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ITPOBJIEMBT 3A AMITYTAIIMSITA U HEMHOTO HUBO ITPH CUH]JIPOM
HA TUABETHOTO XOJHUJIO
Us. Edpemos , Bi. Koctos, B. Bacunes ,nipod. A. Atanacos
CBAJI no opronenus - Codus, JIMI] " Cs. [Tanraneiimon", Codust, MBAJI byprac,
MBAJI "Cg. UB .Punicku”, dynuuna

CuHIpOMBT Ha AMAOETIOTO XOJWIO OOCTUHSBA MATOJOTMYHUTE IIPOLECH U
n3MeHeHHss B nepudepHaTa HEpBHAa CHUCTEMa, MHKPOLMPKYJalusTa,apTepHaiHara
CHCTEMa,MEKUTE ThKaHH ,KOCTH U CTaBH.

CepuiecTByBa CTaHOBHILE ,4€ BUHard npu C/IX cblecTByBa HENpeon0IMMa
TEHJCHIUH KbM aMITyTallusl ¥ IPOTHUBHO Ha HETO ,4€ ¢ MPO(HUIaKTHKA U JICYCHUE, MOTaT
Jia ce OTIO0XaT MaKCHMAaJHO IBJITO BPEME aMITyTaIHATa, Wi Jja C€ CHIDKHM HEHHOTO
HUBO.

Ipocnenenu ca 247 6omam, 186 Mbke =75.2 % u 61 xenn = 25.9 % cwe cpenna
MIPOABIDKUTETTHOCT Ha auadera oT 9 1. u 3 Mec.

Awmnyrtanus Ha pazauyHd Hua- npu 203 OomHu = 82.2 %. Ilo Bumose
aMIyTanusaTa e ouia:

-Ha Qananru - 53.6 %

-Ha X0auiI0T0-33.9%

-Ha JI0JTHA TpeTa Ha moxdenpuna - 14.3 %

Juarnosara 3a ompezaensHe HUBOTO HAa aMITYyTalUs € OCBIIECTBSIBaHA IO
€IMHHHU aJITOPUTMH:

-aHaMHe3a 1 o011 cTaTyc,

-(H3nKaNeH JOKaJIeH CTaTyC,

-TJIIOKO3€H U EJIEKTPOJIUTEH OajaHc,

-HEBPOJIOTHYEH CTaTyC,

-Jlorutep-conorpadus na DOJHUTE KPAWHUIIN,BKJ. M XOIUjaTa -aHTHOTpadus

Ha 00JTHOTO XOJAWJIO C TIOA0EIpHIIa,

-peHTreHorpadus Ha X0JUIOTO,

-IyHKIIHOHHA MEKOTHhKaHHA OMOIICHS Ha HUBO XOAMIIO, I0JIHA M TOPHA TPeTa Ha
noxbenpuata, € XHCTOJIOTMYHO U3cClIeABaHe Ha Marepusina. HaGmiogenusta
MOKa3BaT,4e3a ONpe/esissHE Ha HHUBOTO Ha aMIyTalusATa cjlelBa Ja Ce HW3BBPIIU
JoruiepcoHorpadus,peHTreHorpadusi, anruorpadusi.

-MHOTOETa)KHAa MEKOTbKaHHa OHWONCHS C [OCJIEABAalI0  XHCTOJOTYHO
n3clie/IBaHe Ha B3ETHs IPH IMyHKIUsTa MaTeprsul. [ [yHKIIMOHHA MEKOThKaHHA OHOTICHS
ce W3BBPIIBA M HAa TPAaHUIATA C OYEpPTaHATA HEKPO3a M IOATEKALIUTE BUAUMO
HETIPOMEHEHH ThKaHH.
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RARE AND “SUPER-RARE” DISEASES, INSIGHTS FOR FREQUENT
DISEASES FROM SEGMENTAL OVERGROWTH SYNDROME AND SOX3
DUPLICATION
Zoran S. Gucev,! Velibor B. Tasic'

"Medical Faculty Skopje, Macedonia

Aim: We present a novel disease of segmental overgrowth and the fourth patient
with SOX 3 duplication. We discuss to impact of genetic data on other rare and frequent
diseases.

Case 1 presentation. An 11 old patient with hypoplasia of the right kidney and
hypospadias was found to be SRY negative, 46, XX. His parents and younger sister
were healthy. His intelligence was normal (IQ 92) and he had no other anomalies. The
behavior, growth and development were all normal. His testes were >4ml and the penis
was 5 cm. Ultrasound and MRI did not show internal female genitals, while confirming
right kidney hypoplasia (as did the DMSA scan). .

ACTH test showed normal basal and stimulated 170OH-progesterone excluding
a form of 46XX DSD due to 21-hydroxylase deficiency. 11-DOC and 11S were normal
at both baseline and after ACTH stimulation, excluding 11BHSD deficiency.

The hCG test found testosterone in the low normal range for male sex and age
at baseline. It rised up to 146 ng/mL indicating the presence of functional Leydig cells
targeting by the hCG. The stimulated ratio T:DHT was 5.6, not supporting 5 alpha-
reductase deficiency.

SNP array for copy number variations (CNV’s) showed a unique 550 kb
duplication involving SOX3, RP1-177G6, and CDRI1 genes, and the microRNA
MIR320D2. This CNV was absent in 13,839 controls.

Case 2 presentation. This is a five year old girl with large overgrowth of the
right foot (triple siae), moderate overgrowth of the right vulva and suprapubic region.

The phosphatidylinositol 3-kinase (PI3K)-AKT signaling pathway was
investigated because of its key role in cellular growth and metabolism. Interestingly,
loss of function of PTEN (a negative regulator of PI3K), or activating mutations in
AKTI1, AKT2 or AKT3 have been observed in syndromes of overgrowth or
hypoglycemia. The exome sequencing of DNA from unaffected and affected cells from
the patient identified the cancer-associated mutation encoding p.His1047Leu in
PIK3CA, the gene that encodes the p110a catalytic subunit of PI3K. The alteration was
detected only in affected cells. Those data were found in additional 10 patients
indicating that they represent a distinct overgrowth syndrome.

Conclusions. 1. This SRY negative 46,XX male with renal hypodysplasia and
an exceedingly rare duplication involving the SOX-3 gene, suggests a role in both sex
determination and kidney development.

2. Sequencing of PIK3CA in ten additional individuals with overlapping
syndromes identified either the p.His1047Leu alteration or a second cancer-associated
alteration, p.His1047Arg, in nine cases. The identification of new genes causative for
diseases identifies a rational therapeutic target. In addition, identifying genes with
known role in cancer and/or other frequent diseases sheds novel insight in their genesis
and therefore yields novel therapeutic aims.
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PROTEOMICS IN CLINICAL PRACTICE — CAN WE PREVENT DIABETIC
NEPHROPATHY
Goce Spasovski
University Department of Nephrology, Medical faculty, University of Skopje, R.
Macedonia

Diabetic nephropathy (DN) is a progressive kidney disease, a well-known
complication of long-standing diabetes which represents the major pool of patients
recognised to have chronic kidney disease (CKD). DN is the most frequent requirement
for a renal replacement therapy in many Western countries and a largest burden of the
Medicare expenditure, while only a minority of other CKD entities will progress to end-
stage renal disease requiring dialysis or transplantation.

Here, the most important issue for eventual prevention of disease development
would be a precise identification of those at higher risk of progression or death.
Currently available diagnostic and staging tools frequently fail to differentiate these
important steps. A second priority within the specific disease entities would be the
prediction of a need for therapeutic intervention or the response to different forms of
therapy. Thus, patients at risk for diabetic nephropathy will be easily identified in the
presence of an already established microalbuminuria. On the other hand, it is much more
difficult to identify among diabetics with normoalbuminuria those who are at risk to
develop microalbuminuria or those in whom will kidney function decline without ever
developing overt albuminuria.

Kidney and urine proteomic biomarkers are considered as promising diagnostic
tools to predict CKD progression early in diabetic nephropathy which may enable
development of specific drugs and early initiation of therapy. Thus, it seems that the
need for renal replacement therapy could be postponed and related health-care
expenditures reduced accordingly.

It is supposed that a combination of tissue and urine biomarkers should be more
informative than individual markers use, but certainly, it would be more difficult for
implementation into the current clinical practice. Other shortcomings of these recent
innovative diagnostic approaches are lack of validation in between the independent
groups and most importantly, the technique is still not available for routine clinical
practice. In addition, while there are gaps in understanding of predictors of progression
or need for therapy in non-diabetic CKD, there is an evident need for an early diagnosis
and identification of progressors and their response under the certain therapy in diabetic
nephropathy.

It was recently demonstrated with urinary proteome analysis as a tool for
prediction of DN that the previously generated CKD273 classifier, when applied to
normoalbuminuric patients, identifies patients who will develop diabetic nephropathy
during follow-up, performing better than or equal to urinary albumin excretion rate
(UAER). In the investigated cohort, the CKD273 classifier was showing consistently
higher values in patients who did develop DN up to 5 years prior to development of
macroalbuminuria.

In conclusion, before albumin excretion starts to increase, there is a decrease in
collagen fragments. A non-invasive assessment of DN risk at an early stage is possible
via determination of specific collagen fragments by the urinary proteomic analysis.
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GLOBAL PROBLEMS OF DIABETES AND PARADOXES RELATED TO
THEM
Prof. Ramaz Kurashvili MD
National Center for Diabetes Research, Georgian Union of Diabetes and Endocrine
Associations (GUDEAS), Tbilisi, Georgia

Diabetes (DM) is a chronic, progressive endocrine disease characterized by
cumulative costs. Diabetes like disease was first described in the ancient Egyptian
papyrus dated 1550 BC, that was translated in the 19-th century.

DM became the world pandemic and the threat for the human development in
the 21-st century. The rise in DM prevalence is awaited in all age groups, both males
and females and independent of the level of the GNP of the countries. Chronic diseases
are no longer the privilege of the rich, they hamper the poorest populations , ’this
represent a public health emergency in slow motion” . Adoption of the Political
Declaration (2011), EP Resolution (2012) and World Health Assembly Position
Statement (2012) shows growing interest towards the prevention and control of the
NCDs. IDF plays important role in all political processes that took place today.

There are modifiable and non-modifiable risk factor of DM; environment
causes DM in 70-80 % of cases.Diagnostic tools for diabetes management have been
significantly developed and changed; lately PPG has become important for early
revealing of the condition, as 70% ( vs 30% - FPG) of time a person is in the post-
prandial state. In practice we measure PPG only in 30%, and FG — in 70% of cases.

It is known that beta-cell distraction starts several years prior to DM
manifestation, that takes place when 50-60% of the cells are destroyed. In 55% of fresh
DM micro- and macro-vascular complications are present. In 53% DM is manifested
with classic symptoms, while in remaining 47% DM is diagnosed accidentally, during
a visit to any doctor. Still many National and In-hospital Guidelines recommend to
initiate diabetes management with only dietary therapy. If DM were only a glycemia
disorder, it would remain a disease, that could be treated simply with diet and walking!
It is proven that the delay in treatment initiation may lead to serious debilitating
conditions. Thus, smart therapy, that includes diet, should be initiate at diagnosis. Thus,
dietary intervention and increased physical activity are recommended only for high risk
population.

While managing DM we should keep in mind both glycemic (glycotoxicity,
metabolic memory, hypoglycemia) and non-glycemic (obesity, dyslipidemia,
inflammatory markers, hypertension, depression, etc) factors. Initiating DM therapy
we should remember new approaches to DM management — smart therapy, treatment
individualization. New generation of glucose lowering drugs do not cause severe and
frequent hypoglycemic episodes, weight gain, dyslipidemia, hypertension and
inflammation progression . In the past century it was accepted that it was enough to
maintain optimal glycemia control to stop DM complication. Today we know that
together with optimal glycemia control it is important to influence pathologic chains of
CV disorders. Paradoxically, that though a large number of recommendations were
naive from the point of view of today’s knowledge, Prof. J. Campbell called DM “not
a simple disease, but a silent killer”.

DM is integrated with various medical disciplines, like cardiology, psychiatry,
obstetrics-gynecology, osteo-arthrology, oncology and others. In 2005 there was no
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information about the relationship between DM and cancer at the EASD Meeting in
Athens, while today links between the conditions are revealed. Even the relation of
some hypoglycemic agents to cancer development is being studied. It is in the center
of attention of the world diabetes community and world healthcare system.

Unfortunately the system still invests in infectious vs NCDs in proportion
typical for the end of the 19 century (5X1) — resources invested in NCD control are not
adequate to the scope of the problem.

When we speak about the awaited rise in the prevalence of DM and other
NCDs, reality always comes ahead of the prognosis. New approaches and new
technologies, safe, accessible and affordable drugs, diagnostic technologies and
education of people with diabetes, HCPs and the society will permit to demolish myths
and paradoxes of DM and related conditions.

DIABETES IN PREGNANCY AND NEONATAL MACROSOMIA
Zisovska Elizabeta, Professor, PhD
University Clinic for Gynecology and Obstetrics, Skopje, Macedonia

In general, macrosomia, or large for gestational age newborns (LGA) is defined
as a birth weight greater than the 90 percentile for age. However, it has been suggested
to restrict the definition to infants with birth weights greater than the 97th percentile (2
standard deviations above the mean) as this more accurately describes infants who are
at greatest risk for perinatal morbidity and mortality. Diabetes is one of the most
frequent medical condition resulting in LGA newborns, and may be induced by
pregnancy or, if pre-exisistent, affects the pregnancy. Unfortunately, pregnancy makes
diabetes much harder to control. High blood sugar levels (BSL) in pregnant women
could be complicated by vasculopathy, and if it not, fetal hyperinsulinism and
macrosomia are mostly present. They may have large organs, particularly the liver,
adrenal glands, and heart. These infants may have episodes of low blood sugar
(hypoglycemia) shortly after birth because of increased insulin. However, an enlarged
heart may take several months to get better. In this study, our objective was to present
some indicators in LGA babies, comparing them in relation to diabetes in pregnancy.
Methods: prospective study, monitoring few biochemical, clinical and other indicators.
The identification of the LGA newborns was performed using WHO growth standards
for both sexes (male/female) issued 2009. Results: during the first six months of 2012,
2396 full term newborns were examined, divided in three groups: A-56 LGA babies
(20,8%) whose mothers had no history of Diabetes; B-116 LGA babies (43,1%) of
mothers with pre-gestational Diabetes; C-97 LGA babies (36,1%) of mothers with
Gestational diabetes. Parameters compared between the three groups were: Body mass
index (BMI), initial glycaemia, perinatal outcome. BMI was in normal range in group
A, border-line in group B and statistically not significant higher in group C(BMI=16,9).
Glycaemia was taken according to the National Guidelines (30 minutes after the second
feed) and the results showed significantly lower BSL in group C, mean 1,7+0,2 mmol/L
(OR 2.19, 95% CI, 1.25-3.82, P=0.01). Both groups of newborns (A and B) had no
significant difference in the mean value of BSL. The ratio male/female was significantly
higher in the group A (1,4) compared to other two groups, suggesting that associated
factors other than diabetes are responsible for the macrosomia. Regarding the overall
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perinatal outcome, significantly higher adverse outcomes were found in the group C of
newborns (infants of mothers with gestational diabetes), (OR 1.9; 95% CI 1.2-2.9). Such
outcomes were: death, hypertrophic cardiomyopathy, congenital heart defects, death,
birth trauma and polycythemia. The results showed that LGA babies have much higher
risk if their mothers have gestational diabetes compared to pre-existing diabetes, and
particularly with those whose mothers had no history or parameters of diabetes. These
findings suggest that pre-existing diabetes is known risk factor before the conception,
the glucoregulation is established well, and if controlled, the adverse outcomes are rare.
On the other hand, the gestational diabetes occurs during the pregnancy, and the impact
on the fetus depends strongly on the early identification and good management.

KBbM CUHAPOMA HA JMABETHOTO XOJANJIO
B..KocroB , B .Bacunes,A.Kexaiios ,E.JIleprepos ,M. Casos ,B .Ilpuues,b.IToxsHOB,
npod.A ATaHACOB,JI.M.H.
JMLI, "Cs.ITanTaneiimon*”’Codust ,MBAJI Byprac ,MBAJI "/I-p bp.lllykepos"
CwmiostH MBAJI " Cs.MB .Punicku 2003 “dynHuna

C30 / CBeToBHa 3/ipaBHa OpraHU3alls /OMpPeeNid KaTo OTJCNIHA HO30JIOTHYHA
€/IMHKIIA CHHIPOMBT Ha JMa0ETHOTO XOIHJIO.

Upe3 cTaHAapTU3UpAHU HAIIM aHKETHH KapTH | aHAJH3MPaxMe I[OJyYCHUTE
nanuu oT 14467 6onan ot 1MadeT,60.5 % Mbxe u 39.5 % keHu,che cpeaHa B3pacT 59
r. u 6 mecena .ITo 7aBHOCT Ha MrabeTa OOJTHUTE ca Pa3MPEICICHH:
-C JaBHOCT 10 3 roaunu - 0 00HH,
-3-5 rogunu- 574 6omman = 3.96%
-5-10 roauam - 2576 6omaun = 17.8%
-gan 10 rogunau - 11317 6o = 78.2 %

Hue ce mpumbpkame kbM kiacudukarnmsara Ha C30 Ha cHHApOMa Ha
JUa0ETHOTO XOAMIIO U CHIOPE]T Hesl aHKETHPAHUTE OOJTHU ca pas3lpeIe/ICHU:
a.c HeBponaruyna dopma - 1015 6o01am =10.84%
0.c HeBporcxemuyHa Gopma - 5062 6oaHu =54.1%
B.c ncxemnuHa opma - 3277 6omau = 35.03 %

JlaHHWTE MOCOYBAT ,4¢ HeBpOMaTHYHAaTa (hopMa € OTKPHTA IIPH TTO-MITa a1 OOHH
C KPaTKoCpOYHOCT Ha Anabera.KaTo ycnaskHeHs ca OTKPUTH THOHHO-HEKPOTHYHH

DIABETES MELLITUS AND END STAGE RENAL DISEASE RELATED TO
HEMOSTASIS IMBALANCE
Petar Dejanov, MD, PhD
Clinic of Nephrology, Medical Faculty, University Ss. Cyril and Methodius, Skopje,
Macedonia

Background: Chronic diseases are often related to hemostasis imbalance due
to vascular affection which may cause further disease complication. The aim of our
study was to examine hemostasis in patients with diabetes mellitus (DM), end stage
renal disease (ESRD) and arterial and venous thrombosis.

13
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Material and methods: Patients with chronic diseases were divided as
following diseases: DM (n=129); ESRD (n=412); arterial and venous thrombosis
(n=165). The number of 125 healthy subjects served as a control group. The performed
global hemostasis tests were: protrombine time (sec); caolin-cephaline time (sec);
trombine time (sec); fibrin degradation products (FDP) (mg/ml); platelet count and
aggregation in adenosine diphosphate (ADP). These parameters were compared
between chronic patients and control group. The biological activity of von Willebrand
factor (VW{) (%) was examined in each of patient groups and was compared to the
control group. For statistical analysis, student t test was used with statistical significance
for p less than 0.05.

Results: Examined parameters showed impaired values in chronic disease v.s.
control group as following: for protrombine time - 12.6+0.6 sec. v.s. 12.0+0.2 sec.
(p<0.01); for caolin-cephaline time — 54.1+6.6 sec. v.s. 51.2£1.9 sec. (p<0.05); for
thrombine time — 19.843.4 sec. v.s. 15.4£0.6 sec. (p<0.001); for FDP — 16.5+£3.6 mg/ml
v.s. 2.4+0.8 mg/ml (p<0.001); platelet count - 356£112x10"9 v.s. 285+61x10"9
(p<0.01); aggregation in ADP - 140+112 v.s. 48421 (p<0.001). For vWf in all chronic
patient groups were found increased values: diabetes mellitus - 271£174% (p<0.01);
ESRD - 128+62% (p<0.05); arterial and venous thrombosis - 128+72% (p<0.02).
Referent value for vW{ was obtained as 101£35% (control group).

Conclusion: Obtained results obviously confirmed the role of chronic diseases
in hemostasis imbalance which accelerate endothelial dysfunction related to unstable
patient condition with worse disease prognosis and its outcome.

THE CORRELATION BETWEEN DIABETES MELLITUS AND
DEPRESSIONAL DISORDERS
Vesna Gali¢, doktor medicine,Dom zdravlja Prijedor, Bosna i Hercegovina

Depression disorder occurs in 6-35% of patients in the primary health care.
Problem becomes more complicated if it is taken into account that depression is often
followed by other co-morbid mental disorders, and that depression itself often follow
somatic diseases, which represents a major problem of diagnostics and treatment in the
primary health care institutions. Diabetes as a metabolism disorder is often combined
with depression, and it is considered that such patients have two to three times higher
chance of depression than general population.

The aim of this work was to determine the number of diagnosed depressive
disorders at patients suffering from diabetes.

The research was done as a retrospective study of 80 patients, both sexes, from
rural and urban communities, 18 years and older, living on the area covered by the clinic
of family medicine of the Healthcare facility of Prijedor. By checking the medical
database, it was found that 80 patients are suffering from both diabetes and depressive
disorders. 59% of those patients were female, while 41% were male.

According to many studies, more than a half of depressed persons connect their
“psychological condition” with a certain stressful event or a long-term stressful situation
which occurred in the last 6 months. According to the results of this study, 80 patients
are getting a treatment for depression, and there are probably many more patients,
because, in their opinion, they do not need professional help because they are already

14
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on a lot of medication and they do not need any more. Patients suffering from type II
diabetes have a two to three times higher chance of suffering from a depressive disorder
as opposed to general population. Such results correlate with this research which shows
that depression appears more often at type II diabetes (69%). Using meta-analysis of the
study it was discovered that a prevalence of depression is from 30 to 40% in co-
morbidity with diabetes, and only a third of patients is being treated. Two thirds of
patients suffering from diabetes and depression are ill for two or more years and a large
number of examinees already had several depressive episodes, while the recidivism of
depressive disorders in the timeframe of 5 years was discovered in 80% of examinees,
which complies to this research in fullest.

Many studies show that the development of depression as a consequence of
several years of uncontrolled or inadequate treatment of diabetes, and which as a
consequence had an increased number of complications of the primary disease. In
relation with these studies, the research in the Healthcare facility of Prijedor shows that
much more women had this complication as opposed to the number of men. Depression
is connected to a larger functioning inability, lesser care for nutrition and exercise
suggestions, erratic therapies and irregular control visits to the doctors' of those
suffering from diabetes.

The continued education of patients concerning these methods should be
continued. Regular control visits at the doctors' are not something that we can be proud
of. Usually patients only come to take their regular treatments, and out of those visits,
the patients suffering from type II diabetes come most often (52%).

This research showed that diabetes and depressive disorders have been
diagnosed at 80 patients, more often in women than in men, at the patients aged 50 or
more, and that ailment lasted for more than two years. Even though the patients are
educated, they do not care about doctors’ orders received at every visit. Connected to
that fact, we should do education more often, make plans along with patients themselves
concerning their nutrition, inclusion of physical activity, try to reduce the stress factors
as much as possible and include members of family. Only a good coordination between
doctors, patients, their families and consultants will surely help deal with these health
problems, which leads to lower medical bills, richer society and a better life quality of
everyone.

The conclusion is that the monitoring and treatment of depression at those
suffering from diabetes is becoming a necessity, and it should be done with a
multidisciplinary approach in a team and should be individually adjusted taking into
account all the needs and complications of every patient.

Key words: diabetes mellitus, depression disorders, patient education

TREATMENT OF DIABETIC FOOT IN THE PERIOD FROM 2009 TO 2011
KOCANI
G.Panova, B.Panova, N.Panov, N.Velichkova
FMN-UGD-Stip, Macedonia

Introduction: Diabetic foot is a chronic complications of diabetes and it is an
open sore or wound that occurs mostly in the lower leg in 15% of patients with
dijabetes.od them 6% were hospitalized because of infection or other complications
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associated with diabetic foot. Diabetes is the leading cause of netraumatski amputations
of lower limbs 14% -24% in developed countries.

Objective: The main objective is to promote the health of patients with diabetes
and prevention to avoid Diabetic stapalo.Tuka include all measures and methods to be
taken for proper education of these patients. . Risk factors for developing diabetic foot
are: duration of diabetes over 10 years, male gender, chronic bad glikoregulacija, the
presence of cardiovascular, eye and kidney complications typical of diabetes, smoking,
poor education about foot care, inappropriate footwear.

Methods and techniques: Initial survey includes palpation of the pulse of the
legs (a.dorsalis pedis and a.tibialis posterior). Absence of pulsacija indicates possible
peripheral vascular disease and require further isleduvanja.Vazhna is the color of the
legs and foot temperature kozhata.Naogjanje / brahijalen index of less than 1 indicates
disturbance of the circulation in the legs, the findings of oscilometrija oscilografija and
the extremities. Doppler-ultrasonography examination and measurement of toe pressure
together with an estimate of the circulation are methods for examining the foot,
angiographic examination.

Discussion: In Macedonia, about 70% of amputations of limbs due to untreated
ulcers in diabetic stapalo.Progresivniot debridement (removal of dead / infected tissue),
or operations to reconnect blood circulation, result: Between 2009god.ima registered
5298 patients with Diabetes melitus of which 34 have the appearance of diabetic
stiopalo of them 24 are treated conservatively and 10 operatively lekuvani.vo 2010
registered 5428 patients with Diabetes melitus of which 46 have the appearance of
diabetic stiopalo of them 34 are treated conservatively and 12 operatively treated and
2011god.5634 patients with Diabetes melitus in 30 of which have the appearance of
diabetic stiopalo, of which 20 are treated conservatively and 10 operatively lekuvani.

Conclusion: diabetes mellitus is among the leading diseases causing death in
21 century of foot ulcer is the main precursor for amputation of a leg because they
prevent Diabetic foot with; good checks of diabetes, regular samopregled and hygiene
stalalata, skill recognition of complications, proper selection of appropriate footwear,
implementation of moderate physical activity, avoiding injury and treatment is reduced
to limit the skin area of amputation in order for it to expand.

Key words: diabetic foot, amputation, limb, diabetes.

INSULIN FOR TREATMENT OF GESTATIONAL DIABETES MELLITUS
G.Panova, B.Panova, N.Panov,N.Velickova,L.Nikolovska
FMN-UGD-Stip, Macedonia

Objective: To compare the use of metformin with that of insulin for the
treatment of gestational diabetes mellitus (GDM) and type 2 diabetes mellitus (T2DM)
unresponsive to diet therapy.

Materials and Methods: In this prospective observational study, maternal
glycemic control and perinatal outcome in diabetic pregnancies were compared between
2 obstetric units, one using insulin therapy and the other using metformin therapy.
Baseline pretreatment glycemic profile was done and then repeated weekly throughout
pregnancy. The outcome measures studied were glycemic control, maternal
complications and perinatal outcome.
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Results: Sixty women with gestational and type 2 diabetes were enrolled, 30
each for metformin and insulin. Both groups were comparable with respect to age, body
mass index (BMI), parity and pretreatment plasma glucose levels. Glycemic control was
better with metformin after 1 week of therapy and also throughout gestation (P = 0.03-
0.007). There were no major complications or perinatal deaths in this study. Mean
gestational age and birth weight (2.9 + 0.4 kg versus 3.1 + 0.4 kg, P = 0.30) were
comparable. However, there was a significant increase in neonatal intensive care unit
(NICU) admission and stay for babies born in the insulin group. The cost of treatment
was tenfold higher in thethe insulin group. Conclusion :Metformin is clinically
effective, cheap and a safe alternative to insulin therapy in pregnant diabetic women.

Keywords: Gestational diabetes, insulin, insulin resistance, metformin, type 2
diabetes in pregnancy

TREATMENT OF SEVERE FORMS OF THYROID EYE DISEASE
Nevenka Laban-Guceva, Slavica Stratova-Subevska, Irfan Ahmeti
Clinic for Endocrinology and metabolic diseases, Medical Faculty Skopje Associate
Professor of Ophthalmology Nevenka Laban-Guceva, Clinic for Endocrinology,
Metabolism and Diabetes, Medical Faculty Skopje

Background: Thyroid eye disease (TED) can be a hyperthyroid independent
entity. Severe forms of TED can be a major challenge to treatment, with blindness as
possible consequence. This malignant exophthlmos can be treated with several
approaches: systemic corticosteroids, orbital/retro bulbar irradiation, and several types
of surgical decompression. In addition, cytostatic drugs or tissue growth factors are
under experimental and clinical evaluation for the treatment of TED.

Patients, methods, results: We evaluated 25 patients treated with systemic
corticosteroids and/or cranial irradiation (mean age 48.4+/-12.54; M/F=12/13). Visual
evoked potentials were reduced in all of the patients. Magnetic Resonance Imaging
(MRI) of the orbits showed a significant volume increase of recti muscles (Inferior,
medial and lateral).

All 25 patients had significant reduction of TED signs and symptoms after 3
months of treatment (from Hertel: OD 24.25+/-4.15, OS 23.8+/-3.22 to Hertel: OD
22.15+/-2.9, OS 23.1+/-3.17; extraocular soft tissue decreased significantly on MRI.
Only one patient had a relapse of TED, noted after 10 years after first disease
manifestation. Treatment with CS induced no TED regression. Orbital irradiation with
30 Grays over 10 days induced a remission of 2 months (so far).

Conclusions: It is of note that most patients responded well when treated with
CS. Nevertheless, a significant percentage of patients have been found to be CS
treatment resistant. Orbital irradiation was effective in controlling the TED in all CS
resistant patients. No patients were resistant to both CS and OI treatment.
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DIABETES MELLITUS RELATED TO OXIDATIVE STRESS
Beti Dejanova MD, PhD, Suncica Petrovska MD, PhD, Petar Dejanov MD, PhD
Institute of Physiology, Medical Faculty, University of Ss. Cyril and Methodius,
Skopje, Macedonia

Background: Oxidative stress is a condition of increased free radicals as
unpaired electrons which are highly reactive and may damage cell structure leading to
its dysfunction or accelerated apoptosis. The aim of the study was to examine the level
of oxidative stress in diabetes mellitus (DM) patients regarding their illness duration.

Methods: Patients with DM (n=125) were examined due to their illness
duration: I group - < 1 year (n=34); II group - 2-5 years (n=56); III group - > 5 years
(35). The following parameters were used: ROM - reactive oxidative metabolites as free
radicals, AOS (antioxidative status) from Diacron, Italy and lipid peroxidation (LP)
using the flourimetric method with end product malonyldialdehyde (MDA). The group
of 35 volunteers as a control group was used.

Results: ROM showed increased value in II group — 410495 UCarr and in 111
group —450+101 UCarr, compared to the I group - 390+70 UCarr (p<0.05). The referent
value was found in control group as 353+68 UCarr. For AOS no statistical significance
was found, while LP showed the highest value in the III group 4.8+0.7 umol/I (p<0.01),
when compared to the control group 3.7+0.3 umol/l.

Conclusion: Due to obtained results we may conclude that oxidative stress
increases with illness duration of DM which contributes to further endothelial
dysfunction and to appearance of other related complications, respectively.

Key words: diabetes mellitus; oxidative stress; illness duration
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MARKERS OF PRECLINICAL ATHEROSCLEROSIS AND THEIR
CLINICAL RELEVANCE
Professor Pavel Poredos, MD, PhD
Department of Vascular Disease, University Medical Centre Ljubljana, Slovenia

The estimation of risk for atherosclerotic and cardiovascular events based only
on the presence of classical risk factors is often insufficient. Therefore, efforts have
been made to find markers that indicate the presence of preclinical disease in individual
subjects like blood markers of atherosclerosis and preclinical deterioration of the arterial
wall.

Elevated levels of several inflammatory mediators have been found in subjects
with atherosclerosis. Prospective epidemiological studies have found increased vascular
risk in association with increased basal levels of cytokines, the cell adhesion molecules
P-selectin and E-selectin; and acute-phase reactants such as high sensitive C-reactive
protein (hsCRP), fibrinogen, and serum amyloid A. For clinical purposes, the most
promising inflammatory biomarker appears to be hsCRP. In the last decade, markers of
plaque stability and unstable coronary artery disease have been sought such as
myeloperoxidase, soluble CD40 ligand, pregnancy-associated plasma protein A, free
fatty acids and placental growth factor.

Further, markers of endothelial dysfunction (ED), like circulating molecules as
well as indicators of functional deterioration of the arterial wall, that represent a
common denominator of harmful effects of risk factors on the vessel wall were
identified. It was show that endothelial dysfunction is closely related to different risk
factors of atherosclerosis, and to their intensity and duration.

Measurement of the intima-media thickness (IMT) using high resolution B-
mode ultrasonography has emerged as one of the methods of choice for determining the
anatomic extent of preclinical atherosclerosis and for assessing cardiovascular risk. A
strong correlation between carotid IMT and several cardiovascular risk factors was
shown and it has also been found to be associated with the extent of atherosclerosis and
end-organ damage of high risk patients.

Determination of markers of preclinical atherosclerosis could influence the
decision of a clinician to intervene with medication and to use more aggressive
treatment of risk factors in primary prevention, and in patients with atherosclerotic
disease.

INTERRELATIONSHIP BETWEEN ARTERIAL ATHEROSCLEROTIC AND
VENOUS THROMBEMBOLIC DISEASE

Mateja Kaja Jezovnik, MD, PhD,
Prof. Pavel Poredo§, MD, PhD
Department of Vascular Disease, University Medical Centre Ljubljana, Slovenia

Traditionally, the pathophysiology of thrombosis has been separated into

venous and arterial thrombosis. The formation of arterial and venous thrombi has been
explained by two distinct mechanisms influenced by different risk factors.
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Over the last few decades, however, this notion has been partially challenged
by the accumulation of evidence suggesting an association between arterial
atherothrombotic disease and idiopathic venous thrombosis. Studies have indicated that
patients with atherosclerosis may be at increased risk of venous thromboembolism and
that thrombogenic factors are involved in the development of atherosclerosis. Further,
recent basic and pathomorphological studies suggest similar ethiopathogenetic
mechanisms and risk factors for the two diseases. Similarities in ethiopathogenetic
mechanisms are also indicated by a resemblance in the appearance of atherosclerotic
disease and venous thromboembolism.

During the last decade, the role of inflammation in the etiopathogenesis of
arterial thrombosis has been elucidated. Inflammation has been accepted as a possible
mechanism through which different risk factors trigger thrombus formation in veins.
That inflammation is the basic etiopathogenetic process of venous thrombembolism is
also supported by the relation of some risk factors to both arterial and venous
thrombosis: age, increased body mass index, hypercholesterolemia, hypertension, lupus
anticoagulant and hyperhomocysteinemia.

The identification and elucidation of markers relevant to both, arterial and
venous thrombosis could provide targets for future prevention and therapy.

OLEHKA PUCKA, CJIEJOIIEPATUBHA I'A MOPBHU/IHOCT "
MMPOTHO3A ITPU KAPAUOXUPYPI'MYHU NALIMEHTH: SOFA CKOP
Hapsacku I'. Yomakos U. AbenuaoB @. Terner b. lumurposa B, Manonosa B, Haues
I, ,,.Cs. Exatepuna" Codust, brnrapus

YBoa: cucremara 3a OLEHKA Ha PUCKA IIPU KapJUOXUPYPryd YHHUTE NALUECHTH
Euro Score. IS ce um3mom3Ba pyTMHHO B peAulla WHCTUTYIHMH. Makap W a00pe
BaJMIUpaHa CIOPSAMO M3XOJa OT JICYSHHETO, rani CHCTeMa He I03BOJIIBA OIEHKAa Ha
MOMEHTHOTO CBCTOSIHHEC Ha BHUTAJIHUTC (pyHKHI/II/I u CJI €A0A€paTUBHUA TICPUOI. 1
(ocnenHoTO ce ommcBa A00pe cbe cuctemara Sequential Organ Failure Assessment,
SOFA. Len: na ce uzcnensa MHGOPMALMOHHATA CTOMHOCT HAa COOpPYBaHUTE CHCTEMH
ES u SOFA B mnepuojga Ha cIefONEpPaTUBHO JIEYEHUE NpPU OrpaHUYEHA TIpyma
KapJHOXUPYPTUYHH MalUCHTH.

Mertoa: u3cienBaHeTo € mpoBeneHo 3a Bpemero 15.01.201 1-30.06.201 Ir.
BkiroueHn ca manMeHTHTe, ONEepUpaHd M NPUETH B MHTEH3MBHOTO CJIEJONEPaTHBHO
OTAETICHNE HAa HWHCTUTYLUsTa. llanieHTWTe, IIAaHOBH M CIEIIHW ca MPHETH 3a
Kapauoxupyprudau omneparun ¢ ES 6.34. I [Oxpunute KpuTepuuTe 3a Bh3CTAaHOBSBAHE
Haluen U ¥ NPEBEJCHU B CIEAONEPATHBHOTO OTACICHUE A0 72-Hs CI €A0NEPATHBEH
Yac ca M3KIIOUCHH OT IpOoydYBaHeTo. M3caenBanu ca manueHTUTe, KOUTO | Cliex 72-us
gac npoapipkaBa! ma ce nekysa! B MO. 11pu tax e m3uncisian SOFA ckop g0 2 1-us
cienonepaTiBeH JeH. OLIEHeHN ca mapaMeTpuTe: CMBPTHOCT, MPOABDKUTenhoci Ha
npectosi B MO. mpoabJHKUTENHOCT 11a MeXaHu4HaTa BeHTuianus MII HacThBaHETO U
MPOABIDKUTETHOCTTa Ha O0BOpeuHo 3amectuten HaTa repamnus, b3T u mpogbmxuTen
HOCT Ha X€MOAHW HaM U 4 HaTa NNOAKpEIa.

Pesyararn: | (aumeHTute, Npy KOUTO JIe4eHHETO € poabnkeHo B VO u cien
72-ust yac ca ¢ ES 7.4. SOFA ckxop na 72-ust yac e S.S. KaTo HpH MPOCeIIBaHe 1 0 10
2 I-nist nen BenmuuMHa ra ocTaBa Bucoka. CMBPTHOCTTA MU NMAlUeHTHTE JiekyBanu B 1O
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Hax 3 mHU e 8.5%. YCTaHOBHXME pasiiyHa TEXECT Ha M3Pa3eHOCT Ha OpPTaHHHUTE
YBPEXIaHUs B Ieproja ciesl 3-us cienonepaTrBeH jen. ClneonepaTuBHNS IPECTOI B
HO npu te3u nmauuentu e 7 auu. MB 3.3 muu. B3T e uspbpmBana npu 21 Hanucra,
XeMOJIMHAaMH4YHa nojkpena e npwiaraHa 5.1 guu a 11ABI1 e usnonssana npu 20
ManyeHTa.

3aKiroueHre: Ipy KapJUOXUPYPTUUHHUTE NallMeHTH IpeIoNiepaTHBHATA OLICHKa
na pucka 1o I'S B 3HaunTeNHa CTEeNeH ChOTBETCTBA Ha orjeHkarta o SOFA ma 3-us cien
oneparuBeH JeH. SOFA cuctemara 1mo3BojisiBa CpaBHUTENIHA OLCHKA Ha BU | amuu re
¢byHKINN.

POJIA U MACTO HA KAPAUOXUPYPI'UATA B JIEYHEHUETO HA
OCTPUA MUOKAPJIEH NH®APKT

J1. KrouykoB a-p; b. baes a-p IM Jou.; . IletkoB a-p AM, Hou.; I'. Haues n-p
JMH IIpod.CHAJ/ICC3 "Cs. Exarepuna” Codust

Octpuss MuokapjeH HHGApKT € BoJella IPUYMHA 332 CMBPTHOCT U
3a00JIeBaEMOCT B MOJICPHMS CBAT. TepameBTUYHM ONLMHU 32 peBacKyjlapu3anus ca
NEepKyTaHHUTE KOPOHApHM HMHTEPBEHLMH, TpoMOoiM3ata M  XUpypruyHara
peBackynapuzanmsa. OcoOeHHO BayKHO 3a JOOPHS Pe3yTaT € BpEMETO OT HACTHIIBAHETO
Ha wH}apKTa 00 peBacKynapusanusra. [lomoOpeHnTe pe3ynrath IpH TMAUEHTH
MOJJIOKECHN Ha NEPKyTaHHW WHTEPBEHIIMM IOCTENEHHO OBEAE 10 HaMalsiBaHE Ha
MHTEpeca KbM XHMPYPrHYHATa PEBACKylIapu3alys B OCTPHS CTAAWN HAa MUOKApIHMSA
nHpapkr. Bbopekn ToBa HpM MANUEHTH C MEXaHWYHU YCIOXKHEHUS, HEYCHCUIHH
WHTEPBEHIINH, KapJHOTE€HEH OK- XUPYPTUYHOTO JICUCHNE OCTaBa EANHCTBEHA OIIIIHS.

Matepuanu u meroau: 3a nepuoga 2001- 2011 8 CBAJICC3”Cs. ExaTtepuna”
00110 748 manyeHTH ca OMIM MOJJIOKEHU Ha Pa3IMYHU XUPYPIUYHU HHTEPBEHIMH 110
MOBOJl OCTBP MHOKapAeH HH(ApKT M HErOBUTE MEXaHHYHHM YycIokHeHHs. OcTbp
MHUOKapeH uHoapkT- 185, ocTpa pynrypa Ha MexIyKaMepHus cenTyMm- 12, ocrtpa
pynTypa Ha JsBa Kamepa- 3, OCTpa MHTpajiHa perypruranus- S5, JISIBOKaMEpHH
aHeBpU3MH — 312, ucxeMHyHa MUTpaliHa peyprutanus- 159, BHUCOKOPHCKOBU NMAI[UEHTH
¢ UcXeMH4YHa OoJiecT W MEXaHWYHH ycloxHeHms- 72. CpemHa Bb3epact- 61,7 rom.
Msixke- 70.2 %.

Pe3yararn: O6mara 6oaHndHa cMBpHOCT € 9,5 %, kato Bapupa ot 6,4 % npu
MAIMEHTUTE PEBACKYJIapU3UPaHH TI0 MOBOJ OCTHP MHOKap/aeH MH(GapKT u goctura 42
% TIpH OTIEpUPAHHTE C OCTPa PYNTypa Ha MEKIAyKaMEpHUS CENTYM.

W3Boau: [Ipu nedenne Ha ocTpHsl MUOKapAeH HHPAPKT € 3aIbKUTEIHO /1a ¢
cra3BaT YTBBPJCHHUTE alTOPUTMH 3a IMoBeaeHHe. V300p Ha HauyMHA Ha JICUECHHE —
MHTEPBCHIIMOHATIHO WJIM XHUPYPTrHYHO CE€ B3eMa OT MHTEPAUCIMIUIMHAPEH eKUM U B
CBOTBETCTBHE CBC CHCTOSHHETO HA TMAIMCHTA. XHUPYPTHYHUTE WHTCPBCHIMH Ha
MAIIEHTUTE C MEXaHWYHH YCIIOKHEHHS Ha OCTPHS MUOKapACH HH(PAPKT ca eINHCTBEHA
ONIus 3a TAXHOTO JICUCHHE.
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ROLE OF ECHOCARDIOGRAPY IN SELECTION HEART FAILURE
PATIENTS FOR CRT
E. Srbinovska Kostovska, University Clinic of cardiology, Skopje, Macedonia

Heart failure can be defined as an abnormality of cardiac structure or function
leading to failure of the heart to deliver oxygen at a rate commensurate with the
requirements of the metabolizing tissue. Left ventricular adverse remodeling after
myocardial injury (myocardial infarction, left ventricular dilatation from other reason,
idiopathic cardiomyopathy) has been shown to be a chronic progressive process that
contribute for years after the initial faze. Adverse remodeling and gradual dilatation
leading to increased LV volumes are major predictors of poor outcomes among heart
failure patients. Several therapies were found to slow the process of adverse LV
remodeling , including beta-blockers and blockers of the renin-angiotensin-aldosteron
system. But, despite optimal therapy, left ventricular dyssynchrony in commonly
present in heart failure patients, particularly in those with prolonged QRS complex
duration. Cardiac resynchronization therapy with or without defibrillators, in several
study showed reversal remodeling and significant improvements in LV volumes,
reduction the risk of the heart failure progression and death in mildly and symptomatic
patents with ischemic and non-ischemic cardiomyopathy. Cardiac resynchronization
therapy (CRT) is currently indicated on top of optimal medical therapy for patients with
moderate to severe left ventricular (LV) systolic dysfunction. But, up to 40% of patients
do not respond to CRT, depending on which definition of response is used. One of the
reasons of not responding on CRT and poor prognosis after CRT is minimal, or no
dyssynchrony. The other reasons are ischemic deseases with too much scar especially
lateral wall scar, suboptimal lead placement. But, dyssynchrony can be identified
prospectively by echocardiographic Doppler methods.

Several data have suggested that the identification of echocardiographic
markers of dyssynchrony before device implantation could predict response to CRT.
The PROSPECT trial (Predictors of Response to Cardiac Resynchronization Therapy),
a multicentre study from Europe, United States and Hong Kong, failed to identify an
ideal echo measure of dyssynchrony that could easily and reproducibly predict response
to CRT in patients selected based on current recommendations. The use of different
echocardiographic platforms and equipment to collect and analyze images may have
exacerbated variability in measurements, so conclusion of the PROSPECT trial was that
future work is needed to improve reproducibility of dyssynchrony analysis.

Novel echocardiographic techniques, including tissue Doppler, color tissue
Doppler analysis, srain, strain rate, 3-dimensional echocardiography, tissue
synchronization imaging, and other echocardiographic dyssynchrony methods play very
important role, especially in selection a patient (responder) for CRT therapy. American
Association of Echocardiography issued expert consensus statement which defines
different echocardiographic measurements that provide information about different
types of dyssynchrony.

With Echocardiography measurements can assess abnormalities of the
mechanical activation, known as dyssynchrony, determine the type of dyssynchrony,
improve patient selection for CRT respond and can do AV optimization after CRT.

23



THIRD INTERNATIONAL MEDICAL CONGRESS OF SEEMF

ANABOLICS ABUSE AND CARDIOMYOPATHY IN A BODYBUILDER :
CASE REPORT
Chaparoska D ,Spirovska V. University Clinic of Urgent Internal Medicine',
University Clinic of Cardiology?, Medical Faculty, Skopje, R.Macedonia
Professors on Medical Faulty in Skopje

Background: Anabolic-androgenic steroids are synthetic derivatives of
testosterone that some athletes have used to enhance muscle mass and improve their
athletic performance. Adverse cardiovascular events attributed to anabolic steroid use,
such as arrhythmias, myocardial infarction, cardiomyopathy, and sudden death, are
rarely reported. Bodybuilders also have used and y-hydroxybutyrate, a potent
secretagogue of growth hormone, to promote muscle development. Although dilated
cardiomyopathy is a known complication of excess growth hormone levels, it has not
been associated with use of y-hydroxybutyrate.

.Case report:A 39-year-old male bodybuilder was admitted to Intensie-Care
Unit . The patient had a history of anabolic steroid abuse over the last 3 years, self-
administered in cycles of 6-10 wk, with a 2-3 wk suspension period between cycles.
The most frequently used anabolic steroids were: methandrostenolone, stanozolol and
oxymetholone (oral); and nandrolone decanoate, testosterone enanthate and trenbolone
enanthate (intramuscular).He used massive doses of all anabolic steroids. There was no
history of alcohol abuse or acetaminophen intake. He had no family history or past
personal history of cardiovascular diseases. The patient was in good physical condition
until approximately three weeks prior to admission, when he experienced increasing
fatigue, decreased exercise tolerance and general malaise. Although he stopped
exercising and self-administrating the drugs, these symptoms continued to progress and
he subsequently developed anorexia, becoming short of breath during exertion and
tiring easily, blood pressure was low .Laboratory testing: Free testosterone and delta 4-
androstenedione concentrations were elevated. Acetaminophen level was undetectable
and with the suspicion of anabolic steroid-induced toxic hepatitis. Chest X-ray also
revealed cardiomegaly, despite no evident pulmonary congestion. Echocardiogram
showed a dilated cardiomyopathy with an estimated ejection fraction of 35% . A
diagnosis of severe toxic cardiomyopathy associated with anabolic steroids was made
after ruling out other causes of non-ischemic dilated cardiomyopathy, including
infectious, autoimmune and metabolic causes.Serial echocardiograms showed left
ventricular function (the fractional shortening increased < 30%). After 18 days
hospitalization, the patient was discharged with oral therapy.However, not enough time
has elapsed since treatment to assess full recovery of pathological changes and heart
performance.

Treatment:General treatment measures included avoiding stress, limiting salt
in the diet, and having periods of rest, which help reduce strain on the heart, particularly
when the cardiomyopathy is acute or severe. Drugs, such as angiotensin-converting
enzyme (ACE) inhibitors, angiotensin II receptor blockers, beta-blockers,
spironolactone were given. Antiarrhythmic drugs were given to prevent abnormal heart
rhythms. These drugs were prescribed in small doses. Doses are increased in small
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increments, because if the dose is too large, an antiarrhythmic drug may worsen heart
rhythm abnormalities or depress pumping function.

Conclusions: Several years after chronic misuse of AAS, power bodybuilder
show a clinical impairment myocardial function, strongly associated with mean dosage
and duration of AAS use.The interval of interrupted of AAS abuse is relatively short, to
be able to evaluate the improvement of left heart cavity function.

CORONARY HEART DISEASE IN MACEDONIA —
CHALLENGE FOR HEALTH SECTOR AND COMMUNITY
Assoc.Prof. Elena Kosevska, MD, Ph.D.

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

Introduction: It is considered that almost 23.6 million people will die from
cardiovascular diseases (CVD), mainly from heart disease and brain stroke, by 2030.
Almost 60% of burden of disease in Europe, according to DALY, is due to the 7 leading
risk factors: high blood pressure (12.8%), tobacco (12.3%), alcohol (10.1%), increased
cholesterol (8.7% ), overweight (7.8%), little consummation of fruits and vegetables
(4.4%) and physical inactivity (3.5%). The most common disease is coronary heart
disease (CHD) that mostly occurs after 40 year of life and it’s more common for men
than for women.

Purpose of the paper is to present the state of CHD in the Republic of
Macedonia and measures that are taken to improve and strengthen multidisciplinary
approach for health promotion and prevention of diseases, to reduce the incidence of
CHD and CVD.

Material and methods: The descriptive and analytical method has been used.
There are used statistical data from morbidity and mortality statistics, research studies,
professional materials from domestic and foreign literature.

Results and discussion: According to WHO, there are 16.7 million people
dying from CVD each year in the world. According to some studies, CHD for men is
most common in Finland, and most rare in the UK. CVD were major cause of death for
people younger than 65years of age in Europe, with 803.000 deaths each year. Before
65 years of age, 31% of death people were men and 29% were women. Circulatory
diseases are chronic diseases that occur as a leading cause of death among people in
Macedonia. In 2010, 57.9% of dead people or 11,069 people died from cardiovascular
diseases, as compared with the previous period (in 1990 -7113 death cases or 48.6%
from total deaths) and there is no trend in terms of reducing death from these diseases.
1/5 of them are deaths from acute heart attack. The rate of hospital morbidity by CVD
in Republic of Macedonia is equal to 172.2 / 10000 in 2010, that’s average of 35000
patients, mostly men. CVD accounted with 14.3% from the total number of hospital
diseases. Essential hypertension (EH) was recorded even at the age of 14 years (2007
to 3 cases). EH contributed with 7.7% in the hospital morbidity from CVD. In Serbia,
number of cases of hypertension is increasing; it is considered that there are over 2
million patients with high blood pressure. Also, the prevalence of hypertension in
Croatia is about 37.5%. Republic of Macedonia follows the recommendations of WHO
for comprehensive approach for CVD prevention with more active involvement of
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doctors from primary health care; using a holistic approach in educating and informing
the public and providing support for the implementation and monitoring of screening
and other activities. Holders of the activities are the Ministry of Health, Health
Insurance Fund, Institute of Public Health, 10 Public Health Centres, NGOs, Red Cross
of Macedonia, Macedonian Doctor’s Association, Association of Private Practitioners,
Association of cardiologists and others.

Conclusion: CHD is a preventable condition. Although so far there are no signs
of reduction in morbidity and mortality, in the future, it can be control thanks to the
preventive measures that are taken so far. However, it’s necessary to be made a special
National program for prevention and control of CVD and CHD by the Government, in
which target groups will be units from the local government, general population,
especially over 35 years of age, mass media and others, in which there will be written a
specific activities for the training of local leaders in management, to be prepared a Local
action plan for health promotion and primary prevention of CHD, organizing social
activities for free medical examination and more.

LEFT ATRIAL THROMBUS IN PATIENT WITH MITRAL VALVE DISEASE
Boshev Marjan, MD
Otljanska Magdalena, MD, PhD, assistant professor
Arnaudova-Dezhulovikj Frosina, MD
University Clinic Of Cardiology, Skopje, Macedonia

Background: Left atrial thrombus in patients with mitral valve disease is
relatively frequent condition. Echocardiography is reliable and safe method in diagnosis
and differential diagnosis of the intracardial masses.

Material, methods and results: We present a clinical case of 59 years old
female patient who visited an Emergency Cardiology Department complaining in
fatigue, dyspnea, and chest pressure associated with vertigo and nausea started couple
of months ago. She was in atrial fibrillation on admission with unknown duration with
symptoms and signs of advanced heart failure (NYHA III-IV). Echocardiography
revealed normal LV dimensions, function and ejection fraction, but largely dilated right
heart cavities. Left atrium was also dilated (62x96 mm from apical position) with
visualized oval intracavitary mass, most likely thrombus, with dimensions 26x63 mm.
Mitral valve apparatus had fibrocalcific changes on mitral cusps with high grade mitral
stenosis (MVA 0,3 cm2) and moderate mitral regurgitation. Patient was treated with
anticoagulants, diuretics and antibiotics. Echocardiography control showed non-
significant reduction in thrombus dimensions. She was offered cardiosurgical treatment
but she refused it, and conservative treatment with oral anticoagulants was continued.

Conclusion: Transthoracic echocardiography is a method of choice in diagnosis
of intracavitary masses of the left atrium. Differential diagnosis between left atrial
thrombus and myxoma may be difficult if the mass has a stalk. When differential
diagnosis is difficult and probability of thrombus is high, oral anticoagulant therapy
remain good alternative with echocardiographic follow-up.

Key words: left atrial thrombus, mitral valve disease, echocardiography.
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CARDIAC VALVULAR CALCIFICATION AS A MARKER OF ARTERIAL
CALCIFICATION IN END-STAGE RENAL DISEASE PATIENTS ON
PERITONEAL DIALYSIS TREATMENT
M Rroji (Molla), MD', S Seferi, MD!, M Cafka, PhD? N Zeneli, MD! and N
Thereska, Prof’.

"Department of Nephrology-Dialysis-Transplantation, University Hospital Center
"Mother Teresa", Tirana, Albania.
2Department of Cardiology, University Hospital Center"Mother Teresa", Tirana,
Albania.

Introduction: Vascular and valvular calcifications are a common finding in
chronic kidney disease (CKD) patients and are associated with increased morbidity and
mortality. We investigated the hypothesis that calcification of the cardiac valve is a
marker of carotid artery calcification (CAC) reflecting an excessive calcium phosphorus
load in ESRD patients.

Methods:We conducted a cross-sectional, descriptive study during September
2011- March 2012, enrolling 38 stable patients (55.5 % males; mean age 55.7 +/-13.5
years and average duration of dialysis 27.7+/-17.5 months) that had been treated with
Peritoneal dialysis more than 6 months. Demographic data, basic nephropathy and
biochemical data were examined. Baseline echocardiography was performed to screen
for calcification of the aortic valve, mitral valve, or both as an easy way to evaluate
cardiovascular calcifications. B-mode ultrasonography was used to determine the
occurrence of plaque and calcification in carotid artery.

Results:Valvular calcifications were found in 47.3% of patients; mitral valve
calcifications in 37%, aortic valve calcifications in 23.6% and both valves calcifications
in 21% of patients. Fifty percent of our patients had carotid artery calcification among
which 21% had calcification detected in either one of the carotid arteries and 26.3% of
patients had calcification present in both carotid arteries. Carotid artery calcification
was present unilaterally and bilaterally in 19 % and 22% of patients with valvular
calcification versus 2.7% and 8.1 % of patients with no valvular calcification
respectively . Controlling for age, CaxP, PTH and Pulse pressure persons who
have calcification of the valves have 16 times more likely to make the
carotid calcification, versus those who didn’t not had calcification of the valve
(OD=16,23, CI 95%: 5.014-19.096).

Conclusions:The associations between valvular calcification ,and carotid
calcification suggest that calcification of the aortic valve or mitral annulus not only
reflects poor calcium phosphorus balance but is also a marker of arterial calcification in
the ESRD population.

Keywords: Peritoneal dialysis; valvular calcification;vascular
calcification; calcium phosphorus balance.
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CERVICAL CANCER SCREENING IN THE ERA OF HPV VACCINATION
Goran Dimitrov MD, MSc
University Clinic of Obstetrics and Gynaecology — Skopje, MACEDONIA

Worldwide 530,000 women were diagnosed and 275,000 women died from
cervical cancer in 2008. Eighty six percent of all cervical cancer cases are found in less
developed countries. [Arbyn et al, 2011] With the implementation of cervical cancer
screening programs during the past four to five decades, cervical cancer incidence and
mortality have declined dramatically in developed countries [Runowicz 2007]. The
success of Pap (Papanicolaou) test (“historic gold standard for cervical screening”) to
detect early stage cervical cancer and precancerous lesions is in part due to the natural
history of the cervical cancer precursors, amenable to secondary prevention. [Solomon
2003] At the end of the 80’s and beginning of the 90’s a lot of authors “revisited” the
Pap smear and even informed the public that “this complex detection system leading to
the discovery and treatment of precancerous lesions and early cancer of the uterine
cervix has potential failures”, calling it “a triumph and a tragedy”. [Koss 1989]

With the invention and development of liquid-based cytology (LBC), certain
disadvantages of the conventional cytology has been tried to be overcome and some
novelties added. [Chivukula et al, 2007]. Majority of randomized studies are not
reporting of improved or even equivalent sensitivity in detecting cervical abnormalities
in comparison with conventional cytology in contrary of nonrandomized studies, but in
almost each of these the number of unsatisfactory samples is significantly reduced
[Arbyn et al, 2008].

In the last years of the past century the HPV DNA testing of all molecular-
based technologies has elicited greatest interest for cervical cancer screening. HPV
testing has 25-35% higher sensitivity than cytology in absolute terms but somewhat
lower specificity, 5-10% for detecting high grade lesions. [Cuzick et al, 2006].

Not only promising new screening tests but also very effective HPV vaccines
emerged at the beginning of the 21% century as a tool for primary prevention of not only
cervical carcinoma but HPV infections and related malignancies. [Bonati et al, 2009]
The first recombinant vaccine against types 6,11,16 and 18 (the quadrivalent Gardasil®)
was approved in 2006 by FDA and EMA for the prevention of high-grade cervical (CIN
2/3) and vulvar (VIN 2/3) dysplastic lesions, cervical cancer, vulvo-vaginal cancer and
genital warts. Later a second cervical cancer vaccine (the bivalent Cervarix®) was
granted marketing authorization limited to the prevention of cervical carcinoma and
cervical intraepithelial neoplasia. [WHO Strategy paper, 2008]

When a static Markov model is used: follow of a hypothetical cohort of women
with vaccination coverage of 70-100% in the target group — age of vaccination, 12 years;
biennial screening starting at age of 24 — the results show an ICER of 24,300 $US per
QALY gained. [Goldie, 2004] A second similar study: vaccination at 12 years, biennial
screening and vaccine booster doses every 10 years gave an ICER of 22,755 $US per
QALY gained compared with current practice [Sanders et al, 2005] When a Markov
dynamic transmission model is used that means that several issues are taken into
account: epidemiological changes in HPV types prevalence over the time, the impact of
herd immunity and if only females should be vaccinated. In a study from year 2007, the
vaccination (with 70% coverage) of 12-year-old girls would reduce the incidence of
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cervical cancer by 78%, and with a strategy which included males — the ICER was
45,056 $US and reduction of cervical cancer by 91% [Elbasha et al, 2007]

Several key points should be stressed: 1. Mathematical models suggest that
population-wide Pap test screening (at three year intervals) reduces the rate of invasive
cervical cancer by 91% and at five year intervals by 84% 2. A strategy is considered
cost-effective if the ICER is in the range of 50,000 — 80,000 $US per QALY saved 3.
As the frequency of screening increases — the ICER increases (an annual screening is
well over 100,000 $US or more compared with biennial screening) [Dimitrov Go et al,
2011; Goldie et al, 2006]

The recent study with a calibrated Markov model [Accetta et al, 2010] showed
that a current screening policy (Pap test every 3 years) is more costly and less effective
than HPV DNA test and Pap test every five years. Their findings strongly support
changing the Pap screening policy to the use of HPV DNA as a primary test with Pap
test triage for both vaccinated and unvaccinated women. Having in mind that vaccinated
girls will not reach the initial screening age (i.e. 30 years) until 2023, and millions of
unvaccinated Dutch women born before 1993 will continue to be screened until they
have reached the last screening age, van Rosmalen et al. in their most recent study
(2012) conclude that: “increasing the interval between screening rounds and changing
the primary test from cytology to HPV testing can improve the effectiveness and
decrease the costs of cervical cancer screening in the Netherlands”.

With highly effective vaccines against infection with HPV types 16 and 18 as
primary screening prevention and new technologies producing novel and improved
screening tests as secondary prevention — cervical screening guidelines should change
retaining balance between maximizing efficiency using more sensitive and specific tests
at less frequent intervals, starting at later ages and in this way reducing incidence and
mortality from this highly preventable malignancy.

THE CHANGING PRESENTATION OF GERM CELL TESTICULAR
TUMORS BETWEEN 1976 AND 2005
Prof. PhD Porde Argirovi¢, Aleksandar Argirovic¢
Outpatient Clinic Argirovi¢, Urology, Belgrade, Serbia

Background: To prospectively investigate the presentation of germ cell
testicular tumors in terms of clinical stage or histology, as the incidence of this disease
is increasing.

Methods: Information was collected from a prospective database initiated in
1966. Patients diagnosed with germ cell testicular tumors between 1976 and 2005 were
categorized into 3 periods depending on date of diagnosis of the germ cell testicular
tumors and presentation characteristics assessed. For purpose of analysis, patients were
assigned to 1 of 3 similar groups in term of duration (10 years) (1976-1985, 1986-1995,
1996-2005). These 3 periods were compared statistically to indentify possible changes
in the presentation of germ cell testicular tumors.

Results: Among 1935 patients, the number diagnosed in each period was 111
(6%), 695 (36%) and 1129 (58%), respectively. There was substantial arise in the
percentage of patients with germ cell testicular tumors during the period of 30 years,
particularly in 3rd vs. 2nd and 1st decade (P<0.0001). The median (range) age of the
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whole cohort was 34 (14-80) years. The median age for developing metastatic
seminoma was 4 years more then in clinical stage I disease (38 vs. 42 years
respectively), while the median age for the presentation of clinical stage I and metastatic
nonseminoma was identical (31 years). Overall, 46% of patients were diagnosed with
seminoma and 54% with nonseminoma. The proportion of seminoma increased
significantly in time (48% vs. 55%), and this was accompanied by a significant decrease
in nonseminoma (60% vs. 45%)(P<0.001). The proportion of patients with clinical stage
I disease also increased significantly with time (45% vs. 77%), while the proportion of
patients with metastatic disease decreased (55% vs. 29%) (P<0.001). In the most recent
period 77% had clinical stage I and 23% had metastatic disease. There was a significant
rise in proportion of patients with clinical stage I seminoma (27% vs. 47%) and
nonseminoma (18% vs. 30%), accompanied by a significant decrease in the proportion
of patients presenting with metastatic nonseminoma (42% vs. 15%)(P<0.001).
However, the proportion of patients with metastatic seminoma remained largely
unchanged (13% vs. 9%).

Conclusion: The present study chows an increase in the proportion of patients
with germ cell testicular tumors in clinical stage I. This is good news for patients with
germ cell testicular tumors, as it not only reduces the need for chemotherapy and/or
cytoreductive surgery, but also is associated with better long-term survival. The other
finding is that there has been an increase in the proportion of patients presenting with
seminoma rather than nonseminoma. The reasons for these remains unclear and require
further investigation.

KBM BBIIPOCA 3A IUM®HA JJUCEKI WA ITPU TUPEOUJIEH
KAPLIMUHOM
IIpod.n.m.1H. P.ITetkos;,mpod.1.M.H.An. Atanacos,B.Mnanernosckun Y MBAJI
"Anexcanaposcka " Cotus, MBAJI "Cs.MB.Puncku 2003 " dynauna

KaprmHOMBT Ha IUTOBHAHATA JKIIE3a € YECT CPe/l TYMOPHTE Ha CHAOKPHHHHUTE
xie3n 1 3aeMa 1 % ot Bcmuku Tymopu. 3a 2001 r,8eB @panuus / mo M.Marenore / e
npeactasisiBai 0.5 - 10/100.000% ot HaceneHue, kaTo O0JIEyBaT MO-UECTO KEHHU.

Ipocnenenn ca 800 Gonuu ,593xenn = 74.12 % n 207 mbxke = 25.87%. C
nanmwideper KapuuHoM ca omiu 657 6onau= 82-12%,c domuxynapen - 120 6omHn =
150 % n HemudepeHumpan kapuHoM - 23 6osau = 2.87 %.IIpenonepatusHo upe3 KAT
/ ckeHep / M coHorpax(ust ca OTPKUPUTH NapaTpaxeayiHu JIMM(HU MeTacTa3u mnpu 27
n3ciieIBaHU OOJIHU ,[IPEIONIEPATHBHO CYCHEKTHHU 3a KaplHoM.[HTpaomnepaTuBHO ce
MIPOCIIEASIBAT BU3YaJTHO U MAJIIIaTOPHO JIUM(HUTE TPYTIH OKOJIO IUTOBHAHATA JKIIe3a U
JVICTATHO OT Hes - IoryjapHara sMKka.lIpym BCHYKM CYCHEKTHH MIAaKO3aHH OOJHH C
JTUMQHIT METaCTa3| € OCHIIECT- BEHApa3IINpeHa MuiHa THM(HAIACCKITHS,

HabmoneHnsTa mokasBar, . IpU BCEKH OOJIEH ONepHpaH 3a KapIWHOM Ha
IIMTOBHIHATA KJIE3a, HE3aBHCHMO OT HETOBHS XHCTOJIOTHYEH BHI € HeoOXoImMa
BH3yaJlHa U NAJNaTOPHA MPEIeHKa,MocTe[BaHa OT eKCIIPEC-XUCTOJIOTHYHO H3CIeABaHE
Ha B3eTH JUMGHU BB3H / Tedpup/ U TIPEIeHKa 3a pazindeH o0eM Ha IuiHa TuMdHa
nmuceknys. boHuTe moanexkaT Ha AMCIIAaHCEPHO HabirogeHne.3a OpUeHTAIsI OTHOCHO
CJIOKHACTTA Ha MpobiieMa ToKa3BaMe TormorpadckaTa aHaTOMHUS Ha MUHHATa JTuMpHA
Bepura / cuctema / .
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IMPOBJIEMH HA KOJIOPEKTAJIHASA KAPIIUHOM B CTAPYECKA
BB3PACT
B. Bacuuies, E. JlepTepos, Hou. A. Kexaiio, npo¢.1.M.H.Al.ATaHacoB
MBAUJI - Byprac ,MBAJI "Cs.1Ug .Puncku 2003 " Tynauua MBAJI ! J1-p Bp.
Iyxepos" CmoinsH

[o nuTepaTypHHu 1aHHU B MOCJIEAHUTE IECETUIIETUS Ce HAaOIII0/1aBa TeHICHIHS
KBbM IMOCTOSIHHA HapacTBaHE Ha KOJICPEKTAIHUS KapLUHOM.AHaIM3UPaHU ca UCTOPHU
Ha 3abossiBane npu 254 6omuu, 141 mpxe = 55.5 % n 113 xenn = 44.09 % Ha BB3pacTt
71 - 86 r.,onpupanu 3a nepuona 1998 - 2009 r. [To mokanmm3arus, KapIImHOMBT € OUII:

-Ha KOJIOHA ,Ha pa3NINdHu HUBA - 39 Ooman = 15.3%

-Ha curmata - 97 6oman = 30.8 %

-Ha pekTyma - 118 6oman = 46.8%

[Tpn Bcuukm GosTHU ca OTYETEHH PUCKOBH (akTopu: Bb3pacT - B 100%,1BC -
100%, XOBb - 27.1 %, muabert - 47.2 %,Brcoko apTepuanto Haisrane - 90.9 %.C Bucok
orepaTuBeH puck ca ouin 43 GonHu = 16.9 %/oneppanu 3apaau pa3BUT MeXaHUYEH
uieyc /, ¢ OmepaTuBeH PUCK OT cpejiHa cTeneH - 71.2%;0cTaHanure ca O ¢ HUCHK
omepaTtuBeH pUCK.KapIMHOMBT € yCTaHOBEH C KOMIUIKECHAa JHAarHOCTHYHA IIpo-
rpama:o0I u JIoKajieH ctatyc,enmockonus,KAT,exorpadus Ha KopeM M KOpeMHH
opranu.Ilpym Bcuuku OonHM ca ycraHoBeHM aBaHcupanu ¢opmu.llpenoneparusan
ycnoxxHeHne: MexaHudeH wieyc - 38.2 %.JIpum Buukm OOMHM € OCBIIECTBEHA
NaJMaTUBHA ONepanus ,[0paay aBaHCUPAIHS KapIHOM.

HabmonennsTa noco4sar, 4e Mpy CEraliHnuTe yCIOBHS B CTapuecKara Bb3pacT
npeobiazaBar aBaHcupanu (GOpMH J1a KaplMHOM C HaJW4He Ha CEPHO3CH ONEPaTUBEH
puck.B Te3u rpymnu 3a0011BaHETO c€ OTKpUBA KBCHO,ITOPaIH HEXEIAHNE 3a TIperyie]] OT
camuTe OOJTHHM M KbCHO MOSBSIBaHE HA 00EKTHBHATA CUMTOMATHKA.AHAIN3BT TOCOYBA
4ye 3a00JIIBAaHETO B CTapyecka Bb3pacT MOCTaBsi CEHMO3HH MPOOJIEMH TNpes JIUYHUTE
JIEKapH,IaCTPOSHTEPOJIO3U U XUPYP3H.

CURRENT SURGICAL MANAGEMENT OF THE PANCREATIC CANCER
Radoslav Gaydarski, N.N. Katev, V. Marinov, K. Draganov
HBP Surgery , Tokuda hospital — Sofia, Bulgaria

Worldwide, over 200,000 people die annually of pancreatic cancer. In Europe ,
pancreatic cancer is the 6 leading cause of cancer death, and in United States it is the
4™ Great majority of patients present with locally advanced or metastatic disease.
Surgical resection remains the only potentially curative intervention for select patients
who present with localized disease.

With advances in surgical techniques and perioperative care, more extensive
resections of the pancreas are possible, the mortality rates associated with the procedure
has reduced to less than 5%, (40 % last decades) but the morbidity rate is still up to 40
% even in high-volume centers.

Approximately 15-20% of patients initially diagnosed with pancreatic cancer
are amenable to resection . Great majority of pancreatic cancer (90%) are ductal in
origin located predominantly in the head of the gland (>75%). Unresectable lesions are
those involving SMA or celiac trunck (T4) or those with distant metastases (M1).
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Controversy exists regarding the definition of borderline resectable lesions. Generally,
tumor abutment of visceral arteries or short-segment occlusion of the superior
mesenteric vein is considered anatomically borderline resectable lesion

The operative techniques for pancreatic cancer can be divided to Potentially
curative techniques (Pancreatoduodenectomy, Distal Pancreatectomy, Total
pancreatectomy) and palliative procedures (Gastro intestinal, Biliary and Pancreatic
bypass(decompression) operations and pain reducing opeations (gangliectomy — left,
right, billateral)

From January 2000 to August 2012 , we have 1216 pancreatic cancer
procedures. Duodenopancreatectomies 276 (246 Whipple, 30 Traverso- Long.), Distal
Pancreatectomies 176 ( 121 hemipancreatectomies, 55 subtotal ), Gangliectomies 102
(74 right, 10 left abd 18 billateral ). Decompressive bypass operations of GI, Biliary and
pancreatic duct — 662.

OLEHKA KAYECTBOTO HA )KUBOTA IIPU BOJIHU ,OIIEPUPAHU
3A AEBEJTOYPEBEH KAPIIMUHOM
IIpod. A. Aranacos ,E.JIedrepos ,B Bacunes , A. Kexaiios , M. Casog, B.IleHues,
b.Ilonsuos
MEAJI "Cs.MB .Punicku 2003 "-dynuuua, MBAJI - Byprac , MBAJI "I-p bp.
Iykepos " — CmosH
Tepmunbt "KauectBo Ha xuBoT " ¢ BBBeneH or J.Erkinton mpe3 1966 r. u
yTBBpAEH okoHuaTenHo mpe3 1977 r.Cnopen excneprute Ha C30 BkimouBa " IBIHO
(hm3MYECKO,ICUXIMYHO M COLIMAIHO Oyaronoaydne” Ha OTISIHHUS UHIUBHL'" .

Upe3 aHKETHU KapTH U BBIIPOCHUK ,0CHOBAH Ha npuHIunure #Ha Quality of life
index B 5 HanpaBJIeHUS :

-Hanu4ue Ha OOJIKOB CHHPOM CIIE/I ONIepaNusiTa,

-CBCTOSIHHE Ha (PU3UUECKaTa aKTUBHOCT,

-HaJIM41e Ha NICUXOJIOTUYHHU HEYZOOCTBA M HAPYLICHHS

-conuaiHa aKTUBHOCT Ha MHANBHUIIA U BPB3KH ChC CEMEHCTBOTO

-CaMOOLIEHKA Ha 3IPaBHOTO ChCTOSHUE.

ITo BB3pacToBHM Ipynu aHKETUpAHWTE OOJHW/ WM AHKETH B CEMEWCTBOTO /
GostHuTE ca Onnn 98 Mbxke - 63.2 % u 57 xenu - 36.7 % ,00m0 155 OonHM Ha BB3pacT
ot 75 o 86 roguHM KaTo BBB Bh3pacToBa rpymna 75-78 r.ca 6mmu 31%,rpyna 79-82 r.-
22.2 %,rpyna 83 - 86 1. -69.5 %.0OcBeH pa3nuyHU TUIOBE YPEBHU pe3ekuuu npu 12.2
% OT omnepupaHuTe € HaJloXKeH NeuHUTUBEH anyc nperepHatypanuc.lIpu nypru 874
6onHN omepupanu mpe3 meproaa 2000 - 2010 r. mpexXUBIEMOCTTa CIIeA OIepaIyiTa
MIpU paAWKaIHU OMNEpaTHBHH HaMecw e Omia cpempo 11 mecema m 13 mam.IIpm
TTATMATHBHU OTIEPAINY C YPEBHH aHACTOMO3H -9 f Mecena u J4 qau,ipu 6OHU C axyc
npeTepHaTypaiuc - 8 mecena u 15

3axuouenne: Bp3 OoCHOBa Ha NpOBEJEHATa aHKETa MOTAT Jla Ce HAIBAaBAT
CJIEIHUTE U3BOJNU:

a)[Ipu GonHu ¢ nebenoupeBeH KapLHOM B CTap4yecKa Bb3pacT, OIEpPUPaHU 110
CHEIIHOCT HACTIBBT YECTO CEPHO3HH CIENONEPATUBHU YCIOXKHEHHS U PSA3KO
BJIOIIaBaHE KaueCTBOTO Ha HUBOTA ;
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b)Bcuuku 00oTHI c JUATHOCTHUIMPaH nebenmoupeBeH
KaplUHOM,HE3aBUCUMO OT MPEABMKIAHU MaJHATHBHU WIM PAJUKIHH OIEPAIUH,
cienBa 1a ObAaT ONEPUPAHU,KOCTO OCUTYPsiBA MHHUMAITHO BJIOIIABaHE HA KAYECTBOTO
HA JXUBOT MpH OOJHUTE C YPEBHH AHACTOMO3W W MO-3HAYMTEIHO MPU HAI0XKEH
aHyCIPeTePHATYPAJIKC, TIPH MOYTH STHAKBB CPOK Ha CIICIONEePATUBHA MPESKUBIECMOCT.

LONG-TERM TRASTUZUMAB IN THE METASTATIC SETTING OF
PATIENTS WITH HER2 OVEREXPRESSED BREAST CANCER
Snezhana Smichkoska, MD, PhD, Deva Petrova, MD, Valentina Krstevska, MD, PhD,
Igor Stojkovski MD, Emilija Lazarova MD
University Clinic of Radiotherapy and Oncology, Skopje, Macedonia

Background: Empirically, trastuzumab has been continued in many patients
with disease progression, mainly due to its favorable safety profile and the assumption
that progression was due to resistance to the co-administered chemotherapeutic agent
but not trastuzumab itself. Retrospective analyses provided some support for this
treatment approach, at a weak level of evidence.

Patients and methods: We retrospectively analyzed records of 11 patients with
relapsing HER2 overexpressed breast cancer exposed to long-term trastuzumab therapy
concurrently with multiple lines of chemotherapy or hormonotherapy according to the
subsequent relapse of the disease in the period from 28/07/2004 to 20/01/2010. July
2004 was starting point because since than trastuzumab was available for the treatment
of metastatic HER2 overexpressed breast cancer. At a cut-off point (June 2012) 10
patients were steel alive. We evaluated the initial stage of the disease, site of relapse,
median time to progression (TTP), median duration of response to first line therapy for
metastatic disease, overall survival (OS) and duration and toxicity of long term
trastuzumab. The starting points were the date of initial diagnosis of breast cancer and
the date in which trastuzumab-based therapy started as a result of distant relapse of the
disease. The dates of tumor relapse and tumor progression were used to calculate
median TTP, whereas that of death for any cause was used to calculate OS. Surviving
patients were censored at the date of the cut-off point (June 2012). LVEF was measured
in 3 monthly intervals after rechallenge of trastuzumab because of the metastatic disease
and the results were presented in 3 cut-off points (initial at the time of rechallenge of
trastuzumab, median in the middle of the treatment period for each individual patient
and final that was last measurement for each individual patient).

Results: Eleven women with median age of 44.0 years (range 38-57) were
included. 45.5% were pretreated with trastuzumab-based therapy in adjuvant setting.
Visceral metastases were identified in 7 patients (64%) and bone/soft tissue in 4 (36%).
Median time to progression (TTP) was 43 months (range 13-115 months). Median
duration of response to first line therapy concurrently with trastuzumab was 20 months
(range 8-45 months). Overall median survival was not reached. Median duration of
trastuzumab therapy was 44 months (range 15-93 months). No unexpected toxic effects
occurred. Trastuzumab was temporally stopped in only 1 patient for a period of 2
months. There was no statistically significant decrease of left ventricular ejection
fraction (EF%) during three measurement cut-off points with 67.8%, 68.6% and 64.5%
respectively (p<0.05). At a median follow-up of 37 months (range 15-93 months) from
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the start of rechallenge with trastuzumab-based first line therapy, 1 patient had died and
10 are still on trastuzumab therapy

Conclusion: Trastuzumab paired with a standard chemotherapy as starting
treatment can also be continued alone, with subsequent chemotherapy or with hormone-
blocking medications, such as an aromatase inhibitor or tamoxifen. Long-term
trastuzumab-based therapy showed clinical benefit (CB) and 50% of patients survive
more than 122 months. In women at higher risk of recurrence and with no signs of a
weak heart, long term trastuzumab offers far more benefits than risks.

TOBACCO USE AND SECONDHAND SMOKE AS RISK FACTORS FOR
LUNG CANCER
I. Pavlovska! Ph.D., N. Orovcanec' Ph.D., B. Tausanova! Ph.D., B. Zafirova' Ph.D.
nstitute of Epidemiology and Biostatistics with Medical Informatics, Medical
faculty,
Skopje, Republic of Macedonia

Background: Cancer represents a particular problem in highly developed
industrial countries. In these countries, a great percent of general population belongs to
older age categories, in which the risk of occurrence of this disorder is higher. Lung
cancer (LC) is the most frequent disease in the world. Worldwide, about 80% of LC
cases in men and 50% in women are caused by tobacco smoking. Other risk factors
include secondhand smoke and exposure to asbestos, radon, arsenic, and air pollution.
Tobacco also causes deaths among non-smokers. Exposure to secondhand smoke in the
home, workplace, and public areas also kills tens of thousands of non-smokers every
year. Our specific objective was to analyze the role of active and passive smoking in
lung cancer risk.

Method: The investigation was an analytical type of case-control study. It
elaborated 185 patients diseased of lung cancer (investigated group-1G), and the same
number of persons without malignant disease (control group-CG). Both group members
were interviewed during the initial 18-month period of the study. 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: Among patients were 67% of current smokers (CS), 23.8% of former
smokers (FS) and 9.2% of never smokers (NS), compared to 40.5% of CS, 28.7% of FS
and 30.8% of NS among controls. The greatest percent of the diseased (44.4%), started
smoking up to the age of 15-years. LC patients, in average, smoked almost 29.95+11.03
cigarettes per day (c/day), compared to the controls, in whom the average was
21.3549.50 c/day. Most of the members in both groups consumed cigarettes with filter
(LC-87.1%; CG-97.4%). In the group with LC 33% tried to stop smoking, and their
stoppage period, in average, was 9.48+13.04 months. CS and FS, together, had 4.40
(95%CI, 2.44-7.93), times as great risk to become ill from LC in relation to the NS. CS
who smoked >40c/day had 3.56 times (95%CI, 1.23-12.64), significantly greater risk to
get LC, compared to those who smoked <40c/day. CS whose length of the smoking
period was >40years (y), had 3.94 (95%CI, 2.11-7.35), times greater risk to become ill
compared to those who smoked <40y. Exposition to passive smoking was registered in
82.4% from the members of the IG, i.e. 63.2% members of CG. In addition, 42.8% of
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the diseased non-smokers inspired the cigarettes smoke at the working place and at
home. Exposition to passive smoking lasted >16y in almost all diseased persons
(92.9%). The risk of developing LC is 2.72 (95%CI, 0.7-10.59), times greater in the
exposed to passive smoking, compared to the non-exposed.

Conclusion: Lung and other cancers caused by tobacco are often untreatable
at the time of diagnosis. The key to reducing these cancers is to prevent initiation of
smoking in young people, and to encourage smokers to quit. Quitting smoking
substantially reduces cancer risk.

PSEUDOPAPILLAR PANCREATIC CANCER-FRANZ TUMOR
-CASE REPORT
Dr. Ljubica Nozini¢-Vilus, dr Miroslav Miljesi¢
Primary Health Center Sabac, Serbia

Background: Pseudopapilar tumor of the pancreas is a rare exocrine pancreatic
tumor. Most common in women in the second decade of life. Tumor has low potential
for malignancy, and therefore favourable prognosis. Usually is a large, encapsulated
with a mixture of cystic and hemorrhagic components Can often be asymptomatic but
can cause a number of serious complications such as. pancreatitis due to ischemia, can
cause distension and obstruction of pancreatic and bile ducts, and can occur
hematoperitoneum due to rupture of tumor. Malignant form occurs in 13-15% of cases
and is manifested angioinvasion , perineural invasion and invasion of adjacent organs.
Metastases are rare, and if they occur primarily in the liver and a lymph gland

Methods: A case report.

Results: Patient M.K., a girl 19 years old, medical student appeared in the
general medicine clinic because touched globular creation in the abdomen by
occasionally has touched, and occasionally the move.

Clinical examination in the supine position, careful palpation of the abdomen
cannot establish the existence of the same but in a standing position can touch a creation
around 10 cm size, round and medium hardness. Do the emergency ultrasound
examination of the upper abdomen and both kidneys, which are established with the
oval hyper-echoic shadow near left kidney and tail of the pancreas size 11x10 cm. The
same day in a private clinic to do the MRI of the abdomen to determine the existence of
expansive sharply limited change 10x11 cm, below the stomach, mostly well-
vascularised, solid tissue structures with zones that correspond to the signal intensity
cystic changes. There are not sure signs of a change of origin. No detailed laboratory
processing the patient is sent to the Clinic of Digestive Surgery in Belgrade where she
carried out further investigation and treatment. In operation for a tumor found to belong
to the same pancreas, in fact it was a spherical creation pedicellate related to the narrow
tail of the pancreas. A detailed histopathology analysis and immunological treatment
showed that it was a solid, pseudopapilar neoplasm of the pancreas (Franz tumor).

Therapy included only radical surgery: the tumor was completely removed and
the tail part of the healthy tissue of the pancreas where the tumor was fixed. Metastases
are not established. One year days after surgery the patient is feeling well. Regularly
performs prescribed ultrasound abdominal control and laboratory blood tests that are
currently normal. Also and control abdominal MRI after 6 months after surgery was
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normal. The patient feels good, does not take any treatment and returned to their normal
duties.

Conclusion: The presence of tumor in the abdomen and requires prompt
diagnosis and adequate treatment. The correct treatment of the tumor improves patient
quality of life and length of survival. Since in this case a young person and the tumor
with low malignancy hope that the treatment is completed, i.e. there will be no
recurrence and metastasis. Patient are recommended healthy lifestyles and regular
check-ups.

KIDNEY CANCER - A CASE REPORT
Dr. Ljubica Nozini¢-Vilus, dr Miroslav Miljesi¢
Primary Health Center Sabac, Serbia

Background :The most common kidney cancer is adenocarcinoma, which
arises from the tubular epithelium and is 80-90% of all the kidney cancers and 2% of
all malignant tumors in adults. The disease is usually occurs between 50 -70 years of
age and affects men twice as often than women. When we discover this cancer it can be
great from 3-15 cm. Arise anywhere in the kidney, usually round but may use canes or
lumps which indicates the aggressiveness of the lesion. If the tumor does not grow on
the kidney channel system can long remain asymptomatic. The most common
metastases in bones and lungs.

Purpose: To show how kidney cancer can be asymptomatic and thus
accidentally discovered.

Method: HEALTH reviewed medical records documentation-women JD 56
years old from Sabac, treated the last ten years from diabetes and hypertension with
insulin and ACE inhibitors. Because of disease patient is listed once a month in the
relevant clinics check with values of glycaemia and complete laboratory findings
annually.

Results: At the regular control of complete laboratory analysis, patient was
observed at low hemoglobin values 80g/li elevated sedimentation 78, and the identified
need for further examination of the causes of anemia are evident.

The patient complains of occasional pain in his right shoulder, and often taking
NSAIDs (diclofenac). The following is done.

Rtg tests are normal: left shoulder, cervical spine X-ray: narrowing
intervertebral space and cervical lordosis of the spine. Rtg lung: regular,

Rtg gastroduodenuma: gastric mucosal folds of coarse, symmetrical peristalsis
without visible signs of erosion, duodenal bulb tests are normal Ultrasound of the
abdomen and both kidneys: normal-sized liver homogeneous light, gallbladder,
pancreas, spleen, aorta area, right kidney tests are normal. Left kidney with a
hypoechoic shadow 4.5 cm x6 promines outside contour of the kidney. For verification
of tumor formations do the CT of the abdomen to confirm the presence of expansive
processes 7x5, 3x7 cm. Patient referral to a urologist for surgery, which prior to
receiving a request to do bone scintigraphy. Findings were normal. The patient is
referred back to the urological department, where do the extirpation of the tumor and
diseased kidney as a whole.
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Histopathologic analysis of tumor tissue was diagnosed comfirmed :Carcinoma
renocellulare. T3NOMO. After operating course duly passed. The patient is feeling well,
pain in left shoulder unnoticeable.

The control abdominal ultrasound shows left nephrectomy . CT scan of the
abdomen 6 months after surgery: The torax scans through the base-level segment of X
to the left shows bullous changes 19 mm and several lymph nodes - 10 mm paraaortal.
From the laboratory findings: SE 63 HGB 118 g/ 1, urea 14.6 mmol / | creatinine 134
mmol / 1, blood glucose 6.5 mmol /1, HbAlc 8.2%. The patient is under regular control
of urologists and urological consulting team. In addition to therapies for diabetes and
hypertension does not take other medicines.

Conclusion: Each new symptom and occurrence must be carefully observed as
they usually mean the occurrence of a serious illness.

Often the diagnosis is pending due to unavailability of some search for a few
months (waiting lists). In this particular case, waited four months from early diagnosis
until the end of surgery, which is a long time and a dangerous waste of time for
oncological diseases.
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IMMUNIZATION
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CURRENT AND FUTURE TRENDS IN IMMUNIZATIONS
Bernardus Ganter, former Senior Adviser, Communicable Diseases Health Security
and Environment, WHO, Regional Office for Europe

Immunizations is considered to be one of the most cost-effective interventions
in infectious disease control, and during the last 20 years tremendous success has been
made globally in reducing those diseases which are preventable by immunizations. In
1988 over 300.000 children were estimated to suffer from poliomyelitis each year
leaving most of those crippled and disabled for live. Over 125 countries were considered
endemic for the wild poliovirus. In 2012 less then 500 cases of poliomyelitis were
reported and these occurred in only 4 countries, Chad, Nigeria, Afghanistan and
Pakistan. The eradication of this disease is imminent. However there is no reason for
complacency. An outbreak of over 60 cases in Tajikistan in 2010 caused by low levels
of vaccination during several years, highlights the importance to maintain high levels
of immunization and surveillance of suspected cases at all times.

Similar success stories can be told for other infectious diseases which are
preventable by immunization and WHO estimates that between 2 and 3 million deaths
are now prevented by vaccination against diphtheria, tetanus, pertussis (whooping
cough) and measles. In 2010 around 109 million children received 3 doses of the
diphtheria, tetanus, pertussis (DPT3) vaccine. 130 countries achieved immunization
coverage of over 90% with DPT3 in 2010.

Increasingly new vaccines are added to the existing national immunization
schedules. In 2010 Hepatitis-B vaccine is used in 179 countries, Haemophilus influezae
type B (Hib) in 169 and global coverage of this vaccine is estimated to be 42% Rubella
vaccine, usually in combination with measles vaccine was introduced in 130 countries,
mumps vaccine in 118 countries, pneumoncocal vaccine in 56, rotavirus vaccine in 28
and human papilloma virus vaccine (HPV) in 37 countries. Other older vaccines are
more widely used such as yellow fever vaccines in at risk areas and groups and tetanus
vaccine in mothers (MNT).

As result of these achievements and continuous increase of immunization
coverage many diseases become more rare and people, parents are less inclined to
actively look for the vaccination of there children or themselves. Vaccination refusal is
a common problem in many countries as parents do not recognize the benefits of the
vaccines in the absence of apparent disease. A breach in herd immunity easily leads to
outbreaks of disease and this is observed especially for measles, rubella and pertussis.

A good example is the situation with measles and rubella, currently targeted by
WHO for elimination in 2015 and reduction of deaths by 95% compared to the situation
in 2000 when an estimated 535 000 children died of measles. In 2010 over 139000
children died of measles most of the them in countries with poor health care systems,
poverty and malnutrition. In 2010 for the first time since 2006 the global number of
reported measles cases increased and perhaps surprisingly most of this increase was
caused by large outbreaks occurring in the European Region. This continued in 2011
showing outbreaks especially in West European countries. On average over 75% of the
cases were unvaccinated children.

Vaccine are considered one of the most effective and safe public health
interventions and adverse events to vaccine are usually limited to local reactions and
fever. Serious adverse events are extremely rare. Scientific evidence of the association
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of measles vaccine to the occurrence of Crohns disease, Guillain Barre syndrome and
autism are now considered extremely weak, if not absent. WHO considers that severe
neurological adverse events after measles vaccination are less then one in 1 million
vaccinations, and there causative association to vaccination is still doubtful. Contra
indications for vaccination are very few and are mainly related to a severe anaphylactic
reaction to a previous dose. Never the less, parents concern about the safety of vaccines
is the main reason for under vaccination in Europe. There is a growing number of people
who distrust vaccinations, in the United Kingdom a recent study showed that 28% of
parents interviewed expressed concern on the safety and benefits of vaccination.

The role of medical staff and the media cannot be under estimated. In the US a
direct relation could be established between the positive influence of the general
practitioner on the est parents believes about vaccine safety.

On the other hand many more children could be vaccinated if all opportunities
to do so would be used. Population studies and exit screening studies at health facilities
show that on average 30% of children eligible for vaccination miss that opportunity.
Many of these missed opportunities for immunization are related to health care related
procedures, such as not applying several vaccines at the same time, false contra-
indications indicated by health care staff, timing of vaccinations on a specific day or
hour, lack of vaccines among and other reasons.

Despite the tremendous impact that immunizations has made on child survival
and the increasing availability of new vaccines to combat infectious diseases and other
conditions, vaccine uptake is stalling. Refusals of vaccination and missed opportunities
to administer vaccines in eligible children are of increasing concern in the world,
specially when parents are not fully informed about safety and benefits of vaccines.
Medical personal should be further made aware of the safety of vaccines and missed
opportunity studies in health care settings can provide additional and useful information
were and how vaccine uptake can be improved, leading to higher coverage rates and
ultimately improved disease control and reduced mortality and disability. On the other
hand national surveillance systems to notify adverse events after vaccinations would
further provide information that serious events are rare, but that these events are
carefully monitored. This would further provide confidence to parents and caretakers.

MANTOUX TEST IN VARIOUS FORMS OF CHILDHOOD TUBERCULOSIS
AND CONTACT POSITIVITY
Taushanova B, Orovcanec N, Zafirova-Ivanovska B, Pavlovska I
Medical Faculty, Institute of Epidemiology and Biostatistics, Ss.Cyril and Methodius
University Skopje, R. Macedonia

Objective: To study the role of the Mantoux test and contact history in various
forms of childhood tuberculosis.

Methods: A retrospective and descriptive study was carried out in Pediatric
Tuberculosis Department at the Kozle Institute for Respiratory Diseases in Children,
Skopje, Macedonia. 314 children with diagnosed various forms of tuberculosis, treated
during the period of 2003-2007 were object of the investigation. Clinical examination
findings, basic investigations, chest skiagrams, computeriazed tomography (CT),
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wherever warranted, sputum or gastric aspirates for AFB smear, conventional (L-J)
culture, histopatology wherever possible were analyzed.

Results: Out of 260 children with positive Mantoux test, the distribution among
various forms of tuberculosis was: Mantoux positivity in 147 (56,4%) children with
TBC pulmonum primaria, 45 (17,3%) children with TBC pulmonum primaria
complicata, 27 (10,45) children with TBC lymphadenits, 37 (14,2%) children with
primoinfectio specifica, 2 (0,8%) children with complexus primarius, in 1 (0,4%) child
with TBC meningitis and in 1 (0,4%) with TBC fibrocaseosa.

Out of 187 confirmed cases with contact positivity, 112 (59,9%) children have
TBC pulmonum primaria, 33 (17,6%) children have TBC pulmonum primaria
complicata, 18 (9,6%) have TBC lymphadenits, 22 (11,8%) have primoinfectio
specifica, 1 (0,5%) was child with complexus primarius, 1 (0,5%) child has TBC
meningitis.

Mantoux positivity was 82,8%, contact positivity was 59,56%.

OR=2 was calculated for all forms of tuberculosis in children. OR was 8,57 for
TBC pulmonum primaria, which means that the chances of resulting with the Mantoux
positive test are almost ninght times higher in children under the risk of positive contact
with TB infection.

The sensitivity of the Mantoux test for all forms of tuberculosis was 62%, the
specificity was 52%. The sensitivity of the Mantoux test for TBC pulmonum primaria
was 71,43%, the specificity was 77,41%. The positive predictive value was 93,75% for
TBC pulmonum primaria.

Conclusion; The chances of resulting with the Mantoux positive test are almost
ninght times higher in children under the risk of positive contact with TB infection.
Sensitivity of the Mantoux test for TBC pulmonum primaria was 71,43%, which was
higher than the sensitivity of 62% for the Mantoux test calculated for all forms of
tuberculosis. Specificity of the Mantoux test was 77,41% for TBC pulmonum primaria,
which was also higher than the specificity of 52% for all forms of tuberculosis. Mantoux
test is still important for diagnosing TBC pulmonum primaria. There is a need of
providing a new test for screening and diagnosing all other forms of tuberculosis.

Key words: Mantoux test, Childhood tuberculosis, contact history

THE DEVELOPMENT TENDENCY OF VACCINATIONS COVERAGE IN
THE WEST PART OF RMACEDONIA
Isjanovska Rozalinda,MD.PhD, professor, Stefanovska V.V, MD.PhD, professor,
Zafirovska B, MD.PhD, professor, Tausanova B., MD.PhD, professor, Pavlovska I.,
MD.PhD,
Institute of epidemiology, Medical faculty, University St.Ciril Metodij,
Skopje,RMacedonia

Vaccines are one of the greatest achievements of biomedical science and public
health. Vaccines are valuable, cost-effective tools for preventing disease and improving
community health. Despite the importance and ubiquity of vaccinations childhood
immunization coverage rates vary widely by geography, race and ethnicity. Healthy
People 2010 objectives include increasing vaccination coverage among children. For
the children, the target is >=90% vaccination coverage for the following: Hepatitis B
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vaccine; diphtheria, tetanus toxoids, pertussis vaccine, poliovirus vaccine; measles,
mumps, rubella, haemophilis influenza tip B, TBC. The data were analyzed from reports
submitted for ten years-2001-2010 for 5 communities —Kicevo, Vranstica, Drugovo,
Zajaz and Oslomej, the data were obtained from health records , immunization records.
Vaccination coverage was calculated by comparing the number of children eligible for
immunization with the number of vaccinated children. This study summarizes findings
from the retrospective analysis which indicate that approximately 5 communities have
reached the 2010 objectives of at lest 90% coverage for all of the vaccines recommended
with some exceptions of some community with lower coverage rates for some
vaccinations. The linear trend show the development tendency decrease for Macedonian
and Roma national children vaccination coverage, but for Albanian and Turkey children
the development tendency increase. Rubella vaccination, DeTePer 3 , polio3, measles,
were significantly lower in rural community Zajas and Oslomej in the first five years,
lower than 90% vaccine coverage. To achieve the full potential of vaccines, parents
must recognize vaccines as a means of mobilizing the body's natural defenses and be
better prepared to seek vaccinations for their children; health-care providers must be
aware of the latest developments and recommendations; vaccine supplies and financing
must be made more secure, especially for new vaccines; researchers must address
increasingly complex questions about safety, efficacy, and vaccine delivery and pursue
new approaches to vaccine administration more aggressively; and information
technology to support timely vaccinations must be harnessed more effectively.
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PE3YJITATH OT AHKETHO ITPOYYBAHE
Hou. 1-p Anapeit Kexaiios, im
[pesnnent Ha Capyxenue KOrousrouHo-eBponelcKy MEANIMHCKH HOopyM

71% ot nexapure B bbarapus ca HeyAOBIETBOPEHH NPOpECHOHATHO U 69%
HE C€ 4yBCTBAT 3aIlIUTEHU OT CHCIIOBHATA CU OPTaHU3alUs - TOBA COYAT PE3yATaTUTE OT
HaIMOHAJIHO M3clelBaHe, MpoBelneHo cpen 720 nexkapu oT 94 HaceneHM MecTa OT
cTpanata mpe3 (eBpyapu-MapT Ta3u ToAuHA. [3cieaBaHETO W3BBPIIM €KHI OT
npodecnonanuctu Ha CapyskeHue ,,bearapcku gekap” mon ¢opmara Ha aHKeTa Cpen
JIEKapHTe, C IIeN /1a CE YCTAHOBAT OCHOBHUTE (DAaKTOPH, KOMTO BIUSAT BBPXY TAXHATA
YIOBIIETBOPEHOCT.

W3cnenBaHeTo ce MpoBeje €IEKTPOHHO C IOMOINTa Ha H3CIIEAOBATEIICKH
MHCTPYMEHT-BBIIPOCHUK. [Ipn chcTaBsIHETO HA BBIPOCHUTE CE MOJI3Ba ONUT OT NMOJO0HN
n3caeABaHusl, nposeneHu cpen gekapute B Llseitnapus, CALL u AHrnus, KakTto U B
Maxkenonus (HEALTHGROUPER). ®unanHUAT BBIPOCHUK € aJaNTHpPaH KbM LienTa
Ha U3CJIeIBAHETO U CUTyaluaTa B cTpaHara. ChcTaBeH € OT 22 BhIIpoca.

Ananuzupanu ca GpakTopuTe, ONpeAeNsIN yIOBJISTBOPEHOCTTA Ha JIEKAPHUTE
OT NPHUXOJUTE, CUTYPHOCTTa Ha PabOTHOTO MACTO, CHTPYAHHYECTBOTO C KOJIETH U
paboTtHarta arMocdepa, UMHKa B OOIIECTBOTO, B CEMEHCTBOTO U CPEA MPHUSTEIIHTE,
KakTo M cpel manueHTuTe. TyK ca BKIIOYEHH W BBIIPOCH, CBBP3aHHU C YCIOBHATA HA
TPYZA ¥ Ka4eCTBOTO Ha 3/1PaBHOTO OOCIYy)KBaHE; EBEHTyaJIeH MHTEpEC 3a NMPOMsHA Ha
pabOTHOTO MSCTO M OOLIOTO YAOBICTBOPEHHE OT paboTaTa Kato yiekap B benrapus.

OtnenHa rpyna BBIIPOCH C€ OTHACS JI0 YAOBIETBOPEHOCTTa OT peOpMHUTE,
KOWTO C€ TPOBSXKIAT B 37ApaBeona3BaHeTo, HanuoHamHHWS pPaMKOB IOTOBOp H
PBKOBOJICTBOTO Ha CHCIIOBHATA OPTaHHU3AIIHS.

Wmarie u 1Ba OTKPUTH BBIIPOCA C BB3MOXHOCT J]a € KOMEHTHpPA, 8 IMEHHO:
Kaksu npenopskn nmate kM BJIC n Herosara neitHocT?

Kakso naii-muoro HE Bu xapecBa B paboTara Bu Kato jekap B bwiarapus?
OcHOBHH M3BOAH

1. 60% oT nexapuTe He ca JOBOJIHH OT 3aIjIaTaTa, KOsTO TOIydaBarT.

2. 50% ot 7nekapuTe HE ca IOBOJHM OT CTaTyTa CH Ha JIeKap B
00111ecTBOTO.

3. 79% ot nexapuTe ce OIUIaKBaT OT CTpeca B paboTara CH.

4. 90% He ca 10BOJIHM OT peopMHTE B CEKTOPA.

5. 69% cmsTaT, Y€ PHKOBOACTBOTO HAa CHCIOBHATa OpraHU3alUs He
M3IBJIHABA QyHKINUTE CH

6. 75% Hne ca ynosnerBopenu ot HPJ] 2012

7. IToutn nonoBHHATA IeKapy He OMXa MperopbyUaiy mpodecusTa cu Ha
MITJIHTE.

8. OO1maTa HeyIOBIETBOPEHOCT OT paboTara Karto jekap € 71 %

9. 56% oT ThpcemyTe MPOMSIHA JKEeNasT 1a HallyCHAT CTpaHaTa.
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THE INFLUENCE OF POLITICAL AND LEGAL ENVIRONMENT ON THE
ACESS TO MEDICINES AND PHARMACEUTICAL SERVICES
M. Nenchev!, A. Stoimenova?, G. Petrova?
! Bulgarian Pharmaceutical Union
2 Department of social pharmacy and pharmacoeconomics, Faculty of pharmacy,
Medical University-Sofia
Address for correspondence:
Assoc. Prof. Assena Stoimenova

Introduction: The effective health care system should provide to every
individual access to medicines, medical care and pharmaceutical services. Facilitating
access is concerned with helping people to command appropriate health care resources
in order to preserve or improve their health and it is one of the priorities in the health
care sector state policy. The extent to which a population 'gains access' depends on
financial, organizational and social or cultural barriers that limit the utilization of
services. Thus access is dependent on the affordability, physical accessibility and
acceptability of services. However, the importance of political and legal environment
on these aspects of the access is undisputed especially in the light of liberalization of
pharmaceutical sector in Bulgaria which resulted in vertical and horizontal integration
in the various segments of the sector, oligopoly, impaired drug supply in rural areas,
violations of regulatory requirements for dispensing of medicines etc. Policy makers
and health specialists in Bulgaria are called to improve the health care system as regards
to ensuring better access to medicinal products and related services in the pharmacies.
Every strategy for achieving these particular goals must be based on a deep analysis of
the current situation and precise across the country data is needed to establish measures
for ensuring better access to medicines and pharmaceutical services.

The aim: of this publication is to present the results of the survey performed
amongst Bulgarian pharmacists, members of Bulgarian Pharmaceutical Union, on
various aspects of retailing pharmaceutical sector ensuring access for people to
medicines.

Materials and methods: Inquiry survey was performed among pharmacists,
working in retail sector. The inquiry includes questions related to ownership of
pharmacies; the allocation of pharmacy; vertical integration; introduction of fixed
medicines’ prices; restrictions on opening of new pharmacies, availability of over-the-
counter (OTC) medicines in drugstores; relations with National HealthCare Insurance
Fund (NHIF); etc. 487 pharmacists (406 females/81 males) from 9 districts were
included in the study and 100% response rate was achieved due to the methodology for
collecting the data (questionnaires were provided and collected during educational
events). 162 (33.26%) of the respondents were pharmacy owners (pharmacists), 159
(32.65%) were employees in pharmacies owned by pharmacists and 140 (28.75%) were
hired by non-pharmacists’ owners.

Results: 455 (92.43%) of the respondents approved the re-introduction of so
called “ethical model” of pharmacy ownership (only pharmacist to be eligible to
pharmacy ownership and establishment). 369 (75.77%) pharmacists considered there
must be a restriction on the number of pharmacies/per pharmacist. Only 160 (32.85%)
of the respondents considered that “one pharmacist-one pharmacy” rule should be
implemented. 350 (71.87%) of the respondents approved 100% ownership of the
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establishment capital by the pharmacist-owner. Various measures against the
uncontrolled increase of the number of pharmacies in Bulgaria, seen in the last 20 years
were proposed by the respondents: e.g. 2 pharmacies/per pharmacist-owner; obligatory
24 h. coverage of every second established pharmacy (to improve the physical access
to medicines in rural areas); 1 pharmacy/5000 inhabitants; introduction of minimal
distance between pharmacies etc. 336 (69%) do not approve the existing vertical
integration in the pharmaceutical sector and only 0.61% of the respondents considered
that the medicines prices should not be fixed. Only 9% of the respondents were against
restriction of the type of OTC medicines sold in the drugstores outside the pharmacies.
The pharmacists proposed various measures that could improve the access to medicines
in rural areas in Bulgaria (obligation for establishment of certain number of pharmacies
in rural areas and 24 hours service) as well as the access to pharmaceutical services
(fixing of medicines prices will move the patient focus from price to the counseling role
of the pharmacists).

Conclusions: The liberalization of the pharmaceutical sector did lead neither to
price decrease nor to improved services available in the pharmacy. Pharmacists’ opinion
and proposed measures based on their daily experience with patients, the system and
National HealthCare Insurance Fund should be taken into consideration by the policy
makers who are called to improve the health care system.

PROFESSIONAL CAREER OF YOUNG DOCTORS —- UNDERESTIMATED
PRIORITY ISSUE OF HEALTH REFORM
Veselin Borisov
Professor, Doctor of Medical Sciences
Faculty of Public Health, Medical University, Sofia

Career development of young doctors are increasingly important for health
systems worldwide. The problem of young doctors is part of the general problem of
management of human resources in the halthcare. Basic key aspect of this problem is
the professional motivation of graduating physicians. But special studies on the
motivation of new graduates and young doctors are few.

Some studies of Bulgarian authors showed that the problem of young doctors
standing outside the attention of both health policy makers and the professional
organization of physicians (Bulgarian Medical Association). According to S.Vasilev
significant percentage (41.1%) of young doctors do not see a clear perspective and
opportunities for future permanent career in public hospitals. In the 2010 survey
identified a number of young physicians difficulties and problems in their daily
activities. These hardships are mainly organizational (scheduling, congestion), socio-
psychological (communication, peer), great documentation and financial difficulties.
Impressive low percentage of reported financial difficulties and the relatively high
proportion of socio-psychological difficulties — difficulties of communicating with
patients, difficult interactions with older peers and others.

There is actual or potential turnover, which indicates a weak integration of
young doctors to this team and the conditions of the hospital. This report concludes that
the professional implementation of the new generation of doctors is at risk and many
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random factors. It is needed overall system strategic approach to planning and managing
their career development and development.

YACTHOTO BOJTHUYHO 3/IPABEOITIA3BAHE B BbJIT'APUSI —
MHHAJIO, HACTOSIIE, BB/JAEIIE
Hou. a-p Craiiko COMpHJIOHOB, .M,
Ipencenaten na HanmonanHarta acoluanus Ha 4acCTHUTE OOJHUIM, Bhirapus

Bonannara e Half-cao)XKHaTa WHCTHTYLMS B ChBPEMEHHATa 3ApaBeoNa3zHa
cucreMa. 3a HeHHOTO (PYHKIIMOHHpaHe ca HEOOXOIUMH OTPOMHH pecypcu. B cratmsra
aBTOPBT IPOCIIEAABA PA3BUTHETO HAa YaCTHOTO OOJTHUYHO 3ApaBeonasBaHe B brarapus,
KaTo TO pasfens Ha Tpu mepuoma: MuHamo — 1991 r. — 1998 r.; mpaBu ananm3 Ha
HACTOSAIIETO; IIOCTaBs LIEJIN 32 PA3BUTHETO HA CEKTOpa B ObeIIe.

B kpas Ha XX B. B Bbarapus 6¢ moctaBeHO Ha4aJI0ToO Ha pedopmaTa B
yIpaBJIeHCKaTa CTPYKTypa Ha 3/IpaBHaTa CUCTEMA.

IIpes 1991 r. mpomenu B Koncturynusara na Peny6inka brarapus paspemixa
4acTHOTO 37paBeona3BaHe. EqHa roguna no-kscHO B birapus uma 3 yacTHH OOJTHUIIH.
XapakTepHu Oene3n 3a NepHoja ca HEPaBHOIOCTABEHOCTTA HA YAaCTHUTE OOJHUIIN
CHPSIMO ITyONUYHUS CEKTOP M JIMIICAaTa Ha OaHKOBO KPEAUTHPAHE.

Crnen 1998 . e HanWIe MOMUTHYECKA BOJIA 32 IUIOCTHA pedopma B CEKTOP
,»3ApaBeona3BaHe”. 3akoH 3a JedeOHNTE 3aBECHUSA peraamMeHTHpa
PaBHOIIOCTAaBEHOCTTA HA YACTHUTE W ABbPKABHUTE JICUCOHM 3aBEICHUS W 3aINTaBa
KOHCTHTYLIMOHHOTO IIPaBO 3a M300p Ha mamueHTa. IIpuern ca 3aKkoH 3a 3IpaBHOTO
ocurypsiBaie 1 3aKOH 32 ChCIOBHUTE OpraHU3alnH.

KoM nHemHa gata 6posiT Ha yacTHUTE OoMHUIM B bhirapus e HapacHan Ha 102,
IToBeueTo oT TsIXx ca wieHOBe Ha HanmoHanHaTa aconuarisl Ha 9YacTHUTE OOJIHUIM -
mpaBonpueMHUK oT CApyXeHHeTo Ha OOJHHUIKTE C YacTHO y4yacTue, yupeaeHo Ha 14
cenremMBpu 1994 r. TomumHO wacTHUTEe OOMHMUIM uU3BBpmBAT 9% OT wsIarTa
MEIULMHCKA JEHHOCT B CTpaHaTa.

IIpoexT 3a ABIArOCpOYHA 3paBHA CTpAaTerus Ha bhirapus Moske J1a MpeIBIKIa
NpUBATH3alMs Ha BcAKa S-Ta 00JIHUIA OT My OunaHus cekTop. OuakBaHus 3a ObICIIETO:
paspacTBaHe Ha YAaCTHHSI CEKTOp, NOBUILIABAHE HAa KA4ECTBOTO IPH AMArHOCTHKATa W
JICYEHNETO, PABHOIIOCTABEHOCT IPH (PMHAHCHUPAHETO Ha ITyOJIMYHUS U YAaCTHHS CEKTOP.

NATIONAL MEDICAL ASSOCIATIONS AND CHAMBERS IN
SOUTHEAST EUROPE - ROLE FOR THE PROFESSIONAL SELF-
REGULATION
STAGES OF DEVELOPMENT, ACHIEVEMENT, PRESENT AND ROLE OF
ORGANIZATIONS OF PROFESSIONAL MEDICAL SELF-GOVERNANCE
Oleg Musii, MD
President of the Ukrainian Medical Association, Kyiv, Ukraine

World history of unite of doctors-professionals in their own organizations to
defend corporate rights is over 200 years old. With the development of the medical
profession, these organizations reach a higher structural and organizational
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development. Becoming of organizations of physicians can be divided into several
periods of their development.

More than 100 years ago, in many European countries, organizations of doctors
began to move to a new level of influence and participation in the health systems of
their countries. States, realizing advanced and progressive role of organizations of
professionals on law level regulated their status and authority by transferring for
corporate organizations of physicians a number of important public functions. This time
can be described as 1st period of develop of the relationship between the state and
doctors-professionals - the period of self-regulation of professional medical
organizations.

Next, the 2nd period of development, the period of transition to self-
government, within the time around from the end of II World War a long for 20-30
years, can be set as qualitative growth self-regulation and moving to self-government
of physicians organizations. During this period, established a number of international
medical organizations and structures that summarized the experience, activity and status
of medical corporation’s organizations in each of the participating countries. Most
effective of these organizations is the World Medical Association (WMA).

Last present, 3th, the period of formation and development of medical self-
governance, began about 30 years ago. This transition from the existing self-
government to quality higher functions, powers and responsibilities - medical self-
governance. At this period of development occurred with the adoption of relevant
legislation about self-regulation medical professions in almost all 12 countries of
Central and Eastern Europe.

Despite the success in obtaining professional and clinical autonomy, over the
last few years we have witnessed how the governments of several countries, contrary to
the established international practice, trying every way affect the independence of the
medical profession, to put it under control, limiting and reducing the existing powers of
medical organizations. These negative processes we see in Slovakia, Bulgaria, Turkey,
Western Africa, attempts in Poland, some countries of the former Soviet Union. Instead
achievements that are in the countries of former Yugoslavia, can serve as an example
of understanding of the importance of principles that are declared in the documents of
the WMA concerning professional autonomy and freedom, and clinical independence
of medical professionals.

I think that one of the important tasks of organizations of doctors in the world
are explaining to governments and popularization among the medical community and
introducing in their countries key principles embodied in these documents of the WMA,
namely:

WMA Statement on the Twelve Principles of Provision of Health Care in any
National Health Care System (New York, 1963),

WMA Declaration of Lisbon (1981),

WMA Declaration on Physician Independence and Professional Freedom
(Rancho Mirage, CA, USA, 1986),

WMA Statement on Physicians and Public Health (Bali, 1995),

WMA Resolution on Medical Workforce (Ottawa, 1998),

WMA Declaration of Seoul on Professional Autonomy and Clinical
Independence (Seoul, 2008),
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WMA Declaration of Madrid on Professionally-led Regulation (New Delhi,
2009),

WMA Resolution on the Independence of National Medical Associations
(Montevideo, 2011),

WMA Council Resolution on the Autonomy of Professional Orders in West
Africa (Prague, 2012),

WMA Council Resolution on Threats to Professional Autonomy and Self-
Regulation in Turkey (Prague, 2012).

For deepen understanding of basic principles, on which work the now a
associations of doctors in world and acts advanced of global medical thought,
appropriate to cite a few quotations from the above documents:

“By providing independence and professional freedom for physicians to
practice medicine, a community assures the best possible health care for its citizens,
which in turn contributes to a strong and secure society”.

“The World Medical Association reaffirms the importance of professional
autonomy and clinical independence not only as an essential component of high quality
medical care and therefore a benefit to the patient that must be preserved, but also as an
essential principle of medical professionalism”.

“The WMA demands that no government interferes with the independent
functioning of national medical associations”.

Conclusions for our future activities shall include:

- need to active advocacy and implementation of the modern principles of
interaction between our national medical associations and governments of our countries,
constructed on basis of the above principles;

- protecting and defending the interests of physicians and patients on the
national and international level;

- exchange of experience of activity of national medical associations in their
countries and internationally;

- support and ensure the functioning of international medical organizations
(WMA, CPME, SEEMF, EFMA, ZEVA, WFUMA, UEMO, UEMS, EMSA etc.), like
structures that impact on the formation of professional independence and autonomy of
doctors in the world;

- develop joint tactics of counteraction for governments that seek to limit or
cancel the influence and independence of our organizations.

Only joint our efforts will be able to provide for our organizations, our doctors,
our patients, our citizens, our countries - force, power, safety, highs quality of healthcare
and welfare, prosperity to.

TPABMH, UKOHOMUKA, PUHAHCHUPAHE, MU3EPUS
[Ipod.M.Munanos, Ct.Muranos
YMBAJICM ,,ITuporos”

Pasryexna ce ceramrHoTo ChCTOSIHME WM MO-CKopo nuncata Ha TPABMA B
cucremata Ha Pemy0muka boarapus.[locousa ce 3Hauenueto Ha TPABMATA oTHOCHO
MopOumuTeTa, MOPOWINTETa, Pas3NpeleieHd MO BB3pacTOBU Ipynu M 3arybara Ha
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TOAMHW TOTCHUWaNeH KuBOT.IlocoueHm ca OCHOBHHTE (DM3HONOTHYHH U
maTo(U30J0THYHA MEXaHW3MH Ha TPaBMAaTW4HOTO chcTosiHME.lIpemnara ce HoBa
CTpyKTypa, pyHKuus u punancupane Ha TPABMATA B cucremara.

THE ASSESSMENT OF QUALITY AS AN APPROACH FOR SWOT-
ANALYSIS IN HOSPITALS
Darina Mineva, Boriana Borisova
Faculty of Public Health, Medical University, Sofia

The study refers to new approaches for quality assessment in health care sector.
The methods SERVQUAL is used. It measure quality of service by quantitative index
“Service Quality Index”, that reflects the correlation between expected quality and
perceptions of quality on the basis of five measurements of perfect service: tangibles,
reliability, responsiveness, assurance and empathy.

503 patients are investigated in two Bulgarian hospitals — SBALBB “Pencho
Semov” JSC - Gabrovo and MBAL “D-r Tota Venkova” JSC - Gabrovo, from February
2012 until March 2012. The methods of statistics, graphic and correlation analysis are
used.

It was found that private quality coefficients may be criteria for determination
of strengths and weaknesses of organization activities. These of them, which meaning
are positive or negative, but nearby zero meaning, define strengths of organization. The
negative meaning of private quality coefficients, inclining to one, define weaknesses of
organization. The opportunities are the factors of external origin, that are able to change
private quality coefficients to positive meaning (to a higher level). Threats are the
factors of external origin that are able to change private quality coefficients to negative
meaning (to a lower level). The change of customer needs, new products and
technologies, drugs, approaches of diagnostics and treatment, changes of public health
care politics and legislation, the change of value of society and quality of life. For
SBALBB strengths are formed from criteria responsiveness and empathy, but
weaknesses — from tangibles. For MBAL strengths are formed from criterion empathy,
but weaknesses — from reliability and assurance.

In the paper, it is based on that methods SERVQUAL may be a tool for SWOT
analysis by private quality coefficients, as a factors for determination of strengths and
weaknesses of organization activities. The system variances (that belongs of process
like as: equipment, skills, time of service performance) may be measured by private
quality coefficients of methods SERVQUAL. Quality criteria, service quality index and
private quality coefficients of less value zero and negative may consider as an
equivalent of nominal of process and corresponding of process stability. This is a
balance between expectations and perceptions. This analysis may be use as a part of
PDCA cycle at the stage of identification of aims of improvements. The methods
SERVQUAL is an indirect and qualitative measurer of unsalable additional value of
product/service. This measurement is qualitative and prove whether there are or there
aren’t costs of poorly quality. And relationship of this costs with criteria and quality
aspects. This conclusions define the meaning of methods SERVQUAL as a tool for
measurement of total quality of services, also.
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CBHCTOSIHUE HA OBIHIUHCKOTO 31PABEOITA3ZBAHE B BbJIT'APUS
J-p Atanac AtanacoB — ympasuten Ha ,, MBAIJI JI-p Ho6pu Bepos” EOO/]

OOUMHCKOTO 37paBeona3pane B PemyOmuka Bbiarapus ce ochInecTBsiBa OT
JIcueOHUTE 3aBEJICHUS 3a MFPBUYHA U CIICIUATU3UPaHA U3BHHOOHUYHA METUIIMHCKA
MTOMOIII, JICUeOHUTE 3aBeieHus 3a OoTHUYHA momoI, Gprmnanure Ha LICMII, 3apaBHuTe
KaOMHETH B YUYWIMIIATA WM JCTCKUTC TPaJMHA M OOIIMHCKUTE CIYyXKOH, KOUTO
MPOBEKIAT MECTHATA 3/IpaBHA MOJIUTHKA.

O6umsar Opoif Ha JnedeOHHWTE 3aBeACHHS 3a OOTHHYHA TIIOMOII KBM
30.12.2011r. e 293. Bposit Ha MHOTONPOMUITHUTE OOUIMHCKH OOJHHUIIN 32 aKTHBHO
nedeHne € Omn 57 ot ob6mo oxono 130 OomHWIM 32 aKTHBHO JICUCHHE B CTpaHATA.
Criertmanusupanure Oomaunu ca 70, a qpp)KaBHUTE IICUXHATPUIHM OomHWIM - 11.
OOmuHCKAUTE OOTHHUIN 332 aKTHBHO JICUYCHHE Ca PETUCTPHPAHH MO T3 KaTo ThProBCKU
npyxkecTBa. [loBeueTo OT TIX ca ch3aaJeHU B Kpas Ha 18-Tu u Havanoro Ha 20-Tu Bek
B pPE3yJITaT Ha UCTOPUYCCKH Bb3HUKHAIM OOCKTUBHU MOTpeOHOCTH. KbM JHEenHa nara
Te3u JieueOHM 3aBElCHUs ca pa3IMYHM N0 Mamad, oOCiIyKBaT pas3iyeH Opoi
HaceJICHUE W (PYHKIMOHUPAT MPH PA3IHYHHU YCIOBHUS, TOPAJX KOESTO MOXKEM YCIIOBHO
Jla TH pa3feliM Ha HAKOJKO TPYIH: TojieMH — ¢ o0cimykBaHO HaceneHue Hag 80 000
YL, CpeaHu — ¢ obcmykBaHo HacesneHue oT 50 000 mo 80 000 mymrm; manku — ¢
obciyxBano Hacenerue oT 20 000 mo 50 000 mymm U MHOTO MaJIK¥ — ¢ OOCITY)KBaHO
Hacenenue nox 20 000 gymu.

KbM HacTOSIIMAT MOMEHT OOIMMHCKOTO OOJHHYHO 3IpaBeola3BaHE B
Benrapus e npen meieH cpuB. Hanwmie ca mpoOTHBOPEYUBH YIPABICHCKH ACHCTBUS, HA
(oHa Ha JNHIICBaIIa sSCHA KOHIICTIIINS W HAIMOHAIIHA 3/IpaBHA CTPATETHsA, KOSTO BOIU
3I[PaBEOMa3BaHETO M OCOOCHO OOIIMHCKOTO KBM JecTabmiau3amus ¥ Kpusza. dact ot
OBbJArapCKHUTE TPAXKIAAHH, JKUBECIIHU B epr(epHuTe palilOHN Ha CTpaHATa Ca MOCTABEHU
B JUCKPUMHUHAIIMOHHO IIOJIOKCHHWE I10 OTHOIICHWE HA JOCThIIa [0 OOJHHUYHA
MEIUIIMHCKA TMOMOII. B oOmuWHUTE CBhC 3aKpUTH Bede OOJHUIM € 3aTpyJHEHA
¢dynkusaTa u Ha JI3 3a BIT u Ha dunmanute Ha [[CMII. @ yHKIHOHUpALTUTE BCE OIIE
0oO0IUHCKY OOJHUIIK ca JIMIICHH OT CYOCHINH 32 OKa3aHaTa CIIeNTHa MOMOII Ha JIUIIa,
KOUTO HE Ca XOCMUTAIM3WpaHW, KAKTO M 3a WHTCH3WBHOTO JICUCHHE Ha
XOCIHUTAIM3UPAHH JIAIA, KOCTO TH IPaBH HEPABHOMOCTABEHW IO OTHOIICHUE Ha
(UHAHCUPAHETO CHIPSAMO IbpKaBHUTE OoiHMIM. Jlumcara Ha 3IpaBHA CUTYPHOCT €
JIOITBJIHUTEITHA MPEIOCTaBKa 33 00C3II0/IIBAHE HA ONPE/ICIICHH PETUOHU U 3aCHIBAHE
MPOIIECUTE HA CBPBXypOaHU3aIHsL.

HeobxonrMma e mbiHA MPEOICHKA HA MOCOKAaTa, B KOSATO C€ TJIACKA 3][paBHATA
cucreMa B bwarapus. Pedopmara TpsiOBa na Boau 10 1MO-I00pO CHCTOSHUE HA
3[[paBeONa3BaHETO, a HE N0 MOo-Jomo. CHCTOSHHETO Ha 3JpaBeTO Ce HM3MEpBa ChHC
3[IpaBHUTE TIOKA3aTeNd, KOUTO 32 CHhKaIeHHEe B BBIrapus Bce IoOBede ce BIOIIABAT.
TpsabBa ma ce cTpeMHM [1a IMOCTUTHEM II0KA3aTeNINTe Ha CTPAHUTE OT EBPOIICHUCKHUS
CBIO3, @ TOBA HE MOXE Jla CTaHE ChC 3aKPHBAHETO HA OOJHHUIM W TO TOYHO HA TE3H,
KOUTO paboTsIT ¢ Hali-ManKo cpencTBa. MHCTUTYIMHTE clieBa a ©MAT KaTeropuvHa
SICHOTA JIaliy 1I€ MPOABIDKAT Ja pa3BUBAT 3[[paBHO OCUTYPUTETHHS MOJIET OCHOBAH Ha
MPUHIUIIATE HA  COJMIAPHOCT, PABHOMOCTABEHOCT, JOrOBapsiHe, CBOOO/HA
KOHKYPCHIIMS H Ta3apHH CJIEMEHTH BBB (DUHAHCHUPAHETO WM I BBbPHAT
3IIPAaBEOMAa3BaAHETO KbM aIMHHHUCTPATHBHOTO PEryjIHpane, OFHKETHOTO (PHHAHCHUPAHE
Ha OCTAaThUCH MPHUHIUI U ICTHJICTHUTE IIAHOBE.
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THE BALKAN ANTIOXIDATIVE DIET IN THE PREVENTION OF THE
METABOLIC SYNDROME
Sv. Handjiev, T. Handjieva-Darlenska
Medical University, Sofia

Our recent studies have shown that the traditional Balkan cooking from the end
of the 19" and the first half of the 20" century is much similar to the Mediterranean diet.
Furthermore, the nutritional habits in all of the Balkan countries are stressing on an
exclusive closeness. This fact is giving the right to define the Balkan healthy food or
the Balkan diet. The traditional nutrition in the Balkan countries is responding to many
of the major aspects of healthy food. From the nutritional prevention point of view, the
results, related to the risks of developing a disease and their connection to the dietetic
models, seem to be promising. The healthy effects of the integral dietetic models are of
extreme importance in the nutritional prevention. The statement that the traditional
Balkan nutrition from the past century has many beneficial effects regarding many
diseases, including metabolic syndrome and the coronary heart disease, is gaining more
and more supporters. The traditional Balkan nutrition is rich in antioxidants. The Balkan
healthy food contains the highly active antioxidants resveratrole and pycnogenol. The
diet is rich in alpha-tocopherol, ascorbic acid, beta-carotene, selenium, bioflavanoids,
and many other biologically-active substances.

The traditional for the Balkan cuisine meals are distinguished with various and
rich content of biologically active components. Besides the Bulgarian yoghourt and the
typical kinds of cheese, here belong the traditional vegetables — a rich source of various
flavonoids and carotenoids. The specific character of the culinary treatment preserves
the biological activity of the contents. The so called BALKAN HEALTHY FOOD
(resp. Balkan diet) has the positive properties and all of the elements of the healthy
nutrition. With its rich content of healthy food ingredients the Balkan diet is a
circumstance for developing of various preventative and curative diet regimens.

DIAGNOSTIC VALUE OF P SMALL ROUND OPACITIES ON CHEST
RADIOGRAPHY AND P’ OPACITIES ON HRCT IN EARLY DETECTION
OF NODULAR PNEUMOCONIOSIS
Prof. Elisaveta Petrova, MD, PhD, DSC
Head of Section on Preventive Medicine, Tokuda Medical Center, Sofia, Bulgaria

Aim:To perform a comparison between radiological perfusion of p small round
opacities (p) on conventional chest radiograph (CCR) and p’ opacities on chest HRCT
(HRCT) and to assess the diagnostic value of HRCT in patients suspected for nodular
pneumoconiosis.

Material and Methods:84 quartz exposed workers, endangered by
pneumoconiosis and patients with reticular, and micro - nodular pneumoconiosis were
studied. A comparison between mean profusion of p’- small round opacities on CHRCT
with mean profusion of p - small round opacities on CCR was done. A multiple
regression analysis was performed.
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Results The mean profusion of the p’ - small opacities on CHRCT was more
intensive in comparison to mean profusion of the p — opacities on CCR. A statistically
significant correlation between p’- and p - opacities was found (R=0.36337; P[] 0.001).

Conclusion:CHRCT is more sensitive image method for detection of p small
round opacities. We recommend CHRCT for early diagnosis of reticular, reticular
nodular and nodular pneumoconiosis.

Key words: p small opacities, CCR, HRCT, nodular pneumoconiosis

EJUHCTBO HA MATEPUSI U UHOPOPMALIUS — DUTOCODPHUSA HA
MNCUXO-PU3NYHATA OBEKTUBHA UCTUHA
Axan. pod. n-p Hukoma K. ¥Y3yHos, amMu
OuiocodpusTa e HayKa 3a HCTUHATA U M3CJIeABaHe IPUYNHNUTE ¥ IPUHIMIIATE HA
Hemarta. Apwuctoren ( IV B. mp. H. e.)

To3u abCTpakT € KpaTKo MOOMBIIHEHHE KBbM (Quiocoduara HA MOSTa KHHTA
“IICUXOJIOT A HA UCTUHATA” 3a mucnemus doBek, ( 3. “3nanue”, 2010 . )
Muo3nHa ¢wiocopu ca TOCBETWIM HW3CIEABaHMS Ha Mpoliema 3a
NCTUHATA. ®unocodure ca ce onuTBaiM 1a chOepar OTISIHUTE YaCTH Ha NCTHHATA
3a 1a Moske OBEKTBHATA NCTUHA na ctane mbTeBOIUTEN B )KUBOTA HA XOparTa.

OT He3anoOMHEHH BpeMeHa (QIIOCO(PHTE ca ce CTPeMENH Ja OOSCHIT KaKBO €
WCTHUHA, 3aI0TO TS MOXKE JIa CIIYKH, KaTO CUTYPHO CPEJICTBO 32 aJCKBATHO MOBEACHHE
Ha YOBEKa CIpsSMO 3a00MKajsIaTa ro AelcTBUTeaHocT. OcBeH ToBa (unocopure ca
HCKaJIX J]a € CHA pa3lInKaTa MeXIy HCTHUHATa U 3abmynara. [lutupano mo “CoopHUK
Teopun Ha uctunata” Crcrasuren JI. Cusunos, 1991 r.

[pobnemst LIIO E UCTHUHA e 3a0ens3an omie ot npenu 25 BeKa, OT BPEMETO
Ha CBETOBHUTE MUCIUTEIN U OCOOCHO OT BEJIUKHSA YICH-(PUIOCO() APUCTOTEN, OOSIBUI,
4e “NeHCTBUTENHOCTTa € MMO03HaBaeMa PEaJHOCT W, Y€ HAIICTO 3HAHUE € HCTHHCKO
3HaHUe”. ApUCTOTeN Ch3haBa mbpBara aeduHUnms 32 “VIcTHHATA KaTO ChOTBETCTBUE
Ha MHCBHJITA C JCHCTBUTEIHOCTTA”, KOSTO KAaTO, Y€ JIM 3a ChKaJieHHE OCTaBa
Hepa3Opana. 3a [1maToH ucTHHATA € eJJHA B € CUCTEMa OT ChOTBETCTBHSI.

Apabekus nexap KMH/IU, (AGy-IOcyd, HMcak, 800-870 r.), ocHOBaTenm Ha
apabcko-eBpeiickara pumocodus, o0sBsiBa, de 1es Ha GrutocodusiTa € HICTHHATA.

Pene Jlekapr (1596-1650 r.), TBpceiikum wucTHUHATa, Hamuca: “Mucins
CJIeIOBATEIHO CHhM™, WM ‘“‘NEHCTBaM, BSApBaM, CIEAOBATEIHO CHIIECTBYBaM”, CBbM
neiicTBuTeneH. M3BECTHO € ChINO TBHPACHHETO MY, Y€ MOHE BEIHBK B )KHBOTA CH,
YOBEK TPSOBA Ja TMOTI0KH BCHYKO Ha PAIMKATHO ChMHEHHE 32 J1a OTKPHE UCTUHATA.

Cnopen Benmkust Hemcku ¢umocod Xerem (1770-1831 1.), 3AJIAYA Ha
Haykara ¢ ma Hu kazBa UCTMHATA 3a toBa koeto e, m kakBoTo €. Cmopen Hac,
HayKaTa, TO3HAHWETO, YYWIHIIETO, JKypHAIUCTHKATA, IOJUTHUINTE, MHCTUTYIIMHTE
TpsiOBa fa HU Ka3BaT 3aabkuTenHO [[SIJIATA nBy3HauyHa - TyXOBHA U MaTepHalHa -
OBEKTHMBHA NCTHUHA 3a yoBeka, KOETO U KAaKBOTO € ChIIECTBYBAJIO, ChILECTBYBA,
¢ OOIIOBaNIMHO, UMAa CMHCHI WM 3HAuYCHHE, € JCHCTBUTEIHO, NCCTBA W IMOHACS
BB3JICHCTBUE, HOCH paJOCT WIH MbKa CHOTBETHO, Ch3JaBa BEPHU IOBTOPSICMHU
pe3ynTatu u nocieauiy. OCBeH TOBa MO3HAHUETO CIICBA SCHO U TOYHO Ja NehuHHpa,
KaKBO € 3aKOH, MOpaJ,, 3a0/1yaa, TbKa, ©3Mama, MOCEeraTejcTBo. B mpoTuBeH cirydait
HiMa HeoOxommmocTt oT HAVKA, akamemun, YHHUBEpCHUTETH, OOpa3OBaHHE,
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MPaBOCHINE, IIOM T€ HE M3IIBJIHABAT CBOSITA OCHOBHA 3a/1a4a /1a Ka3BaT MCTHHATA 3a
HEIl[aTa " ChIIecTBaTa

Haykara cpaBHsBaM ¢ eaHa OrpoMHa ThMHa nemiepa. EcrecTBeHHTE HayKu:
MeJUIIMHA, MaTeMaThKa, GU3nKa, XUMUS | I1p., H3y4aBaT IPSKO PealHOCTTa U UCTHHATA
U OCBETIIIBAT AOOpE eAHaTa [TOJIOBMHA Ha remiepara /Ipyrara nosioBuHa Ha neniepara
€ 3aeTa OT XyMaHHTEpHHTE HaykW. TyK ca Cb3laJeHH TOJKOBa (QuiIocopuy,
TICUXOJIOTHH, XKYPHAIUCTUKH, OOLIIECTBEHH U IIP. HAYKH, KOJIKOTO Ca M TEXHUTE aBTOPH.
B Tta3u nosioBMHa Ha Teliepara ca HaXBbpPJEHH Hal-0e3pa300pHO pa3yiMuHH BEPHH,
MOJTyBEpDHH W HEBEPHH TEOPHH, JIMYHU TIJCOHM TOYKH, MHTOBE, 3a0iyaH,
HEChIIeCTBYBaM “‘GOpMH W 3aKOHM Ha MHCIeHeTo”, aOCTpakTHO MHCICHE,
TUAIICKTU3MH, U3PEUCHHS ‘B MHTEpEC Ha MCTHHATA”, KOETO € aOCONIIOTEH HOH CEHC H
mp. OdyIBamo € Kak JISKapuTe MOTaT Jia JOCTUraT JI0 NCTHHATA W TOYHWTE AWArHO3U
32 MHUHYTH M YacOB€, & Ha CHIBT Ca HEOOXOAMMH MECCIM W TOJMHU 33 pEIICHHE
IOHSKOTa Ha €JIEMEHTapHU JieNa. 3all0TO BCHUKO B €CTECTBEHATAa MPUPOJA € UCTHHA,
HOPMaJIHO, CMHCIIEHO, XapMOHUs. V3BBH CcJOBecHaTa MWCTHHA-CHMETpUYHA Ha
peasHOCTTa - KakTo M Ha MopayHara ¢miocodusi, BCHYKO OCTAaHAJIO € HEHCTHHH,
MOJYUCTHHH, 3201y 1.

3a @oitepbax (1804-1872 r.) Haii-Bucmiara 3amada Ha ¢uinocopusita e
MIOCTUI'aHETO Ha OOEKTHBHATA UCTHHA B [IO3HAHUETO Ha “HEIaTa M ChILlECTBATa TAaKUBaA,
KaKBHTO Te ca’”.

3a Arnpe Mopoa, MaTepus, MaTepHaIHO U JyXOBHO, KyJITypa ca JIBETE CTPaHH
Ha naefictBurenHoctTa. J[. MuxamaeB (1952 r.) orbemsspa: “/lymeBHHAT >KHBOT Ha
YOBEKA € TaKa JEHCTBUTENEH, KAKTO U TEJIECCHUAT .

Pyco, Kanm Xax (1712-1778 1.) cumra, ue “BBB BceneHara mMa pex U
IeJIeChOOPa3HOCT, a B )KUBOTA HA XopaTa — “xaoc”, “OppkoTust” u ~’6e3penue”. Troperr
Ha 3710T0 He € bor, a camuar doek. 3a JloctoeBcku “Ako Hsima bor, Bcuuko €
no3BosieHo”’. Hsama nennoctHa cucrema 6e3 MICTUHA, Bsipa, penurus, cripaBeJiuBocCT,
BE3 MOPAJIHA ®UJIOCO®US. be3 Te3n OpUEHTHpPH HSAIMa M HE MOXE Ja HMa
cwraacue, conuaapHoct, crpaBemiuBoct, OCb3HABAHE Ha Hemarta u ajnekBaTHH
JIEHCTBUS CIIOPE] JEHUCTBUTEIHOCTTA U UCTUHATA.

Cropen XK. MoHo, ako MaTeMaTHKaTa OTKa)ke J1a ThpCH UCTUHATA, IIIe U3 He
B mpotuBopeune de facto ¢ eTukara.

Crnopen BUIHHS IOTOCIEBCKH, OOIIECTBCHHUK WM TOJUTHK, MmuioBan [[xuac,
Enrenc rpeny npriaraiiku AuaiekTHKaTa 1 KbM IPUPOAATa .

UzBectHuaT brirapcku punocod, mecuxosor, oOmecTBeHUK mpod. AuMuAThp
Muxamues (1880-1967 r.), mocnenoBaTen Ha Hemckus (umocod Hoxamec Pemke,
cunta, ye “VcTHHaTa € HaJWMHIAMBUAYalHO, OOIIOBAJIMIHO, BSIPHO, NEHCTBHTEITHO
TBBbp/CHHE, KOETO HMMa CMHUCBHJI W 3HAa4YCHUE, ACWUCTBa W IOHACS BB3JICUCTBHE”.
MicneHeTo e MpsIKo CBBP3aHo C ImpobieMa 3a ucTuHaTa. McTuHata ce u3passsa upe3
BEPHHU CMHCJICHH U3PEYCHUs], KAaKTO M C T.H. JIOTHYECKU 3aKoHU. M3peueHusTa GuBat
BEPHH U HEBEPHHU, CMHCIICHH W OE3CMHUCIICHH, NEHCTBUTEIHU U HENCHCTBHUTEIHH,
MOJIOXKUTEIHA U OTPULIATENHH. BSpHO € CMHUCICHOTO, a HEBSIPHO € 0e3CMHCICHOTO
u3pedenue. 3a [. Muxanues, ChbKJIEHUETO BUHATH YTBbPKAaBa HELO JAeHCTBUTEIHO .
Tocnenoparenure Ha M. PeMke yuar, ye 3a MO3HAHHETO HSAMA FPAHMIM, Y€ HCTHHATA
MOXe J1a € OOCKTMBHAa M B XWIAQHM CIy4au TS € OKoHuaresHa M abcomorHa. (/1.
Muxamues, 1998 r.) Copen /[. MuxanueB, HeIpr3HABaHETO HA MICTUHATAa OT MHO3MHA
He 03Ha4aBa, 4e TsI HEe ChIIECCTBYBA.
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Cropen Hac, cBeToBHHTe TpoOnemu ca: 1. CobcrBeHocrra 2. Bmacrra 3.
Penurunte 4. ETHHYeckusaT nmpobnaem. Beuuku Te ca mpobiieMy Ha 4YOBEKa M OYaKBaT
pelieHue ot Hero. ETHHYecKusIT po0iieM He MOXKe Ja e pelliaBa 4pe3 TOJICPAHTHOCT a
ype3 ucruHara. KpaitHo Bpeme e Toii na 6bae pemien or OOH. HM3BecTHO e, e yecto
J0OPOTO cTaBa MOCT MO KOWTO MHHaBa 370T0. CIope/i HAC YOBEKBT € Ch3HATEJICH, HO
MpEeI BCUYKO, HECh3HATEJICH, IPUCTpAcTeH (JIF000B 1 oMpa3a). 3aToBa XeIOHU3MBT U
AnYHOCTTA I 3aTPHST CBETA.

[MpuynHKUTE Na HE ce OCh3HABA W NPU3HABA HCTHHATA Ca NPEAM BCHUYKO
HEeMH()OPMHUPAHOCTTA, IPUCTPACTHETO, ETON3MA, ErOTO, ATYHOCTTA, HEOCH3HABAHETO H,
KOHUTO IIpeyaT Ha YOoBeKa Ja pa3dupa MCTHHATA, KaTO ACWCTBUTEIHO, BAPHO 3HAHUE U
Ha3BaHHUC Ha HeNaTa C UCTHHCKHUTE MM IyMH, IMeHa. BaXXHO € oIe, 4e MHOTO XOpa
HAIMAT WHTEpPEeC OT IMpH3HAaBaHE Ha WCTHHaTa. 1 1OHeC MHO3WHA WCKAT Ja HAMa
o0eKTHBHA HCTHMHA, aJeKBaTHAa Ha JEHMCTBUTEIHOCTTA, Ja HAMAa CBJ, Ja CME
0C30TroBOpHH, Ja HE OBJeM CaHKIMOHWPAaHW 32 HAIIUTE IIOCETAaTeJICTBA,
MPECTHIIEHUS.

CaM0 ¢ HCTOPHYECKO MHCIICHE, 332 SCHO MHHAJIO, CETalllHO U MPEABUINMO
Obeme, KouTo nmosensear, ¢ peanaa OLIEHKA u OCTOMHOCTSBAHE, 1IEHA na
COIMAITHO-HKOHOMHYECKOTO Pa3BUTHE Ha HAPOJAUTE,- aJCKBAaTHO Ha TEKyllara
JIEHCTBUTEITHOCT,- YOBEK MOXE J1a UMa HOPMAJTHO PEUEBO M ACHHOCTHO moBeaeHue. ETo
3amio MaszapbT W ObpikaBaTa ciiefiBa na pabotsar ¢ egmHcTBeHHTe Mepku “JIEBDBT
(menata) u UICTUHATA?” a He upe3 U3MHUCIICHH MOJUTHICCKH JOrMU. HanoxwureneH e
CBIIIO CTPOT KAHTPOJ HaJ OAHKUTE.

Cropen Hamata Qumocodus 3a EnmHcTBO Ha Marepust u WHGpOpMAINUs-
¢umocodpust Ha OOCKTHBHATA HCTHHA-

Marepusra, qeHCTBUTEITHOCTTA, PEATHUTE KUBHU U HEKHMBH HEIA, C TIXHHUTE
Ka4eCcTBa M KOJIMYECTBA € MATCPHATHOTO HAYAJIO.

I/IH(i)OpMaLH/IS{Ta, nmaMeTTa IICUXHKara, ICUXHYHOTO, AYXbT Ha 4YOBCKa,
3HAHWETO, CUJIaTa U BhOOPAKEHNETO HA MUCHITA, BApaTa, HIEUTE, PE)KUBSIBAHUATA,
E€MOIIMHTE, IyBCTBATA, PAJ0CTTa, MbKaTa HA30BaHU C JyMH, ChC CMUCHII, 3HAYCHHUE ©
IyXOBHOTO Hadano. YoBemkwsaT 1ayx, 3HaHWeTo 3a bora ¢ OCHOBA HA
JAYXOBHATA KVYJITYPA. Bcuuku Helia U ChIECTBA B CBETA Ca HA30BAHU C BEPHU
WA HEBEPHHU, CMHUCJICHHU WK OC3CMUCIICHU, ICHCTBUTEITHU WK HEACHCTBUTCITHH JTyMU.
Marepus u uH(bOpPMAIIHMS BUHATH Ca JaJICHH B CIMHCTBO, MaKap, 4e JBETE ca KOPEHHO
pa3IMYHM, HO ca JCHCTBUTENHHU Hema. MaTepusUTHUTE Hella MMaT MACTO, ¢opma,
TOJIeMHHA, TSDKECT, TpaHulM. J[yXOBHHTE HEIIa, Ca HECETUBHHU, HEBUIUMHU C
00CKHOBEHO OKO. MeuTe, YOBEMIKHUAT AyX, 3HAHHUETO, NMPESKUBIBAHUATA, CMOIIHUTE
HSAMAT MSCTO, (hopMa, TeKECT, TOJICMHHA, TpaHuu. Te ca 6e3rpannynu, [IpobieMbT 3a
B3aMMOJICHICTBHETO Ha TSUIOTO W IyIIaTa, ICHXHYHOTO W MaTepHATHOTO, CyOeKThT U
00eKThT, Bce ome He e pemieH okordarenHo. Bk [ICUXOJIOT A HA UICTUHATA
H.V3yHos, 2010 .

Hamara te3u e: EJIHA, HO 1By3Ha4Ha € IyllIEBHO-TEJIECHATA IEHCTBUTEIHOCT
Ha voBeka U EJIHA, Ho aBy3HauHa e OOSKTMBHATa UCTHHA 3a HEro ( MaTepuaiHa U
JIlyXOBHa, 00I11a ¥ KOHKPETHA, I00pa U JIolla, pajocT ¥ MbKa, TF000B U OMpa3a, MaTepus
u MH(OpMaLKs, YOBEK U Cpejia, Hayajo U Kpai Ha )KMBHUTE HEllla, )KUBOT U CMBPT U 11p.),
3aI0TO BCHYKO Y YOBEKa, OOIIECTBOTO U MPHUPOJATa € JBYCTPAHHO M MOBTapSIIO CE.
VctuHaTa ce m0Ka3Ba caMo 4pe3 MCTHHATA. MIcTHHATA MOMJIC)KH Ha CTCMHEHYBaHe. 3a
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UCTHHATA Cca AAJCHU MHOTO CBHIHM XXEPTBU IPE3 BCHUKH BPEMEHA. 32 UCTHHATA HE
MOXe€ 72 IMa JIaBHOCT.

OOekxTHBHATa WCTWHA HSMa HHMKAKBM HEJIOCTaThUM. Ts crocoOcTBa 3a
HOPMaJIHO MHCJIEHE M NOoBesieHHe. Tst He mpeun Ha BhOOpa)KEHUETOo, Ha Xopara jJa ce
obuuar. Mctunara yecto e neneHa, crynena, Jla, mpu cMbpTTa T € Takasa. [Ipu Hes
HSIMa, aKo, JaJu, 3all0TO € 0OCOJIOTHA M OKOHYaTelIHa McTHHA.. CrpaBeasuBocT 0e3
HCTHHA He Moxke Ja uMa. CrpaBeATMBOCTTA € KOHKPETHA YOBEIIIKAa MOPaIHa KaTeropus,
KOSITO TPYAHO ce aAedUHHMpa Karo OOMOBAIMAHO Hemo. 3a Hes HiMa MspKa.
CrpaBeIMBOCTTa HE MOXKE Ja IIPEAOTBPATsABa MOXKapH, HABOJHEHUs, OecTBHs, Oenn
n np. Koraro enHo3HauHara W JBy3Ha4HaTa MCTHHA CE 3HAAT, TOraBa T€ MOrar ja
npeaBmkar. VicTuHata Moke a ce oOyaropojssa, JIeKyBa, OOJIEKYaBa, MOAKPETIs,
MoJIoMara OT MCTHHATA, PENUIHATa, ITOE€3HATa, TeaTbpa, OT CIPaBEIMBOCTTA, OT
xopara. OGekrupHata nctuHa ¢ HAM-OCTPOTO OPBXKUE, koero pasymbT Ha
YoBeKa € M3MHCTII 3a Oopba c xaoca, mocerarencrBata. MOPAJIBT, mopamHara
¢dbutocodust, MOpaTHOTO ch3HaHHE, KaTo 10-Te Boxxu 3amoBeu (He Kpaju, He JIbXKH, HE
IIpaBU TOBA KOETO HE MCKAIl J1a MpaBsT Ha TeOe), ChIIO CleABA Ja M3IbIHIBA BaXKHA
poins. CBeTHT HE 3aloyBa OT HAC U OT JHec. CBETHT MMa MHHAJO, KOCTO 3aJbJKaBa,
CerairHo, KOeTo M3MCKBa M ObJIeIe, KOeTo MoBesBa, cropen mpod. A. Kimucaposa,
nexap. 3a OBACIITO cieBa 1a MECIHM OT JHEC, 3aI[0TO IIIe UMa XUBOT M CJIE]] Hac.

VITAMIN D- RECOMENDATIONS FOR OLDER ADULTS
prof.dr. Snezana Markovic Temelkova
Clinic of endocrinology and metabolic disorders, Clinical centar Skopje, Macedonia

Cholecalciferol (D3) is the naturally occurring form of Vitamin D in the skin
and in food. It is converted in the liver to: calcidiol (25-hydroxy Vitamin D), which is
considered a “prehormone.” The calcidiol blood level is measured to assess Vitamin D
stores in the body. Calcidiol is converted in the kidneys, breast, prostate, ovary,
pituitary, brain, etc to calcitriol (1,25 hydroxy Vitamin D), which maintains calcium in
the blood and has an array of effects in the body’s organs. (1)

Vitamin D functions as a steroid hormone. Cells containing 250H-VitD3-1-
alpha-OHase are: Breast, prostate, lung, skin, lymph nodes, colon, pancreas, adrenal
medulla, brain, placenta (2,3)

Thert are a lot of cells which contain Nuclear VDR(vitamin D receptors) like:
pancreatic islet cells, monocytes, transformed B cells, activated T cells, neurons,
prostate, ovaries, pituitary, aortic endothelium, placenta, skeletal muscle cells.(4,5).

Vitamin D has few effects: on fracture risk, effects on neuromuscular function
and falls, effects on calcium metabolism and effects on other health parameters.

Effects on fractures: A recent meta- analysis revealed that vitamin D in doses in
the range more than 400-800IU/day(10-20mcg/day) reduces the risk of nonvertebral
and hip fractures approximately 20%(6). Study of Osteoporotic Fractures: low
1,25(OH)2D - associated with T hip fractures. Vit D intake < 100 TU/d - T risk of hip
fracture (7) . Vitamin D reduced incidence of vertebral fractures by 33% (8)

Vitamin acts on myocyte vitamin D receptors to exert its effects on muscle
tissue. In prospective studies, lower serum 25HD levels have been associated with
decrease grip strength and appendicular muscles mass in the older men and women
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(9,10). Supplementation with vitamin D has improved lower extremity muscle
performance and reduced risk of falling in several high quality double blind RCTs (11).
Test which we should be ordered are: serum 25 OH Vit D (calcidiol) . Normal cluster
30-32 ng/ml(75-80mmol/L) “levels of 28-40 may lower the fracture risk” . No
consensus on optimal 250H concentration for skeletal health. Several factors influence
the increment in serum 250HDin response to a given dose of Vit D3. : starting level of
OHD, varies with a body size (smaller in subjects with high BMI than in individuals
with normal BMI, OHD3 levels decline with aging, serum OHD very across commonly
used assays) lif we have supplementation in high-risk individuals, the serum 250HD
levels should be retested after about 3 months of supplementation to confirm that the
target 250HD level has been reached .

The required dose to reach 75 nmol/L can be estimated from the measured level.
Each 2.5 pg (100 IU) of added vitamin D will increase the serum 250HD level by about
2.5 nmol/L (range 1.75-2.75 nmol/L) or 1.0 ng/ml (range 0.7 to 1.1 ng/ml)(12)

Concerning hearth disease, MI risk doubles in pts with 250HvitD levels
<34ngr/ml (13). CHF pts have much lower 250HVitD levels than controls (14) Deaths
from CAD are more common in winter (15). Vitamin D deficiency is positively
correlated with incident cardiovascular disease.

Concerning bload pressure: BP is higher in winter, BP higher with increasing
latitude , BP higher with darker skin pigmentation(16).

Concerning cancers: Analyzed in terms of reviews, controlled and
epidemiological studies relationship exists between sunshine exposure and overall
cancer mortality (colon, prostate, breast). Exposure positively correlated with a lower
risk of overall mortality due to organ cancer. (17)

Conclusion: vitamin D3 should be used as substitution (its active metabolites
are not substitute for adequate vit D intake.

IOF estimates that vit D requirements for older adults to reach a serum 250HD
level of 30 ng/ml is 800-100IU/day( 20-25mcg/day). The repletion need to be adjusted
upward to as much as 50 mcg/day( 2000 IU/day) in individuals who are obese, with
osteoporosis, limited sun exposure with malabsorbtion (18)

INIYTBK MEMBPAHHOMY IIVIABMA®EPE3Y
Prof. Valery A. Voinov, MD, PhD.

1961-1985r:B »sTOoT mepuoj MUIO OCBOGHHME ammaparypbl U METOJIOB
HKCTPAKOPHOPAIBHOIO KPOBOOOpALICHUsI NPU ONEpanusXx Ha OTKPHITOM Ceple.
Hammane 9acThIX OCIOKHEHHH TOCIE 3TUX ONepalyid, TIaBHBIM 00pa3oM JIETOYHBIX,
3aCTaBWJIM MCKaTh NPUYMHBI MX BO3HHUKHOBEHHUS. MHOTOYHCIICHHBIE SKCIIEPUMEHTHI
(Bcero — 6omee 2000 Ha cobakax) MO3BOJILIN MPHUATH K BBIBOAY, YTO OHHU SIBISIOTCS
CJICZICTBHEM TPaBMBI KPOBH BO BpEMs SKCTPAKOPIIOpaIbHOTo KpoBoooOpamienus. C 3Toi
LIETbI0 YYacTBOBAT B pa3paboTke MepBbIX PoccilckMX MeMOpaHHBIX OKCHTE€HATOPOB
«Cesep». Jlokropckast auccepranus «l[loctnepdy3roHHBIH JEFOYHBIA CHHIPOM»
SIBUJIACh PE3YJILTATOM 3THX pa3paboToK.

PaGotas Hax 5TOM mpoOIEeMON He MOr HNPOWTH MHUMO OCTPBIX TNOpaKeHHit
NETKUX, BO3HUKAIOUIMX IIPU OCTPHIX ITHEBMOHMSX, IAHKpEaTUTaX, IEPUTOHUTE,
TSOKENBIX TpaBMax M OXOrax, OKJIAMIICUM OEepeMEHHBIX, CENTHYEeCKOM  IIIOKE.
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OKCIEPUMEHTH! Ha JKUBOTHBIX MO3BOJIMIM YCTAaHOBHUTB, YTO 3TU MOPAXKEHHA JETKHX,
00benHEHHBIE TOHATHEM «OCTPBIN PECHHPATOPHBIA AUCTPECC CHHAPOM», SIBIISTIOTCS
TOKCHUYECKUM OTEKOM JIETKUX BCIIEJCTBHE JHIOTOKCUKO3a U TONBKO JETOKCHKAIUA
MOJXET BOCCTaHOBUTHh MX HOpMallbHyI0 ¢yHKIMIO. [Ipym 3TOM 3KCTpakopropaibHas
MeMOpaHHasi OKCUTEHAlUsI MOXET KOMIIEHCUPOBaTh Ta3000MEeH, HO HE B COCTOSHHU
JIUKBUAUPOBATH ITH NMOPAXKEHUsS JETKUX. TONBKO BKIIOYEHUE B SKCTPAKOPIOPATbHBIN
KOHTYP 'eéMOCOPOIIMOHHBIX KOJIOHOK IIO3BOJIIIIH B TeueHHe 24-40 4acoB BOCCTaHOBUTH
BO3/IyIIHOCTH JIETKUX U HOPMAJIM30BaTh UX ra3000MEHHYI0 (YHKIHNIO, B TO BPEMs Kak
U [0 CHX TIOp MNpPU HCIOJb30BAHUM TOJBKO AKCTPAKOPHOPATBHONH MeMOpaHHON
okcureHanuu (0e3 TeTOKCHKAIINM) IS 3TOTO TpeOyeTcs OT 2-X 110 3-X HeAeb.

1985-2000rr.B sToT mepuox Bcraja 3ajada JIEYEHUS AyTOMMMYHHBIX
JIMCCEMUHUPOBAaHHBIX ~ 3a0oneBaHmit  n€rkumx  (puOposmpyromme  ambBEOJHUTHI,
capkonzio3). Oka3aiaoch, YTO € IOMOINBI0 I'€MOCOPOLMH HEBO3MOXKHO JIOCTaTOYHO
3G (PEKTUBHO yAAINTh W3 OpPraHW3Ma ayTOAHTHTENA M IHUPKYINPYIOIHEC NMMYHHBIC
KOMIUIEKCBI. [I1s1 9TOro TpeOyeTcsi MX yIajsiTh BMECTE C XKHJKOW 4YacThbl0 KPOBU —
TUIa3MOM ¥ Takas Mpoleaypa HOCUT Ha3BaHue Mia3Madepes (adepesuc mo rpedecku —
yaaneHue). OJHAaKoO B HAIIeM PacIOpPsHKEHUH OBUIM TOJIBKO TPOMO3AKHE LEHTPUDYTH,
B KOTOPBIX MOXHO OBUIO OTACTATH IJIa3My OT KIETOK KpoBH. Ho s 3TorO
TpeboBamuch Ooibie 00bEMBI KpoBU (10 500 Mi1), KOTOpble HEOOXOAUMO OBLIO
3a0MpaTh U IS TSHKEIBIX OOJBHBIX 3TO CO3/IaBaJI0 MOPOM HETIPEOI0IMMBIE TPYIHOCTH.
ITosToMy OBUIO TPHHATO penIeHHe pa3paboTaTh COOCTBEHHBIE MeMOpaHHBIC
mwra3MopmIbTpEL. [locie menoro psga IKCIEepUMEHTOB Takoi miazModuisTp [IOM-
800 Oput co3man m B 1992 rogy MumsnpaBom Poccumm oH OBUT mOMyIIEH s
KIIMHUYECKOTO ITPUMEHEHHUS.

2000-2011rr. MemOpanHbId m1a3Madepe3 cTal aKTUBHO BHEAPATHCS B
MEANIIUHCKYIO MIPAKTHUKY, OJHAKO CTAJIM BUAHBI U HEIOCTAaTKH masModuisTpa [IOM-
800, uemy crrocoOCTBOBAJIN HEKOTOPBIE KOHCTPYKTHBHBIE IPOCUETHI, @ MATKHUH KOPITYC
MO3BOJISUT HAPYIIATh IEJIOCTHOCTh €r0 MPH TPAHCIOPTHPOBKE, XpaHEHUH U COOpKe.
brumn sicHpiIMH W HenmocTaTku amnmapara «['eMoc», KOTOpBIA HCIOIB30BANCA TPHU
MeMOpaHHOM Imazmadepese. [loaToMy mepen BHOBb cO3laHHOM KoMTnaHueH « Tpekmop
TexHomomkm» ObUIa MOCTAaBICHA 3aJadya MOJICPHH3MPOBATh M IUIa3MO(uIbTp U
amnmapat, 4To M Obuto 3aBepmieHo k 2002-My rony. BHOBb co3paHHBI MeMOpaHHBIN
1a3MO(MIBTP TOKa3al BBICOKYIO HaJAEKHOCTH B paboTe, MO3BOJISISL OTAEIATH BCE
KOMITOJIHEHTBl ~ KMIKOH 4YacTH KpPOBH W  IpeAoTBpamiarth IONajaHue B
OTQWIBTPOBAHHYIO IUIa3My KJIETOK KpPOBH, 4TO Mo3Bomio MuH3zapaBy Poccun
paspeluTs ero NpPUMEHEHHWE HEe TOJBKO ISl Je4eOHOro, HO ¥ JOHOPCKOTO
iazmadepesa. To ke camoe MOXKHO CKa3aTh W O HOBOM ammapate «['eMopeHnkey,
KOTOpBIN TO3BOJIIET TPOBOAWTHE MEMOpaHHBIN IU1a3zMadepe3 B aBTOMATHYECKOM
pEXHMe, TOJACPKIBAs 103y aHTUKOAHTYJISTHTA U HaAEKHO TPEJOTBpaIast IonaaaHie
BO3IYIIHBIX ITy3BIPHKOB B IMPKYJLHIO ManueHTa. lIpocToTa M 06€30mMacHOCTh
MeMOpaHHOTO IIa3Madepesa MO3BOJIAIOT €ro UCIOIB30BaTh B JIIOOOM MEAMIIMHCKOM
YUPEXICHNH, JJa)ke MYHHIUIIATBHOTO MX 3BEHAa, B TOM YHCIE€ W B aMOyJIaTOPHBIX
YCIIOBHSAX.

C apyroii CTOpOHBI, Maiblii 00BEM 3amoniHeHus anmnapara «I'emodeHuke» naét
BO3MO>KHOCTH €T0 HCII0JIb30BaTh P MOJHOPTaHHON HEAOCTATOYHOCTH B KPUTHUECKHIX
COCTOSTHMSIX TALMEHTOB, Ja)Ke NPU HecTaOWIIbHOM reMoauHamuke. [Ipu cenTnueckux
OCJIO)KHEHHUSIX, Pa3BHBAIOIINXCS Ha (DOHE MMMYHOJEHPECCHUH, TOJBKO C MOMOIIBIO
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MacCHUBHOTO ITa3Madepesa ¢ 3aMEICHNEM YAAIsIEMON TUIa3Mbl CBEXXE3aMOPOKCHHON
JIOHOPCKOM M1a3MOI MOXHO JJOCTHYb HE TOJILKO AETOKCHKAIINH, HO M BOCCTAHOBJICHHE
HOpPMaJIbHOH MMMYHHOH 3aIIuThl ¢ Oojiee OBICTPBIM BBI3NOpPOBIEHHEM. Takoil e
azmooOmeH (plasmaexchange) nokazain cBoro 3h(heKTHBHOCTD ¥ IIPH KPOBOTEUEHUSIX
Ha (OHE CHHIPOMA BHYTPUCOCYAMCTOTO CBEpTHIBaHUS KpoBH (disseminated
intravascular clotting syndrome).

HaxoruieHHBIH ONBIT MO3BOJIMII 3HAYUTENILHO PACIIUPUTD apeai 3a001eBaHu,
IpU  KOTOPBIX MeMOpaHHBIH Iu1a3Madepes IMOKa3bIBajl CBOM IpeuMylunecTBa. B
HEBPOJIOTHH — 3TO OcTphle u xpoHmdeckne demyelinating diseases (systemic sclerosis,
multiple sclerosis, polineuropathy), B peBMaTonoruu — systemic lupus erythematosus u
MHOTHE JIpyTWe, TPEICTaBICHHbIE B IPWIAraéMoOM CIIMCKE ayTOMMMYHHBIX
3aboseBannii. Cnemyer OTMETUTH M pabOTHl 10 TIPUMEHEHHIO MEMOPaHHOTO
wiazmMadepe3a B OHKOJIOTHH, 3HAOKPHUHOJIOTHH (CaXxapHBI 1Ha0eT M ayTOMMMYHHBIN
THUPEOUINT), B IE€ICHNUH XPOHMUIECKAX BUPYCHBIX TE€MATUTOB U JIa)kKe B TEPOHTOJIOTHH.

Kpome Toro, ObuTH IOKa3aHbl MPEUMYIIECTBa MEMOPAHHOTO IIa3Madepesa B
NpoQHIaKTUKE M JICYEHUH Psilia OCIOKHEHHH OEPEeMEHHOCTH — PAaHHETrO M MO3JHEr0o
TOKCHKO3a (MPEIKIAMIICUH), PE3yC-KOH(IMKTOB, TEHUTAIbHBIX XPOHUOMH(DEKIMIA
(repnec, IMTOMETaJOBUPYC, XJIAMHIUH, MUKOILIIa3Ma | Jp.), IPUBBIYHBIX BBIKUJIBIIICH
B pesysbTarte aHTH(OCHOIUIUAHOTO CHHAPOMA, XOJIECTATHMYECKOr0 Tenaro3a u
HELLP-syndrome.

Maublit 006€M 3amonHeHust MeMOpaHHOTO Ta3MopuiIbTpa «Pocay mo3Bonmn
YCIICIIHO €r0 HCIIO0JIb30BaTh NPU MEMOpaHHOM InIa3Madepe3e y HOBOPOXKIAEHHBIX U
ake HEIOHOIISHHBIX MIIaJcHIEeB ¢ Maccod tema or 700 r. [iasg 3Toro, moMmmo
wa3Mo(mIbTpa, HEOOXOOMM OAMH JIMIIb IINPHUIl W HEOOJBUIIOH KOMIUIEKT
MarucTpaied obmmmM o0béMoMm mo 35 wmi. Takas meroamka Obula 0m00pcHA
Mumnzapasom Poccun emé B 1996 rony.

CLINICAL USAGE OF EXTRACORPOREAL METHODS OF TREATMENT:
EFFERENT THERAPY.
PLASMAPHERESIS IN A WIDE RANGE OF DISEASES.
V.A.Voinov
Research Institute of Pulmonology, Saint-Petersburg State I.P.Pavlov University of
Medicine.

Efferent therapy finds more and more wide application in clinical practice.
Many human diseases are accompanied by disturbances of structure of the internal
environment which define the severity of a clinical course in many aspects and even
may become principal reasons of failure, despite the usage of advanced modern
medicamentous means or surgical treatment. Such problems arise during sharp
inflammatory diseases of thoracic and abdominal cavity organs, serious traumas and
burns injuries, poisonings and infectious diseases when the syndrome of endogenous
intoxications with postprimary suppression of system of immune protection starts to
develop. Some kind of «immune distress syndromey starts to be developed

In this situation detoxication both with toxins extraction and other pathology
process products allows to achieve crisis in the course of the illness.
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The leading role belongs to plasmapheresis procedure performance, what allows
together with endotoxins extraction to remove all incompetent components of humoral
immunity. The replacement of the removed plasma volume by donor plasma promotes
more effective restoration of protection system together with faster and absolute
recovery. The period of patients’ stay in medical intensive care units is considerably
reduced together with the general treatment length and mortality decreases.

However during the different chronic human illnesses are accompanied by
disturbances of structure of its internal environment, frustration of a biochemical and
immune condition define the severity and irreversibility of their course. It is possible to
remove autoantibodies, allergens, and immune complexes during allergies and
autoimmune diseases only with the help of plasmapheresis procedure performance.
There are possibilities opened to perform both symptomatic and pathogenetic therapy.
Introduction of plasmapheresis in the scheme of complex therapy of autoimmune
disseminated lung diseases has allowed to achieving more sustained response at 40% of
volume reduction of hormonal therapy and full refusal from cytostatics, to double
practically life time for this category of patients.

Elimination of products of lipidic exchange disturbance allows to control
atherosclerosis course and its complications. Plasmapheresis eliminates serious toxic
effects caused by radio- and chemotherapy in oncology. Its high efficiency shown
during chronic intoxication, including drug addiction and alcoholism has not only
medical, but also the high social significance.

Big perspectives are opened during the treatment process of pregnancy toxemia,
the Rhesus incompatibility, "hidden" urogenital infections, antiphospholipidic
syndrome with recurrent pregnancy loss and reliably help to prevent the disturbances of
pre-natal fetation, to reduce the perinatal lethal level, to restore demographic balance.

After viral hepatitis, especially HCV, autoimmune chronic hepatitis is being
inevitably formed with next follow—up into nonreversible hepatic cirrhosis and even
into primary liver cancer. With the help of plasmapheresis procedure performance it is
possible to remove autoantibodies and pathological metabolites with the result of which
the progression of liver injury can be suspended. Considering a large quantity of people
infected with these viruses of hepatitis, this problem also has a big social importance.

At first sight the diabetes does not carry any serious threat because insulin or
tablets help to support sugar level at the supportable level. However, during such
treatment it is not possible to prevent the secondary exchange disturbances and vascular
disorders with next irreversible sight loss, infringement of vascular permeability of the
low limbs, heart and brain can start. All these disorders reduce general life time. With
the help of plasmapheresis it is possible to reduce considerably the potential risk of these
secondary diabetes implications.

There is a long list of human diseases in which the efferent therapy can
considerably raise the treatment efficiency, and really find more and more wide
application in clinical practice.

The expensive and special equipment is not needed for small-sized and
universal plasma filters with “ROSA” brand name (The manufacturer is “Trackpore
Technology holding corporation” company, Russia). The simplicity and safety of
membranous plasmapheresis techniques will allow to apply these methods in the widest
network of medical institutions. The specialized efferent therapy units are being formed
in many clinics and in most ordinary hospitals, even the municipal ones. There are no
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analogues in world practice to use these plasma filters with small filling volume in
pediatrics, even during the treatment of premature babies with weight of a body from
700 gr, having no analogues in world practice.

Quality of the received plasma has appeared so high, that there are new
possibilities of “ROSA” plasma filters to be used in blood banking for receiving both
whole donor plasma, and various blood preparations.

OUR EXPERIENCE IN USE OF PROHERBIS DROPS IN TREATMENT AND
PREVENTION OF HELICOBACTER PYLORI
Rosoklija A. MD, PhD — Specialist and Master of Biochemistry
Zlatna Pcela — Skopje

Introduction: Helicobacter pylori (HP) is a part of the normal gastric flora and
is the cause for more than 80% of gastric and 90% of duodenal ulcuses and gastric
cancer (1-2 %).

Methods: For 5 years we examined 1200 patients with dyspeptic disorders.We
used the test for the presence of antibodies in serum (IgA and IgG).

Results: 690 patients were positive for HP (68 pregnant and 33 nursing
women).Depending on the levels of titer of the antibodies and the confirmed
diagnosis,the treatement were different.The patients with acute infection were taking
the ProHerbis drops as an introductory therapy,10-15 minutes prior to the triple therapy
and after completing it,the patients go on taking ProHerbis three times a day during two
months.In case the titer of the antibodies was not decreased after the first check up (45
days), the patients continued taking the drops in the next six months,2-3 times a day 20-
30 drops.20-30% of patients after the second check up (90 days) had no decrease of the
titer of antibodies and they had the initial suffering because of the resistance to the
antibiotics. We administered to these patients the quadruple therapy and they go on
taking ProHerbis drops in the next six months (20-30 drops),2-3 times a day.The nursing
and pregnant women with positive HP antibodies instead of triple therapy were taking
20-30 drops of ProHerbis in period of 2-3 months.

Conclusion: According to the researches performed in Belgrade at the
Department of Microbiology of “Dragisa Misovic* Hospital,as well as at the Institute
of virusology and immunology “Torlak”, the solution ProHerbis beside increasing the
non-specific immunity shows particular bacteriostatical and bactericidal effect upon
HP.We confirmed that after 45 days and especially after 90 days of the treatment.

SENSORY SUPPLY OF SKELETAL MUSCLES. MUSCLE FASCIA
Corr.-member, Prof. Dr. Wladimir Ovtscharoff, MD, PhD, DSc
Department of Anatomy, Histology and Embryology, Medical Faculty, Medical
University of Sofia,

Bulgaria

The skeletal muscles are supplied by motor nerves, but probably about 50% of
the fibres are sensory. These fibres are proprioceptive and exteroceptive as well as.
These sensory or afferent fibres are several types: myelinated Aa. fibres (proprioception
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from muscle spindles and Golgi tendon organs), AP fibres (mechanoreception from
Pacinian corpuscle, Ruffini corpuscles and Meissner’s corpuscles), Ad fibres (pain and
temperature from free nerve endings) and unmyelinated C fibres (pain and temperatures
from free nerve endings). It was established that about 40% from the Ad and C fibres
have a function as nociceptors. It was calculated that number of fibres conveying
temperature and pain is four times bigger than that of fibres responsible for
mechanoreception and proprioception. These fibres are located in the epimysium,
perimysium and endomysium. In these connective tissue parts of skeletal muscles there
are also postganglionic sympathetic fibres, probably connected more or lesser with
vasomotor activity. Theoretically pain sensation could be transmitted via afferent part
of the sympathetic reflex arch. The are data that the pain information could be conveyed
by means of proprioceptive fibres from muscle spindle. According all these data it must
be accepted that the skeletal muscles, that represent from 35 till 45% from the body
mass send to the CNS mighty sensory input (proprioception and exteroception).

MPOBJEMBT 3A THOMHO-HEKPOTUYHUTEPAHU HA TOJTHUTE
KPAVMHMIA B CTAPYECKA Bb3PACT
Bn.Koctos,n.m.B.Bacunes,npod.n.m.H. An.AtanacoB,A.KexaiioB 1.M.
JMI] "Cs.ITarTaneiimon" Codus, MBAJI bByprac, MBAJI "Cg.UB Puiickn 2003"
Hynuuna, MBAJL "I-P bp.lllykxepos" Cmoisin

3a mepuoma 1999 - 2011 B. ca HaOmromaBaHu U JekyBanu 791 GomHu , 436
MBke = 55.1 % u 145 xenu = 44.8% Ha BB3pacT oT 64 10 88 r.,cpegHa Bbp3acT - 69 T.
7 mec.ParuTe ca HaONMOJaBaHM TIPU TPYITU OOJTHHU:
- mpu 1uabeTHo xoauio - 412 6omau = 52.08 %
-TIpHM aTepocKiiepo3a Ha KpaHummre - 97 = 12.2 %
-TIpH CYIypUPATN MEXaHUYHU paHu / BKIL.M3rapsaus / - 74 =9.3 %
-npyru / cneponepatuBHU - 34.1 %

MukpoOHOJIOTHYHOTO U3CJIEIBaHEe MTOKa3Ba MOJMMUKPOOHA OakTepuamHa ¢Jio-
pa/cTadmIOKOKH,0eTa, XEeMOJTUTHYHN ~ CTPENTOKOKU,IIPU MaJKd Tpymd OOJHH -
MEeNTOCTPENTOKOKN M Oammryc ¢paxwmwmm /. [Ipu GomHuTe ¢ nuabeTHO XOIWIO €
NpWIarad eAMHEeH IMaHOCTUYECH AJITOPUTHM, IIPHIIOKEH U IIPH OONIIMHCTBOTO OOJIHU C
HEKPOTHYHO SI3BEHU IIpOBECH Ha 6azara Ha aTepockiieposa:
aHaMHE3a,CTaTyc MUKpPOOHOJIOTHYHO — Hu3cienBaHe ,Jlomnep-coHorpadmss - mpu
MabeTHO XOMIIO U aTepOoCKiepo3a, (hiaedorpadus mpu OOJIIMHCTBOTO OT Te3W OOJTHHU
peHtreHorpads Ha Xoawiata W moadeapuiuTe.llpunaran € U craHmapTeH JieueOeH
MOJXOJ] : JIOKaJlHA OKCHTeHOTepamusi - TP BCHYKH OOJHM C MHOrO J00Bp
pe3yNTaT,XUpPyprud Ha 00pad0TKa HA PAHUTE ,aHTHOMOTHUKOTEpAnus MO JaHHU OT
aHTHOMOrpamMaTa, Pe0BHH NMPeBPH3KH, JIOKAUIHK OaHM C AHTUCENTHYHU DPa3TBOPH /
KaJINeB XUIIepMaHraHaT,puBaHo1,0payHou /. Habmonenusta nokassar,4e npu O0JIHH C
XpOHUYHHM PaHH B CTapyecka Bb3pacT, MHOTO J0OpO BIMSHHE OKa3Ba JIOKaJIHATa
OKCUTEHOTEepanvsi ¥ PEerrHoHaTHUTEe O0aHW C aHTHCENTHYHH pa3TBopu.Cercuc HE €
HaOrogaBaH.JletaiHy U3X04M HE ca HAOIIOaBaHH.
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THE ROLE OF TUMOR NECROSIS FACTOR-ALPHA MEMBRANE-
ASSOCIATED RECEPTORS IN DIFFERENT MODELS OF LUNG INJURY
Krynytska I.Ya. (associate professor, PhD), Marushchak M.I. Ya (associate professor,
PhD), Horbachevsky ternopil state medical university, Ukraine

TNF-a is produced by many different cell types. The main sources in vivo are
stimulated monocytes, fibroblasts, and endothelial cells. Macrophages, T-cells, B-
lymphocytes, granulocytes, smooth muscle cells, eosinophils, chondrocytes,
osteoblasts, mast cells, glial cells, and keratinocytes also produce TNFoa after
stimulation. TNF exerts pleiotropic effects by linking two high affinity membrane-
associated receptors (TNF-Rs) of 55 and 75 kDa on a variety of cells. Soluble forms of
the human 55 kDa TNF-R (sTNFRI) and the 75 kDa receptor (sTNF-RII) appear to be
released from the cell surface by proteolytic cleavage of the extracellular domains of
these membrane associated receptors.

Nonlinear male rats (weight range 200-230 g) were used in all experiments. For
modeling of acid aspiration-induced acute lung injury anesthetized rats underwent
tracheostomy and insertion of a fine-bore cannula into the anterior segment of the left
lung. This was followed by the instillation of either 1.0 mL/kg HCI, pH 1.2 (n = 12) or
1.0 mL/kg saline in control rats (n = 12). All animals were studied at 2- 24 hours after
acid aspiration. For modeling of hepatopulmonary syndrome (HPS) anesthetized rats
underwent common bile duct ligation (CBDL) (n = 12). Sham rats underwent
mobilization of the common bile duct without ligation (n = 12). All animals were
studied at 31-day after CBDL or sham operation. Blood serum was analyzed for the
percentage of neutrophils and monocytes which present TNF-alpha membrane-
associated receptor TNF-RI and TNF-RII by the help of JC-1 using Beckman Coulter
flow cytometer.

The percentage of neutrophils which present TNF-alpha membrane-associated
receptor TNF-RI, by 2 h after acid aspiration, was significantly increased compared
with control group (in the blood serum: 34,32+0,32 vs 7,17+1,63, (p<0,001)). Such high
percentage of neutrophils was observed during all experiment (24 hours).

The percentage of monocytes which present TNF-alpha membrane-associated
receptors TNF-RI and TNF-RII, at 31-day after CBDL, were significantly decreased
compared with control group (in the blood serum: 5,1+0,5 vs 3,9+0,2, (p<0,05),
13,2423 vs 7,5+0,8, (p<0,05)).

The increased amount of neutrophils, which present TNF-alpha membrane-
associated receptor TNF-RI, in blood indicates about increased the readiness of these
cells to realize the main pathological effects of TNF-a, including programmed cell death
in case of acid aspiration-induced acute lung injury.

The decreased amount of monocytes, which present TNF-alpha membrane-
associated receptor TNF-RI and TNF-RII, in blood indicates about increased synthesis
of soluble forms of TNF-a receptors in case of HPS.

So, in HCl-induced acute lung injury disorders of tumor necrosis factor alpha
system occurs. The increase of TNF and TNF-RI in bronchoalveolar lavage are more
intensive than in blood with the progression of the disease was determined. In case of
HPS also disorders of tumor necrosis factor alpha system occurs, but more intensively
are synthesized soluble form of TNF-RII.
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MIDDLE MASS MOLECULES AS A MARKER OF ENDOGENOUS
INTOXICATION IN CASE OF COMBINED EFFECT OF TOXICANTS IN
RATS
Kulitska M.1. Ya (assistant professor, PhD)

Horbachevsky ternopil state medical university, Ukraine

In the pathogenesis of many diseases, known to modern medicine, landmark is
given to syndrome of intoxication. The endogenous intoxication or endotoxicosis is
defined as accumulation of excess of products of normal or pathological metabolism
and cellular responses in tissues and biological fluids of the body. Pretty accurate
criterion of the presence and severity of endogenous intoxication syndrome in the body
is the content of middle-mass molecules (MMM). They consist of peptides,
glycopeptides, products of fibrinogen degradation, albumin, thrombin, fragments of
collagen and other substances of protein nature, as well as derivatives of lipids,
phospholipids, etc. MMM are used as a marker of intoxication of various origins and
their content allows to determine the severity of the pathological process.

The aim of our study was to study the dynamics of middle-mass molecules
content in case of combined injury of rats by chemical factors.

Nonlinear male rats weighing 180-190 g were used in all experiments. Animals
were divided into 2 groups: Group 1 - control animals, Group 2 - animals with acute
injury, which was modeling by a single intragastric administration of sodium nitrite at
a dose of 70 mg / kg body weight, and after 24 h additionally was injected lead chloride
at a dose of 6 5 mg / kg and cadmium chloride at a dose of 6 mg / kg.

The degree of severity of endotoxemia was evaluated by contents of middle-
mass molecules in blood serum of experimental animals with the calculation of the
coefficient of middle-mass molecules (K) as the ratio of MMM; to MMM, where
MMM, - is MMM content determined at a wave length of 254 nm, and MMM, - MMM
content, determined at a wave length of 280 nm.

All animals were studied at 31, 4, 7, 14 day from the beginning of experiment.

Experimental results allow to assess the dynamics of MMM contents in the
blood serum of white laboratory rats, which were modeling an acute toxic injury by
chemical factors. This observed increase in MMM fraction with higher molecular
weight, which are products of degradation of proteins, enzymes, nucleotides and
structural proteins. At 1 day of the experiment reported K increase - by 35.5 % compared
with a group of control rats, which indicates a marked increase in both chain and
aromatic amino acids in the peptide components of MMM. Effects of toxicants led to a
significant increase in serum K rats’ blood serum at 4 day of experiment also - by 42.9
%. The maximum K was observed at 7 day of experiment - by 51.4 % compared with a
group of control animals. Research has shown, that in case of acute injury in rats caused
by the action of chlorides of cadmium and lead and sodium nitrite, at 14 day of
experiment K was slightly reduced - by 14.1 % compared with the 7 day, but still
significantly higher than control. The increasing of MMM contents was considerable
for pool of MMM280, indicating marked increase in aromatic amino acids in the
middle-mass molecules.

So, the effect of these chemical factors resulted in statistically significant
increase of endogenous intoxication, that shows an increase in contents of MMM.
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II'bPBU OIIUT OT NPUJIOKXEHUE CIIOCOABA HA ITPO® Y.3.3UT'NPOB
IMPU KOMBUHHUPAHA IINIACTUKA HA T'OJIEMU CPEJJUHHHA
BEHTPAJIHU XEPHUI.

B Bacunes exn.m, mou. a-p A Kexaiios 1.M, ,iipod.A.ATaHacoB,IM.H
MBM - Byprac, MBM 'Cs.U.Pusncku 2003 " Jlynauna

I[lo nurepaTypHM HNaHHM AayTOIUIACTUMHHUTE METOAHM IIPU XHPYPTUUHOTO
JICUCHUE HAa XCPHHHM Ha TpeNHATa KOpPEeMHAa CTeHa, Jomyckar peuuauBu 21.3-
63,7%,Kx0eT0 HaJIara ThPCCHE HA HOBH CIIOCOOM 332 XHUPYPTUIHO JICUCHHE.

IIpod.Y.3.3arupoB u kosm. /2008/ mpeaymaratr HOB MeTOJ Ha KOMOWHHpaHA
ayToIUIacTHKa + IJIACTHKA Ha TIOJMETHIIEHOBO IIATHO MPH XUPYPr.JICUeHHE Ha TOJIeMU
1 ¥ TUTAHTCKHU CPEIMHY M BEHTPaJTHH XepHUU.CIIOCOOBT ce 3aKiII0oYaBa B: H3pA3BaHa
Ha CTapus OIEPAaTHUBCH IWUKATPUKCOTCIOS BaHE HAIIMPOKO W3BHH IPAHULM Ha
KO0’KaTa C MOJKOKHATA MacTHA ThKaH, IUTACTHKA HA 3aJHATA CTeHa Ha KOpeMa M Cie]
OTBapsiHE Ha 3a/IHATA CTCHA HA BIJIATAJIMIICTO HA MPABUTE KOPEMHH MYCKYJIH O]l HETO
Y TIPETIICPUTOATHO CE MPHIIUBA AJOIUIACTHYCH MAaTEPHUSUIT KaTO Ce IPSHUPA HATEKTHO.

Hue npunoxuxme meroma npu 17 Gonnm 3a nepuoma 2008-2011 roa.c
THTAHTCKH CJICJIONICPATHBHY CHTPATHHU XCPHUH 10 OSIJIATA JIMHUS U CIIS] IUTACTHKA Ha
(hacIaTHOMYOCKYJIHHS CJIOH, MO/ €JHATA CTCHA Ha BIIATAJHIICTO Ha MYCKYJIH PEKTH
abOMUHIIC, TPUITHBaXMe 100pe ¢ SAMHUYHN KOHIIN MOJHEeTHIEHOBO MPEXKECTBO FITH
IUI0 TUIATHO KAaTo HAJA IUIATHOTO IIOCTaBsAME TPBHOCH ,MOJUETIUIEHOB [PECH THUI
"Penon" u paHara ce 3aTBapsIie MOCIOHHO. Y CIIOXKHEeHs He ca HaOianaBanyu .bomanTe
ca M3MHICaHU B 100PO ChTOSTHHE M BCHYKHU Ca MIPOCIIEICHN 6 Mecera cie onepammsra
0e3 1a e Ha0/II0IaBaH PEIUIUB.

Makap u cien Marbk Opoii HaOMroAeHHS cauTaMe criocoouTe Ha Y.3.3urupos
KOJI 32 HAJ[eXKIEeH U PAIHOHAJIEH CIIOCO0 MPHU XUPYPTUYHOTO JedeHUEe HA THIAHTCKU
CPEIMHHU BEHTPAITHHU XCPHUS

a.eKCIM3Ms Ha [IMKaTPUKCa U OTBapsiHE HAa KOpEeMHAaTa KyXHHa,

0.110CTaBsIH € Ha MOJIMETUICHOBA MPOTEe3a MO/ 33AHUs PBO Ha Biaraiu

IIETO Ha MPAaBUTE KOPEMHHU MYCKYIIH,

B.ayTOIIACTHKA Ha MYCKYJIHO-(hacaHUSICIION Ha KOpEeMHATa CTeHa

¥ aJIOTJIACTHKA Ha MOJHETUIICHOBA MPOTE3a.

3A IINTACTHUKA HA KOPEMHATA CTEHA ITPU CJIEJOINEPATUBHU
BETPAJIHU XEPHHUHU C TIPOTE3A
B. Bacwues, E.Jlepepos , mom. a-p A. Kexaiios , mpod, amMH. A. AtaHacos, M.
Cagos, B. Ilenues, B. IlonsHoB
MBAUJI Byprac, MBAJI "Cg. UB. Puncku", MBAJI "II-p Bp. Illykepos ", Cmonsu

OnepaTHBHOTO BH3CTAHOBSIBAHC HA KOPEMHATA CTaHA NPH MHPBHYHU U
CJIE/IONEPAaTUBHU XEPHHUH, 3aeMa TPETO MACTO B CTPYKTypaTa Ha XHPYPrUYHHUTE
omepainuu B KOpeMHaTa 00/1acT.BBIPOCHT € akTyajleH KaTo ce MMa B NPeABUHA U
NPOLEHTHT HA pelMANBHTEe NMPHU Te3u omepauuu - 31,3 - 63.7% mno nurepatypHU
nanxu. IlpuiiaraHeTo Ha CHHTETHYHM [TPOTE3U / MJIATHA / € TI03BOJIMJIO /I ce [puiarat
n HOBU MeToau.3a mepuona 2000 - 2010 r. ca onepupaHu 3a XEpHUW Ha MpeaHaTa
KOpeMHa CTeHa / MbPBHYHHU U peruauBHU/ 3626 OomHu B 6omHUIMTE Ha Bypracka |

67



THIRD INTERNATIONAL MEDICAL CONGRESS OF SEEMF

Cmomnstacka u  KrocTeHamicka o01acTTH, C pasiMYHM METOOM Ha XHPYPTHIHO
BB3CTAHOBSIBAaHE KaTO MOJA Halle HaOJIOJeHUE M onepupaHu ca Omiu 369 GonHu Ha
BB3pact 19 - 82 1/ cpenna Bp3pacT 57 r. 2 mec./: 224 mbxe=60,7 % u 145 xenu a 39,2
%.YcTaHOBEHHUTE CIIEAONEPATHBHA XEPHUM ca OWJIM: CJeJ] XOJICLUCTEKTOMHUS C
napaxocTaieH paspe3 nmu Koxep - 93 = 25,2 % cnen cpeauHHa lanapoTomus 1o Osiata
nuaus — 174=47,2%, ciien XepHUOTOMUS 0 TIOBOJ MHIBUHAIHY XepHUU- 192 GoIHH
=27.7 % .Jlpunaran, e rlacTuka Ha KOpeMHa CTEHa C TOJIMETUIICHOBO IUIATH Surgi-
Mech 1o crnenHaTa METOAMKA: U3CHIAHE HA KOXKHUS CIEIONICPAaTHBEH PHOEI,0TBAPSIHE
Ha KOpeMa ¢ paspes Mo xoJa Ha (hopMHpaHaTa XepHHS, IATeTHA XEMOCTa3a,Bb3MOKHO
MIOCJICIHO 3aTBapsiHe Ha KOPEMHAaTa KyXWHa C €IMHWYHHU IIEBOBE [0 HEHHOTO ITBJIHO
xepMmerm3upane.llpnmara ce MeTombT Ha BB3CTAHOBSIBaHE O€3 Hampesi3HHE NO
JluxteHmaiH MomaduKalys HA MeToJa NMPU HHIBHHAJIHA XePHUOTOMHS ( IIMPOKO
NMPWJIATaH U B UHCTUTYTUTE Ha PyckaTa akajgemMus HA MeAMIMHCKUTE HAYKM U pyTU
MoCTChBETCKH penyd/nkn/. Dacuusi a0JOMUHUC Ccynep(UUMAIMC Ce BH3CTAHOBSIBA C
€IMHUYHU IIEBOBE KaTO C JMCTAIHOTO JIaM0OO ce MbXBa O] POKCUMAIHOTO J1aM00 1
JIBaTa IUIacTa ce MPHUIUMBAT C IUHUYHH IIEBOBE MOJIOKEHH €AMH IMOJ APYT ChIIO 0e3
Hanpeskenne.Haq Taka BB3CTaHOBEHAaTa TIOBBPXHOCTHA, ¢hacuusi ce INpHINUBA
MOJIMETHIICHOBO TUIATHO OT Tuna Surgy-Mech, chbII0 ¢ eJMHAYHA KOHIM /10 ILTHTHO
BBH3CTAHOBSIBAaHE Ha MbPBOKAYAIMAT AeexT. [locTaBst ce acmupalMoOHeH IT0JIKOXKEH
ApeHask; cjleqBa ITbJIHO Ba3CTAaHOBSIBAHE HA OIEpPAaTHBHATA paHa.YCIOXHEHUI H
PeLINBY 10 2 TOAMHY CIIe]] OTIepausTa He ca Ha0JIo1aBar.

MODERN APPROACHES TO DRUG DELIVERY FOR TREATMENT OF
OPHTHALMIC DISEASES
V. Andonova', M. Kassarova', T. Naydenov?
'Faculty of Pharmacy, Medical University Plovdiv, Bulgaria
?Bulgarian Pharmaceutical Union

Introduction: For the treatment of various diseases of the eye most commonly
used formulations are applied topically - to the eyeball or in the conjunctival sac. The
greatest application have the eye solutions that are the most numerous group of drugs
currently used. They have several major drawbacks: low ocular bioavailability - less
than 5% of the administered drug is absorbed and inconvenience for the patient because
of frequent applications. Much of medicinal substances have a technological difficulties
because of their low water solubility and low permeability through biological
membranes. When these are combined with disadvantages of conventional forms of
ocular absorption, obtaining an effective product with high therapeutic activity and
reduced side effects is a major challenge at present. During the last decade the
investigations on the preparation and application of more effective drug delivery
systems on the basis of the nanosupports from biocompatible and biodegradable
polymers increase considerably.

There are different approaches to produce microemlsions, nanosuspensions,
nanoparticles, niosomes, dendrimers, microneedle, liposomes, cyclodextrins, contact
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lenses, intraocular implants, hydrogel systems, iontophoresis, gene delivery and etc.
Especially important aspects are the choice of polymer and method for inclusion of the
drug in nanosized carrier.

The stability, uniformity of particle size, speed control of release of the active
substances, the place of his release, their adaptation to industrial manufacture of sterile
products are the main problems in the development of these drug release and drug
delivery systems.

Method: Literature reviews of 165 articles.

Results: Drugs from different groups such as antibiotics, corticosteroids,
nonsteroidal antiinflammatory drugs, p-blockers, antisense oligonucleotides are
examined in their inclusion in nanosupports of biodegradable polymers: poly lactic acid,
gelrite gellan gum and sodium alginate, chitosan, B-cyclodextrins, hydroxypropyl-p—
cyclodextrin, Eudragit RS100® and RL100®, poloxamer analogs/carbopol etc.
Exploration is being carried via various technological approaches for the inclusion of
drug substances in the carriers: by an emulsion polymerization technique; the
electrostatic anchorage of the coating onto the nanocapsules; the use of the previously
synthesized copolymer for the formation of the nanoparticles; using an
emulsification/solvent evaporation method; a coacervation process and cross-linkage;
temperature, pH and ion mechanism of gellation and many other different approaches.

Conclusions: Given the research in this field, we believe that nanotechnology
will play a crucial role in the future of ophthalmic products. In the future, the main
emphasis on research will be placed on achieving a noninvasive implementation aimed
at sustained release of drugs for diseases of both ocular segments.

EXPERIMENTAL STUDY OF ANTI-INFLAMATORY AND ANALGESIC
EFFECTS OF STANDARDIZED EXTRACTS OF DRIED PLANT DRUGS.
D. Penkov, M. Kassarova, I. Kostadinov, M. Georgieva, D. Delev, 1. Kostadinova, T.
Naydenov
Faculty of Pharmacy, Medical University Plovdiv, Bulgaria
Margarita Kassarova

Introduction:The object of this study is the preparation of extracts from aerial
parts of Geranium Sanguineum, Astragalus Glycyphyllos, Erodium Cicutarium,
Vincetoxicum officinalis, and study of a number of pharmacological and
immunological effects of these extracts.

Phyto-chemical analysis of the extracts was made using HPLC system Varian,
RP C18 column and UV detector with variable wavelength. To test the anti-
inflammatory and analgesic effects were used two model extracts - EXT1 - dry extract
of the four drugs and EXT2 — thick extract. Thick extract was obtained by the method
of percolation and subsequent condensation by evaporation of the solvent on a rotary
evaporator. Dry extract was obtained using spray dryer.

Method:The study of anti-inflammatory effect was conducted by the method of
carageenan-induced paw edema.

Nociceptive (analgesic) tests - Test "hot plate" - the method of Woolfe &
McDonald and test "Randall-Selitto" — analgesy-meter.
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Results:In acutely treated animals, the group receiving indometacin as a
reference substance with anti-inflammatory effect showed a significant reduction of the
carrageenan induced edema, when compared with the control group treated with saline
solution. Statistically reliable results were registered at 2, 3 and 4 hours (p <0,0001; p
=0,001; p=0,001). Experimental groups showed no statistically significant differences
compared with the control group. In chronically treated animals, indomethacin
demonstrated significant anti-inflammatory activity when compared with the controlled
group. Experimental groups treated with either extract in both doses tested ( 1g/kg and
2g/kg), showed no statistically significant differences compared to the controlled group.

The analgesy-meter test uses the mechanical pain stimulus. As a reference
substance for the analgesic effect was used Metamizole sodium at a dose 150mg/kg. In
acutely treated animals, metamizole showed a significant analgesic effect of the 2-3 hr
(p=0.049). The extract showed no reliable analgesic effect (excluding the dose of 1g/kg
EXT2, 1st hour, p = 0.031). In chronically treated animals, metamizole has analgesic
effect on the 1%, 2™ and 3™ h, (p = 0.014, p = 0.009, p = 0.002). From the experimental
groups, reliable analgesic effect shows only the group treated with extract 1 dose 2g/kg
the 2™ and 3™ hour (p = 0.037, p = 0.022).

The hot plate test use a thermal pain stimulus. In acutely treated animals,
metamizole showed a significant analgesic effect of the 1st hour (p = 0.024). In the
experimental groups no statistically significant differences with the control. In
chronically treated animals, metamizole showed reliable analgesic effect on the second
and third hour (p = 0.012, p = 0.007). In the treated groups, statistically reliable
analgesic effect was observed in the group treated with extract 2, dose of 1g/kg, on the
first, second and third hours (p = 0.024, p = 0.029, p = 0.021). At a dose 2g/kg in the
first 2 hours, although not statistically reliable, the effect is significantly more
pronounced than that of the control. At the third hour was statistically significant (p =
0.005).

Conclusions:Both extracts showed analgesic effect only on chronic
administration. In extract 1, the anti-nociceptive effect is against mechanical pain
stimulus, and in extract 2 — against thermal irritation, which is mediated from
supraspinal mechanisms.

For statistical treatment of results was used software SPSS 11.0. For comparison
of performance between groups was used Independant Sample t Test in level of
significance p <0.05.

THE INFLUENCE OF THE PHARMACEUTICAL INDUSTRY ON THE
PRESCRIBING HABITS: COMMUNICATION WITH PHYSICIANS AND ITS
EVOLUTION IN THE LIGHT OF INFORMATION TECHNOLOGIES
DEVELOPMENT
T. Naydenov, A. Stoimenova, G. Petrova
Department of social pharmacy and pharmacoeconomics, Faculty of pharmacy,
Medical University-Sofia

Introduction: The impact of marketing activities of pharmaceutical companies
on the attitude and prescribing habits of physicians has always been one of the topics
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discussed in the specialized literature.Situated in an extremely complex regulatory
environment, pharmaceutical companies are constantly trying to gain maximum benefit
from marketing tools, which in turn leads to increased intensity and frequency of
interaction between representatives of pharmaceutical companies and physicians.
According to some publications, pharmaceutical companies spend about 30% of
turnover on marketing, 90% of these funds are dedicated for prescribers-related
activities, giving a clear indication of pharmaceutical industry priority channels for
modeling of medicinal products use. The aim of this study is to review publications on
the impact of pharmaceutical company representatives on physicians’ prescribing habits
and to outline the main tendencies in this important and intensive communication.
Materials and methods:Literature search ~was done through
MEDLINE/PubMed, Scopus database, Web of knowledge search as well as an Internet-

LR N3

based search with key words “pharmaceutical company”, “medical representative”,
“prescribing habits”, “influence”, “physicians” and “e-detailing”. The current mini
review is based on total of 37 publications (1977-2011) satisfying the search criteria.

Results: Physicians are involved in various forms of communication with the
pharmaceutical industry as participation in clinical trials, training programs,
conferences, symposia, informal meetings with company representatives and
others.Many studies showed that the information provided by pharmaceutical
companies’ representatives is often used by physicians in their daily practice. The
perception of doctors regarding the efficiency and quality of medicinal products or
reputation of the pharmaceutical company which submits them to the market is directly
related to their idea of image and reliability of the company. Several studies have shown
that the likelihood of doctors to prescribe a medicinal product and to promote the
inclusion of a medicinal product in the hospital list is directly dependent on their
presence at an event sponsored by the pharmaceutical company.

Conclusions: The roles of physicians in the use of drugs are various as they are
involved in diagnostics, prescribing of medicinal products, education of patients etc.
Physicians influence the budget (hospital, health insurance companies, etc..), the health
policy and the opinion of their colleagues. Therefore, the influence of pharmaceutical
companies on the prescribers can affect each of these aspects, not just the prescribing
of medicinal product for a particular patient. Building honest relationships between the
pharmaceutical industry and physicians is essential for promotion of rational drug
therapy. Executive and legislative authorities, the medical community and
pharmaceutical industry should constantly update the rules to regulate the interaction
between medical professionals and medical / sales representatives in order to achieve a
balance between the need for specific information and rational prescribing.

SUPERDISINTEGRATS: THE POTENCIAL OF NATURAL EXCIPIENTS
Todor Naydenov'!, Margarita Kassarova?, V. Andonova?
'Bulgarian Pharmaceutical Union
?Faculty of Pharmacy, Medical University Plovdiv, Bulgaria

Background: Drug delivery through oral route is the most preferred and
accepted way of application by the patients. Solid dosage forms are popular because
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of ease of administration, accurate dosage, selfmedication, pain avoidance and most
importantly the patient compliance. Over the last 30 years, orally disintegrating tablets
are gaining considerable importance. Novel orally disintegrating tablets technologies
address many patient and pharmaceutical needs from enhanced life cycle management
to convenient dosing particularly for pediatric, geriatric and psychiatric patients who
have difficulty in swallowing.

There are different approaches to produce orally disintegrating tablets. Freeze
drying, molding, and compression; compression is the most widely used method. Some
methods are focused on unique granulation methods, such as spray-drying and flash-
heating, to make shear form formulations; some are focused on selecting specific
excipients such as water-insoluble calcium salt, specific disintegrant combination, and
specific sugar combination; and some are focused on special treatment after
compression, such as sublimation, sintering, and humidity treatments. The key to orally
disintegrating tablets formulations is fast disintegration, dissolution, or melting in the
mouth, and this can be achieved by producing the porous structure of the tablet matrix
or adding superdisintegrant and/or effervescent excipients.

Method: Literature reviews of 135 articles.

Results: There are a lot of disintegrants and super-disintegrants on the market
and most of them can be considered for use in orally disintegrating tablets. Typical
examples include Crospovidone (Kollidon CL,Polyplasdone XL), Croscarmellose
sodium (Ac-Di-Sol®, Nymce ZSX®, Primellose®, Solutab®, Vivasol®), Sodium
starch glycolate (Explotab®, Primogel®, Vivastar P) and Ion exchange resins.

Some authors investigate natural substance and compare them with synthetic or
semi-synthetic super disintegrates in formulation of orally disintegrating tablets.

It was found that Gellan gum, Xanthan gum, Modified treated agar (cogrinded
agar) Modified treated guar (cogrinded guar), Husk of Plantago ovata and Mucilage
obtained from leaves of Hibusccus rosasinensis, seeds of Lepidium sativum, seeds of
Cydonia vulgaris and seeds of Plantago ovata have properties of superdisintegrants

Conclusions: Although there are many superdisintegrants, which show superior
disintegration, the search for newer disintegrants is ongoing and researchers are
experimenting with natural and modified natural products. These natural materials have
advantages over synthetic ones since they are chemically inert, nontoxic, less expensive,
biodegradable and widely available. They can also be modified in different ways to
obtain tailor-made materials for drug delivery systems and thus can compete with the
available synthetic excipients.

CORRECTION OF ENDOCRINE DISORDERS CAUSED BY STRESS-
INDUCED HYPERPROLACTINEMIA
Petrenko Nataliia, MD, PhD
Ukraine, Ternopil state medical university by I.Ya.Horbachevskyy

Stress leads to the development of hemodynamic and metabolic changes in the
human body in response to the impact of any disturbing factor. When stress is the
activation of the sympathetic nervous system and hypothalamic-pituitary-adrenal
glands, leading to the selection of ACTH, serotonin, and the allocation of dopamine
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inhibited, which in turn leads to increased secretion of prolactin (PRL). Clinical
manifestations of hyperprolactinemia are ovarian dysfunction, menstrual disorders,
anovulatory syndrome, abnormal proliferative processes in targets organs, galactorrhea,
mastodniya, breast.

The aim of research was to study the effectiveness of herbal drug with
dopaminergic action Mastodinon regarding elimination of stress-induced
hyperprolactinemia.

Materials and methods. We have examined 47 patients over time were
subjected to the influence of stress (20-35 points by Taylor) and 18 healthy non-
pregnant women who formed the control group (1-5 points by Taylor).

The level of stress was evaluated on a scale manifestation of anxiety Taylor
(1953). The functional activity of the reproductive system was evaluated by the nature
of menstrual function, levels of LH, FSH, total PRL, E2, Pg. The level of biologically
active fraction (BFA) of PRL was determined in supernatant fluid after sedimentation
of the macromolecule polyethylene glycol prolactin. In normal PRL content BFA took
40-60% relative to the total hormone.

Results and discussion. Result of our research show: total PRL level was
slightly elevated 20,4+1,2 1U/l, BFA PRL level was 18,6+1,1 IU/I and 3 times higher,
as compared to the control group, the content of BFA in the main group was 79,7+6,8
% and was 1.4 times higher than in the control group, lower levels of pituitary and
ovarian hormones LH (6,2+0,6 IU/l) and FSH (5,8+0,5 TU/1), E2 (85,2+0,9 ng/ml) and
Pg (8,0+0,5 mg/l). In patients who have been under the influence of stress, which
manifests a high or medium levels of anxiety, there is hyperprolactinemia, which is
caused by increases in BFA of PRL at slightly elevated levels of total PRL, suppression
of the pituitary and thus ovarian function, menstrual dysfunction seen in type
hypomenstrual (47.2%) and anovulatory syndromes (70%), PMS (85.1%), galactorrhea
(47.2%), mastodynia (51.2%), mastopathy (38.3%).

To treat our patients we surveyed had used the drug Mastodinon. This herbal
drug with the main active substance ahnus kastus with proven clinical efficacy for the
treatment of manifestations of hyperprolactinemia and estrogen-progestin removal of
imbalances.

Under the influence of the proposed therapy, 3 months, patients noticed
decrease of Algodysmenorrhea, mastodynia, PMS. Similarly, there has been a decrease
in anxiety to indicators that matched the average level of the trend to low (8-18 points)
due to normalization of secretion of neurotransmitters and related neuroendocrine
processes. In the analysis menohramy marked reduction intensyvnoti hypomenstrual
syndrome, eliminating galactorrhea.

Analysis of hormonal after treatment showed that the level of PRL decreased
15,5+1,0 IU/1, his BFA — to 8,5+0,7 IU/1, and its contents — to the 54,7+4.5%, and meet
the standards and parameters of the control group. The same was likely to increase the
concentration of pituitary and ovarian hormones (LH to 9,3+0,6 IU/l, FSH — to 7,7
0,7 TU/L, E2 (179,2+9,9 ng/L, Pg 20,5+1,8 mg/l).

Conducted our study found high effectiveness Mastodinon for the reduction of
stress-induced PRL, resulting in restored cyclic secretion of pituitary gonadotrophins
and yachnykamy. Clinically it is manifested by normalization of menstrual and
ovulatory function, reducing the intensity of clinical manifestations of
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hyperprolactinemia (galactorrhea, mastodynia, Algodysmenorrhea). This enables us to
recommend the use Mastodinon to treat stress-induced hyperprolactinemia.
Conclusions: 1. In patients who have been exposed to stress, there is
hyperprolactinemia, which is caused by elevated levels of the active fraction
bioloihchno prolatkynu.
2. Application Mastodinon showed high clinical efficacy for reducing prolactin
and, accordingly, its clinical manifestations.

CONVERSATION ON SEXUAL LIFE AND HEALTH — RESEARCH AMONG
THE ROMA POPULATION IN THE R.MACEDONIA
'V. Velich Stefanovska — Prof.; ?M.Stefanovska Petkovska - Ass.Prof; 'R. Isjanovska
— Prof.; 'B.Zafirova Ivanovska — Prof.
nstitute of epidemiology and biostatistics with medical informatics, Medical faculty,
University "St.Kiril and Metodij"- Skopje, R.Macedonia; 2School of business
economics and management, University American College Skopje, R.Macedonia;
Prof. Vesna Velik Stefanovska, MD MSc PhD, specialist in epidemiology

Introduction: According to the 2002 census there are approximately 53.879
(2.66%) Roma people living in the Republic of Macedonia, which represents 0.46%
increase compared to the census in 1994. The natality rate among the Roma population
is two times higher compared to the country average, while approximately 23% of the
Roma women give birth in their homes. The lack of health insurance and inappropriate
living conditions result in a significantly lower life span of around 40 years of age. Aim:
The aim of this paper is to investigate the practice of open conversation on sexual life
and health between parents and children in the Roma families in order to improve the
reproductive health of this population group.

Methodology: This paper represents an analytical behavioral cross-sectional
study implemented during a period of 8 months in 2011 in eleven cities in the state. A
qualitative-quantitative research according to the methodology of the World Health
Organization was used in the study. The questionnaire that was used explored issues on
the sexual life and health regarding safe sexual behavior, sources of information as well
as conversation on this issue with the family and partner. The quantitative part of the
study included 900 participants in age group 14-49 years. The qualitative part consists
of 16 focus group discussions and 13 in depth interviews on a total of 150 participants
from the quantitative part selected in line with the pre-determined criteria.

Results: Approximately 80% of the Roma youth get their information on sexual
life from the television and their peers. Only 4.2% of the young Roma openly talk with
their parents on their sexual life. About 42.2% consider that their parents, especially
their mothers, want to know about the sexual life of their children. According to 33.8%
of the participant, both male and female equally insist on safe sexual behavior.

Discussion: The results of the research indicate that parents and children in
Roma families realize the importance of open conversation on sexual life and health,
especially for the benefit of the younger generations who are often victims of
disinformation. Along with the need for open conversation and a closer relationship
with their children, parents face insecurity in terms of how to meet this need.
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Conclusion: A focused intervention is needed for a professional support of
Roma families in terms of establishing and practicing of multi-generational
conversation on sexual life and health which will generally result in improved
reproductive health of this population.
Key words: Roma, sexual life, sexual health, open conversation, family

EPIDEMIOLOGY OF DISTAL RADIUS FRACTURE
B.Panova',H. Milanova !, T. Troev !,G.Panova® A. Apostolov 2,
1 — Clinic “Physical and Rehabilitation Medicine”, MMA, Sofia, Bulgaria
2 Faculty of Medical Sciences-Stip, Macedonia

Distal Radius Fractures (DRF) are among the most common in people. The high
frequency and socio-economic aspects of this traumatic disease make its
epidemiological research and development of preventive strategies to reduce fracture
risk particularly relevant. The social significance of the problem is based on common
complications after imprecise surgical treatment and rehabilitation, as well as on the
high rates of unsatisfactory functional results.

Epidemiological evidence for distal radius fractures among the population can
be used for planning and organizing prevention and structuring of adequate medical
care for these injuries.

Ensuring timely preventive strategy for people at high risk of fractures is a
challenge for health systems worldwide. An important link between patients at risk and
their proper treatment is done through the identification and risk assessment in these
patients based on sound epidemiological study.

Keywords: epidemiology, distal radius fracture (DRF), frequency, osteoporosis

EPIDEMIOLOGICAL ASPECTS OF BRUCELLOSIS IN THE VELES
REPUBLIC OF MACEDONIA
Shumanov Gj.!, Jankulovska Zdravkovska M.!, Tanevska J .2
! Faculty for medicine science of University "Goce Delcev" Stip, Republic of
Macedonia, >Department for Infektius Diseases, Hospital Veles, Republic of
Macedonia

Aim. To analyze and present epidemiological patterns of human brucellosis
cases and the main factors for the appearance and spread of brucellosis infection among
animals and humans in Veles and R. Macedonia in the period from 2007 to 2011.

Material and methods: Retrospective study based on the epidemiological
reports and official data on brucellosis cases from the Institute for Public Health in
Skopje and other institutions from the health in R. Macedonia .

Results: From 2007 until 2011 a total of 69 brucellosis cases were reported in
Veles, with a mean annual incidence rate of 27,6/100,000 (in R. Macedonia
18.9/100,000 ). The highest morbidity rate during this period was recorded in 2008 (29
cases and an incidence rate of 58,0/100,000), and the lowest one in 2011 (4 cases and
an incidence rate of 8,0/100,000). From the total number of cases reported, 80% were
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males and 20% were females. Only 5% of patients were under the age of 10, and the
most of the patients were from the age group 20-39 (35.5%). Seasonal characteristics
of the disease were expressed with the highest occurrence in May (18.9%), June (17.3%)
. Within the total number of 69 brucellosis cases in the period 2007-2011, 46 (67%)
were from rural settlements and 23 (33%) from urban areas.

Conclusion: Brucellosis was, currently is and will be a significant disease
problem and concern in R. Macedonia which should be approached in a more
comprehensive and organized way in the coming years.

Keywords: Brucellosis, zoonoses, epidemiology, prevention/control
programme, Veles, Republic of Macedonia.

JOURNAL-BASED CME AND INTERNET POINT-OF-CARE LEARNING
(POC) IN UZBEKISTAN
Zokhid Abdurakhimov, PhD, MD
(Medical Association of Uzbekistan)

Medical Association of Uzbekistan of ¢ of 2010 prosecutes subjects of
continuous medical education in Uzbekistan. Requirements for development of
programs by continuous education were approved and more than 10 programs of
distance learning in the form of reviews are prepared by leading experts of the Tashkent
institute of improvement of doctors (TIID). In 2010-2011 9 programs on the following
subjects are published already: State of health of the population of Uzbekistan; tension
Stenocardia; Actual problems of oncology; Valueology, as subject of formation of a
healthy lifestyle; Distsirkulyatorny venous encephalopathy: diagnostics and treatment
problems; Dysphagia; Changes in an organism of the woman and discomfort able
feelings during pregnancy; Modern aspects of a food of children of the first year of life;
Main directions of improvement of the out-patient and polyclinic help to the population
of the Republic of Uzbekistan. Continuous programs are based on principles to
demonstrative medicine, developed taking into account the last achievements of
medicine and intended for various specialties.

15-16 tests which are printed on dense paper are attached to each remote
program. Tests are numbered and have a different form of complexity and to the 3rd
right answers. Having answered tests, doctors cut out and send them to editorial office
of the magazine during 1 year from the edition it. At an affirmative answer and a set of
the right answers more than 60 percent doctors receive the certificate on distance
learning for each training program.

If in 2010 this method 140 doctors (from 151 tests) already used, in 2011
received certificates of 243 doctors. In total during 2010-2011 it was sent to Association
of doctors of Uzbekistan answers to the 397th test on distance learning, from them
received certificates of the 355th doctor that makes the 89th percent from all sent
answers to tests.

On the one hand introduction of distance learning presented possibility to
doctors, without leaving the house to increase the knowledge, growth of interest to the
magazine among the doctors which circulation this year increased in 2 times on the
other hand is observed. Reading various medical scientific articles, doctors through self-
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education learn also new methods of diagnostics and treatment of various diseases. Thus
without putting a damage of existing straight lines to a form of post degree education at
refresher courses in TIID.

Since 2012 we plan to enter online education. The site online of training is now
developed and it works in a test mode (http://test.avuz.uz). After approbation the
training program will be established on our site (www.avuz.uz)

Thus, in modern conditions it is necessary to develop economically effective
methods of the post-degree training which have already proved the independence in the
developed countries of the world. Being addition to direct forms of professional
development, distance learning allows increasing qualification without a separation
from medical institutions and patients, and also gives the chance to avoid frequent
expenses connected with journey, accommodation and a food. Transition to credit
system of continuous medical training with an annual set of the credits, will stimulate
doctors to look for ways of indirect forms of education that will allow doctors to work
over increase of the qualification. Introduction of continuous medical training will
promote professional development; decrease in medical errors and respectively to be a
motive power of improvement of quality of medical care.

REGIONAL MUSCLE PLASTIC SURGERY IN VAST SOFT-TISSUE
DEFECTS OF ARMPIT AND SHANK AFTER SEVERE TRANSPORT
ACCIDENTS
Prof. Dr. D.Boshnakov : Dr. T. Papurov; Dr. L. Blazhevski
Varna, Bulgaria; University Hospital ‘St. Anna Varna’ - Clinic of Orthopedics and
Traumatology
Prof. Dr. Diko Boshnakov: Clinic of Orthopedics and Traumatology Hospital “St.
Anna Varna’ - Varna
Dr. Tihomir Papurov : Surgery Hospital ‘Papurov’ - Targovishte;

Dr. L.Blazhevski: Clinic of Orthopedics and Traumatology Hospital ‘St. Anna
Varna’ - Varna

Introduction. The reconstruction of vast and profound soft-tissue defects of
limbs is possible with different options — regional pedicle flaps and free microvascular
flaps.

Objectives. The work’s objectives are to estimate the quality of regional
muscle flaps in vast defects of armpit and shank soft-tissues caused by severe transport
accidents, on the basis of functional and esthetic results.

Materials and methodologies. Clinical observations are based on 14 patients
aged 28 to 48 years. There were vast soft-tissue defects of shank in 10 patients and
armpit defects in 4 patients. Double muscle flaps /from gastrocnemius and soleus/ are
applied — in shank, and cutaneous muscle “latissimus dorsi” flaps — in armpit.

Conclusion. Clinical cases, as well as observation results are presented. The
qualities and advantages of applied flaps in the mentioned localizations are considered
in the discussion.
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DECLARATION
of the
Second International Medical Congress
of
Southeast European Medical Forum
7 - 10 September 2011
Nesebar, Bulgaria

We, the participants in the Second International Medical congress of the
Southeast European Medical Forum, namely physicians from Albania, Belarus,
Bulgaria, Greece, Kazakhstan, Latvia, Macedonia, Romania, Republic of Srpska -
Bosnia and Herzegovina, Serbia, Ukraine, in the presence of representatives of the
World Health Organization (WHO) and the President of the World Medical Association
(WMA), abiding by the basic principles and responsibilities of the WHO and WMA, as
well as by the priorities and goals of the unique European Strategy 2020:

1. Shall initiate joint collaboration for promotion of health and welfare of the
citizens from the whole region;

2. Shall work for providing conditions for better quality of life and higher life
expectancy for the people in the region;

3. Shall work for improvement of the healthcare management by providing
expertise, analyses and particular problem solutions with the ambition for real
involvement in the health policy of the respective countries;

4. Shall contribute to making health a priority for the whole society, the
authorities, non-governmental sector, citizens, private companies, academic
community and all other stakeholders.

Governments together with health-care professionals have to reconsider correlations
between economics and healthcare policies.

Medical organizations should safeguard the interests of all physicians, should be self-
governing bodies and quality guarantor, and should represent and work for the benefit
of the profession.

The issue of healthcare funding in the region is very grave, as was indicated by the
participants in the Congress, but each country should try to find solutions according to
the specific local situation. What is necessary is adequate and equitably distributed
healthcare budget, strong decisions on the reforms to be carried out, prioritising on
investments in human capital, improvement of its productivity and better use.

It is high time that the Health Ministries and all other ministries place health issues
among the priorities of the politicians and society. A basic principle of a democratic and
socially responsible state should be the responsibility for health and the access to
healthcare for all citizens, irrespectively of their ability to pay for medical care.

September 2011
Nesebar, Bulgaria
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