHCKH CIISIOHH Be4e € CTaHxapTeH npoTtokoi. [locTpaganute ca OMiM eBaKyupaHd KbM
0aTaJbOHHHS MEAUIMHCKY MIYHKT, Kb/IETO ca 00pabOTBaHU U BPBILAHH B OaTaaboHa (TI0-JIEKUTE)
HnIn CT3.6I/IJ'II/I3I/IpaHl/I H HAaCOYBaHU KbM 6OJ'[HI/ILII/I C IIO-BHCOKO HHMBO Ha JICUCHUC B Tﬂﬂa.npe3
Bropara cBeToBHa BOiiHa cHcTeMaTa ce moaodpsBa. Upes caHUTapHH aBTOMOOWIIN ce HamaJsiBa
BpeMeTo Ha eBakyarms 10 4-6 gaca. [IpoyuBanusaTa BbpXy IIOKa M ITHPOKOTO H3IIOI3BAHE HA
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KPBBOIPEIMBAHETO IIPU JICYCHHUETO MY, HAMAIABAT CMBPTHOCTTA M YCIOXXHEHHATA OT OCTpa
0bOpedyHa HEJOCTATBYHOCT. 3a IONBJIHUTEIHO HAMasBaHE HAa CMBPTHOCTTA JONPHHACAT
aHTHCENTHKATa U OTKPUBAHETO Ha aHTHOMOTHINTE. B apxuBuTe Ha Apmusta Ha CAIL] ce masst
MEJIMIUHCKY JOKyMEHTH Ha paHeH! OT BpeMeTo Ha [ paskpaHckaTa BOoMHa 10 THEC ¥ TO3H TpaBMa
PETHCTHP MO3BOJISIBA Pa3pabOTBaHETO Ha alITOPUTMH 3a Hail-10OpOTO JIedeHUe IPH CenU(GUIHI
HapaHsBaHuA.Cllel TosiBaTa Ha XEJIMKONTEpHUTe NMOo BpeMe Ha BoifHuTe B Kopes m Buernam
BPEMETO 32 €BaKyalusi OT MACTOTO Ha OMTKATa JI0 HAITBJIHO 00OpyaBaHU GOJHMIM CTaBa 3a Io-
MAaJIKO OT yac. PaHeHuTe ca copTHpaHU U 00CIyKBaHU OT 10Ope 00yUYeH MEeTUIIMHCKH MIEpCOHAI
B CHCTEMa, KOSTO OCUTYpsiBa Ne()MHUTHBHO JICUCHHE 3a Haif-KpaTKo Bb3MOXHO BpeMe. ToBa
noBexkaa 10 97.5% MpexuBsieMOCT Ha MOCTPAJaUTe, KOMTO HOCTUraT OO BOGHHATa OONHHLA
xuBu.ITo Bpeme Ha [IbpBaTa cBeTOBHA BOWHA BPEMETO MEXIy HapaHSABAHETO U OIEpaIMsITa €
Mexay 12 u 18 gaca, ¢ obuia cmbpTHOCT 8.5%. [Ipe3 Bropara cBeToBHa BOlfHA CBHIOTO BpeMe €
6-7 uaca, a cmbpTHOCTTa € 5.8%. Ilo Bpeme Ha Kopelickara BoliHa Bpemero e 2-4 yaca u
cmbpTHOCTTA 2.4%. BBhB BHeTHaMcKaTa BOifHA OCTpaJaliuTe MOCTHIBAT 0 1 yac B OOTHHIATA,
a CMBPTHOCTTa cecHIKaBa 10 1.7%. Te3n maHHM SCHO TOKa3BaT HEOOXOAMMOCTTA OT OBp3
TPAHCIIOPT HA MOCTPaJAIUs 10 MICTOTO Ha IeHUHUTHBHO JeueHue.JJokaTo BOGHHUTE MEIUIIU B
CAILI pa3BuBatT U npuiiarat NpaBHia 3a JICYCHHE Ha PAaHEHUTE, MOAOOHHU TPYIKM 32 [IMBHIHHUTE
rpakIaHd BbOOLIE HE CHIIECTBYBAT. BBIPEKH TONEMUTE MEIUIMHCKH 3ary0M OT IBTHO-
TPaHCIOPTHH HMHIMAEHTH, MOBeYe OT KOJKOTO BbB BueTHamckaTta BOifHa, B cTpaHaTa MOYTH
JIUNCBA OOIIECTBEH MHTEpEC. 3a pa3jivka OT BOCHHUTE, IUBWIHUTE rpaxkaanu Ha CAIll gecto
MOTaaT B JIONIO 000pyABaHK 0a3H U B phLIETE HA HEOIIMTEH NepcoHal. Pa3BuTreTo Ha IMBUITHATA
TpaBMa CHCTEMa 3allo4Ba ChC Ch3/laBaHeTo Ha ,,American College of Surgeons Committee on
Trauma” (Ch. L. Scudder - 1992). lokato obauye B apMusiTa € MOCTUTHAT TOJISIM HalpeIbK B
€BaKyalus, COPTUPOBKA M JACHUHUTUBHO JIeYCHHE, NPHU LUBUIHHUTE JIMIICBAJl OpPTaHU3MpPAH
MOJIXO/1 IIPH JICYCHUETO Ha TpaBMarTa. CUTyanusaTa 3a1o4Ba Ja ce mpoMeHs easa cien 1966r. cnen
nyOmukanms Ha Hannonamnara akamemusi Ha HayKuTe, o3arjaBeHa ,,Accidental Death and
Disability, the Neglected Diseaseof Modern Society”. To3u ocHOBOmoJaramy MaTepuai OMicBa
He00pOTO JIeYeHHE HA OCTPO TPAaBMUPAHU MALMEHTH M JaBa TJIACHK 33 Pa3BUTHE HA IIMBUIIHUTE
TpaBMa cuctemu. OnucaHM ca HENOCTAaTBIUTE M ca JafCeHH CHelU(UYHH TPETopBKH 3a
JT0OOJTHUYHOTO ¥ OOJTHUYHOTO JIeUeHHE Ha TPAaBMHUTE.

CreaBaIUsT B)KCH MOMEHT € 3aBPBIIAHETO Ha XUPYP3UTE, MUIIOTHTE HA XEIUKONTEPU
u no0pe TpeHUpaHus OCTaHaJ IIEPCOHaT OT BHeTHaMCKNUs KOHQIIMKT - BCHYKU C OTPOMEH OIIUT B
JICYCHHETO Ha MAIlMeHTH ¢ ocTpa TpaBMa.CIOMEHATUTE MO-TOpe NMPUHIMIN Ca aJanTHPaHU B
3amagna ['epmanust mpe3 1970r. ¢ pasmonarane Ha TpaBMa IIEHTPOBE MOKPail aBTOMArHCTPaIUTE.
ToBa BoJM 1O HAMAJICHHE Ha CMBPTHOCTTA CJIe/ ITbTHH TPaBMH ¢ 0KoJIo 25%.TpaBMa cucteMuTe
MOJUTEKAT Ha HEMPEKbCcHATO pa3BuTHe. OCHOBHUTE MpaBuia ca yctaHoBeHH oT American College
of Surgery Committee on Trauma B 1976r. kato ,,Optimal Hospital Resources for Care of the
Injured Patients”.To3u HOKyMEHT MapKupa CHIICCTBEHHTC KOMIIOHEHTH Ha Pa3jIMYHUTE IO
CTEICH TpaBMa LICHTPOBE U (UKCHpa HEOOXOAUMOCTTA OT pa3BUTHE Ha cuctemarta. OCHOBHHTE
[paBUiIa Ce PEBH3UPAT U OChBPEMEHsBAT Ha BCEKH 4-5 romunu. IIpes chiys nepros KOMUTETHT
(xomucusita) BeBexkaa Kypca ATLS (Advance Trauma Life Support). B CAILl daxrudecku
OBpBUTE TpaBMa LeHTpoBe (6e3 omie Ja ce HapuyaT Taka) CTaBaT IPaJCKUTE OOJIHHUIM,
OCHT'YpsIBAIl[M CIICIITHA MEMIIMHCKA IOMOIII 32 HEOCUTYPEHH MaieHTH. 110- KbcHO ce odopmsT
T.Hap. ,,eKCKIy3UBHHU  TPABMAaCHCTEMH OT LICHTPOBETE 3a JICYCHHE CaMO Ha TeXKa TPaBMa, KOUTO
oOxBamar B JEHHOCTTa CH BCHUYKU (pa3W Ha JICYCHUETO - JOOOIHHYHO, CHEIIHO OOJHHYHO
nedyeHue, pexadbunuranys. Te3n cucTeMu ce HapuyaT eKCKITy3UBHH (BBHIIHK), TOpaaun daxra, ye
ca He3aBHCHMH OT JIeueOHHUTE 3aBe/ICHNS 3a HECTICIIHY MalueHTH. PaboTeruTe qHec ChBpeMeHHH
cHcTeMHU ca pa3BuTH Ha 6a3ara Ha The Model Trauma Care System Plan,manmcan mpe3 1992r. ot
Health Resources Services Administration.Onucan € WHKIY3UBHHAT MOJENI Ha TpaBMa
cucTeMara, Ipy KOMTO OCBEH IVIaBHUS TPaBMa IIEHTHP KAaTO KIIIOUYOB KOMIIOHEHT Ca BKIIIOUCHU U
JpyruTe OOJIHULM OT pernoHa. Taka HocTpaganuTe NoIy4yaBaT ONTUMAIIHO JeUeHHE C HATMIHUTE
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pecypcu, KaTo 4pe3 COPTUPOBBUHNUTE KPUTEPUH, ChOOPa3HO TEKECTTA Ha TpaBMaTa ce U3BbpIIBa
TpaHcep 10 OoJMHMIATAa C MO-BUCOKO (MJIM MO-HHUCKO) HUBO Ha JeueHue. TpaBma cucTemara
CTaBa MIMPOKa Mpeka OT OONHHUIM (TpaBMa LEHTPOBE), cpex KOouTo TpaBMma meHtposere I u 11
CTENEH ca M3TOYHUK Ha WHQOpMAIHs 3a OIEHKAa Ha CHCTeMara. 103 MEeXaHU3bM II03BOJISIBA
Mmankure Gomauim (III cremen, Haii-HECKka) ma TpaHcepHpaT MAIUEHTH KBM IO-TOJIEMHTE
6osmanim (I m I cremen), KoMTO MMAT 3ajelieH epPCOHAN U pecypcH 3a oHe3u 15% KpHUTHIHO
TpaBMHpPaHH, HY)KHaellld C€ OT MO-BHCOKO HHBO Ha oOcmyxkBaHe. Hemo moseue - HskoM
MIPOYYBaHUs MOKa3BaT, Y€ KOHIEHTPHPAHETO Ha JICUEHUETO Ha Te3U 15% KPUTHIHO TPaBMHUPAHH
B PBLIETE HA HAKOJIKO JO0Ope TPEHHPAHHU XUPYP3H Ce OTIIIAIIA C TO0-T00pU pe3yNTaTH.

Resources for the Optimal Care of the Injured Patients e mocneanoro u3manue 3a
M3UCKBAaHMATA W OCHOBHMTE IIPaBHJA 3a Pa3BUTHE HA TpaBMa CHCTEMara, IyOJIMKyBaHO OT
American College of Surgeons Committee on Trauma. Criopes Hero mbpBata Kpadka IpH BCSIKO
IUTAaHUpPAHE € OLCHKaTa Ha HyXXAWUTE. BposAT M IbCTOTaTa Ha HACENEHHMETO, PAXIAEMOCTTa H
HHUBOTO Ha TpaBMAaTH3Ma ONPENeNT KOJKO TpaBMa LEHTPOBE ca HEOOXOIUMH 3a HY)KIHUTE Ha
JageHa obact.

OTkpuTHTEe QPAKTYPH CE PasTISKAAT OT PA3IMIHU aBTOPH KaTo ce Kiacupuimpar
pa3M4YHO ¢ MHUHUMANHM pasznuuus. Haii-msnmomsBana e kinacudukanmsta Ha Gustilo and
Anderson:

I cmenen: xoxHa paHa 0 1 cM; BUANMO YHCTa; MUHUMAJIHA MYCKYJIHA KOHTY3US; IPHIHHEHA OT
HaTHCK OTBBTPE HaBBH; HAIPEUHH WM KOCH (QPaKTypH;

Ilcmenen: xoxna pana Hajx 1 cM; MHHMMalTHa MEKOTHKAaHHA MOBpeia; 0e3 CMadyKBaHHS HIN
MHUHUMAJIHW; HAPEYHN U KOCH (QPaKTypH;

11l cmenen: xoxxHa paHa Haj lcM; pa3MayKBaHUS Ha MEKU THKaHU; YECTO BUCOKOCHEPIHMUHH
paznpobenu dpakTypH;

. III-A: Bb3MOXHO IIOKPUTHE C KOXKA HIIH JIaM0O; HAKOJIKO (parMenTa;

. II1-B:HeBb3MOKHO THKaHHO MOKPUTHE; yBpeaa Ha IIEPUOCT; MACHBHO 3aMbPCEHH;

. III-C: Bcsika OTKpHTa (paKTypa ¢ apTepHaiHa yBpena.

3abenexxka: Axo 1o 8 yaca [ u Il He ca oOpaborenn, npemunasar B [llcreren.

OrHecTpenHUTE HapaHsSBaHUS B Ta3U KIacH(UKaIys ce npupasHsaBar kbM: [II-A crenen-
kypmrymuute, III-B m III-C - exkcrio3sumBHHTE W OT TOMSIMOKAIHOpeHH OGalMCTHYHO
JIETepMHHHUPAHU MPOEKTHIIH.

CKbCABAaHETO Ha BPEMETO MEXKIy HApaHSBAHETO M HAYaJIOTO Ha JeHUHUTUBHOTO JEUEHHE €
KJIFOYOB M periaBail (akTtop 3a:

1.1360pa Ha ne4eOHO MOBEACHUE;

2.3a 1o0pus KpaeH pe3yITar;

3.3a epextuBeH ,,damage control”.

Hamnpumep npu [ u 11 crenen, ako JiedeHueTo 3anoyHe 10 2 yaca OT TpaBMaTa, 1eOpHIMAaHBT €
Hali-e()eKTUBEH, a (PUKCAUATa Ce pellaBa Mo IeIecho0pa3sHOCT - IbPBUYHA BBHHIIHA (QUKCAIHS
WM OTCPOYCHA BBB BPEMETO BbTpelHa (ukcanus (cnex 1 no 4 ceqmuim).

3a III crenen - A u B ¢uxcamusra (cnex nedbpuaMana) e BuHaru BpHIIHA. [IoHeke ce kacae 3a
pa3npobenn GppakTypu MOYTH BHHATH CE€ HAJlara OTCTPaHsABaHE HA KOCTHH MapyeTa, KOETO BOJIU
1o oopMmsiHe Ha nedeKT (JImca Ha 9acT oT KoctTa). To3u aedekt TpsadBa a ce 3abIHU C KOCT
- gpe3 aBTo-, aJl0-, WM KCeHo-ocTeoIutacThka. [lociennara copen [1.Munyes e:

1. IIspBuuna ocreomnactuka (ITOIT) - B neHs Ha HapaHsBaHETO;

2. IIspBuuHO-oTcpoueHa octeomiacTka (ITOOII) - no 30 qHU OT HapaHIBaHETO;

3. Bropuuna ocreomiactuka (BOII) - m3Bbpirena ciaex nosede ot 30 THM OT HapaHSIBAaHETO.
KonkoTo mo-paHo 3amouHe Ie(UHATHBHOTO JI€YEHHE, TOJIKOBA MO-pajuKaieH Ine Obiae
XUPYPTUYHHAT MOJX0J, COTBETHO - O-KBCO II0 BPEME e € JeIeHHeTo. ToBa ce MOCTHUra upes
CTPUKTHOTO CIIa3BaHE IIPaBHJIAaTa HAa CHBPEMEHHHS CTAHJIAPT 3a CIIEIIHOCT (TpaBMa CHCTEMA).
OO0paTHO - W34YaKBaHETO, HEAOOPHAT NOAXOA M HENOCTATBYHOTO XHUPYPTUYHO JICUCHHE
yIBIDKaBaT Bb3CTAHOBSABAHETO, a YECTO TO HE € ITBJIHO.
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Jduckycusi:fIcHo e, 4e kbAeTo ce pabOTH MO TpaBUiiaTa Ha TpaBMa CUCTEMaTa,
pe3ynratute ca MO-J00pH, BB3CTAHOBSIBAHETO € TO0-0BP30, a YCIOXKHEHUsTa ca [o-
penku. M3BEpHIBaHeTO HA IEHHOCTTA OT OIIUTHU XUPYP3H € HAIOXKUTEIHO.

H3Boan:1.TpaBma cucTemara € MHCTPYMEHT 3a IIOJIy4aBaHE Ha I10-100pHU jedeOHH
pe3ynrary;

2.I'macyBaHeTo Ha 3aKOH 3a TpaBMa cucTeMa B brirapus e Hanoxwurenso. [Ipunaranero
Ha OTAENHH AETalIN caMO Ha CHCTEMATa € HeI0OCTaThYHO.
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