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PE3IOME

ABSTRACT

B naToreHe3arTa Ha KOJIOPEKTa/THUS KapLIUHOM
(KPK) ca onucanu nmoHe 3 MexaHHU3Ma: Ha XpOMO-
30MHa HeCTabW/JIHOCT, MHUKpOCATEJUWTHA HecTa-
ousnHocT (MCH) u dpeHotun Ha Mmetunupanute CpG
octpoBu (CIMP). LIEJI: Jla ce olleHU BJIMSIHHUETO
Ha MCH u CIMP BBbpxy nporHosaTta Ha GOJIHUTE C
KPK. METO/ZIU: llpocneneHu ca mocTonepaTUBHO
B NpoAb/oKeHHe Ha 5 I 82 6osiHU. EkcTpaxupaHa
e JHK, ananusbT Ha MCH e u3BbplleH 4ype3 cTaH-
JlapTeH MaHes OT 2 MOHOHYKJeoTuJHH (BAT 25,
BAT 26) u 3 gunykiaeotuguu (D2S123, D5S346,
D17S250) mapkepa. MeTu/snMpaHeTO Ha TeHUTE
hMLH1, CDKN2A, TIMP3 u TPEF/HPP1 e oueneno
KOJIMYEeCTBEHO 4ype3 nupocekBeHupane. PE3VYJITA-
TH: O6maTa npexuBsiemocT Ha KPK ¢ MCH u siunca
Ha TakaBa e cbOoTBeTHO 41.0+6.6 1 49.6+£3.3 mecena
(p=0.69, Tect Ha Kaplan-Meier). [IpexxuBsiemocTTa
Ha 6osiHUTEe ¢ MCH B pe3ysTat Ha MeTHJIMpaHe Ha
hMLH1 e 22.6+23.6 mecena crnpsmMo 49+15.1 me-

Colorectal cancer (CRC) has become a highly
relevant condition nowadays. In Bulgaria it ranks
second among all human neoplastic disorders with
incidence of 56.6 per 100 000 inhabitants for 2010
(1). Surgical treatment alone is curative in early
stages I and I, but in high-risk patients and in locally
and systemically advanced disease 5-Fluoruracil-
based adjuvant chemotherapy (ChT) should be
considered (14). Despite the improved 5-year
survival chemotherapy-related systemic toxicity
represents a serious problem and may necessitate
treatment discontinuation (9). Therefore, careful
selection of patient who might benefit from this
treatment is of great importance.

The TNM classification remains the gold
standard of prognostic factors in CRC patients
whose 5-year survival is highly dependent on TNM
stage. The latter was initially developed to predict
prognosis but eventually has evolved to aid in the
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cena 3a te3u ¢ MCH 6e3 metunupane (p=0.028).
CIMP(+) ce aconuwupa c mo-joila MpeXUBsIeMOCT:
24.8+23.3 mecena cnpsamo 40.3x19.7 mecena 3a
CIMP(-)(p=0.035). Mauuentute 63 MCH u mpo-
BeJleHa ajoBaHTHa 5-FU-6asupana xuMuoTepa-
N UMaT NOo-A'bJra NPEeXUBAEMOCT CIPSIMO Te3H,
JIeKyBaHU caMO xupypruuecku- 44.2+16.3 cnpsd-
Mo 33.2+22.4 mecena (p=0.046), nokato 3a MCH
TakaBa pasJjiika He 6e HabJoJaBaHa (ChOTBETHO
46.8+8.6 1 30.5+10.2 mecena, p=0.78). 3AKJ/IIOYE-
HHWE: Bb3MoKHO e mporHosarta ¥ u3bopa Ha Jieye-
HHe npu 6osHUTe ¢ KPK na ce moBaUSAAT OT HJIH-
yueTo Ha MCH u CIMP, Ho ca HEOGXOAUMHU MOBeYe
NpOYyYBaHHUS cpeji O'bJirapcKaTa noJiynamus.

Ki1i04oBU AyMH: KOJIOpeKTaseH KapLUHOM —
MUKpoOcaTeJIuTHa HecTabuaHocT — CIMP - nporHo-
3a

choice of treatment (21). However, CRC should be
considered a heterogenous, multi-pathway disease,
and recent data suggest that even histologically
identical tumors from the same stage may have
different prognosis and response to therapy (12).
Different molecular and protein markers such as
venous and lymphatic invasion, tumor grading,
tumor buds and borders, loss of 18q, components of
the cell cycle, apoptosis, proliferation, EGFR, VEGF,
etc. have been studied to reveal high-risk patients
but their use has not been validated outside
scientific research (27).

The advances in understanding the molecular
characteristics of CRC could become the key for
adequate treatment in the near future. Three
major pathways have been identified so far: the
suppressor or chromosome instability pathway
(CIN), the mutator or microsatellite instability
pathway (MSI), and the methylator or CpG Island
Methylator Phenotype (CIMP) (17,19). Patients
with Lynch syndrome, the hallmark of which is
MSI, tend to form metastases less frequently and
show better prognosis than sporadic CRCs but
higher recurrence rate (6). Patients with sporadic
MSI tumors also have a better survival compared
to their MSS counterparts (23). At the same
time data assessing the role of CIMP show either
presence or absence of survival benefit of adjuvant
chemotherapy for tumors with heavily methylated
genes (18,26). So far in Bulgaria no study assessing
the potential role of MSI and CIMP as prognostic
and predictive factors has been carried out.

The aim of this study is to examine whether
MSI and CIMP could affect the survival and the risk
of metachronous cancer among Bulgarian patients
with CRC.

Key words: colorectal cancer - microsatellite
instability - CIMP - prognosis

INTRODUCTION

At least 3 different pathways have been discov-
ered in colorectal cancer (CRC) carcinogenesis:
chromosomal instability, microsatellite instabil-
ity (MSI) and CpG Island Methylator Phenotype
(CIMP). AIM: To evaluate MSI and CIMP as prog-
nostic factors in patients with CRC. METHODS:
For an average of 5 years postoperatively 82

Bulgarian patients were followed up. DNA was
extracted, and MSI was performed by the stand-
ard panel containing 2 mononucleotide (BAT 25,
BAT 26) and 3 dinucleotide (D2S123, D5S346,
D17S250) markers. Methylation of hMLH1, CDK-
N2A, TIMP3 and TPEF/HPP1 was analyzed quan-
titatively by pyrosequencing. RESULTS: The over-
all survival of MSI and MSS CRCs was 41.0£6.6
and 49.6+3.3 months, respectively (p=0.69, Ka-
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plan-Meier test). The survival of patients with
MSI due to methylation of hMLH1 was 22.6+23.6
months vs 49+15.1 months for patients with
MSI and unmethylated gene (p=0.028). CIMP(+)
phenotype was associated with worse surviv-
al: 24.8+23.3 months compared to 40.3+19.7
months for CIMP(-)(p=0.035). Patients with
MSS tumors on adjuvant 5-FU based chemother-
apy showed better survival than those treated
surgically only - 44.2+16.3 vs 33.2+22.4 months
respectively (p=0.046), while for MSI tumors no
difference was observed (46.8+8.6 months vs
30.5+10.2 months, p=0.78). CONCLUSION: MSI
and CIMP could modify their treatment plan and
prognosis in patients with CRC but more studies
are needed to confirm these results in the Bul-
garian population.

MATERIALS AND METHODS:

Materials: The present study included 82 pa-
tients undergone elective surgical resection
for CRC between May 2005 and May 2006. All
participants signed an informed consent prior
entering the study. Information regarding age,
sex, tumor location along the colorectum, his-
tology and TNM classification was gathered
postoperatively. Subjects were scheduled for
adjuvant 5-FU based chemotherapy for cancer
of the colon with or without radiotherapy for
rectal cancer according to their TNM status. All
patients were followed-up until August 2010.
The primary endpoint was the overall survival.
Methods: DNA extraction: DNA was ob-
tained from formalin-fixed paraffin-embedded
blocks which were deparaffinized and rehy-
drated in xylol and ethanol. Normal and tumor
tissues were separated and DNA was extracted
using a Qiagen kit according to protocol.
Microsatellite instability analysis: Paired
normal and tumor tissues were tested for mi-
crosatellite instability according to the National
Cancer Institute Workshop (4). Two mononu-
cleotide (BAT 25 and BAT 26) and three dinu-
cleotide (D2S123, D55346, D17S250) markers
were used, and PCR products were run on auto-

mated ABI Prism 3100 sequencer. Samples with
2 unstable markers were classified as MSI-high,
those with instability in 1 marker - as MSI-low,
while tumors lacking instability were classified
as microsatellite stable (MSS).

Bisulfite treatment, PCR and quantitative
analysis of promoter methylation: Bisulfite con-
version of 1 pg DNA was performed using a Qia-
gen kit according to protocol. For methylation
analysis promoters of 4 genes: hMLH1, CDKN2Z2A
(p16™%), TIMP3 and TPEF/HPP1 containing 4
CpG islands were amplified using biotinilated
forward or reverse primers (Biotage, Uppsala,
Sweden). Presence of an amplified product and
absence of contamination were determined by
2% agarose gel electrophoresis, after which the
remaining product was analyzed quantitatively
for presence of methylation by pyrosequencing.
The latter represents a real-time sequencing in
which the incorporation of a nucleotide by the
DNA polymerase activates an enzymatic cas-
cade and results in light emission. The quantity
of the emitted light corresponds to the level of
methylation of each CpG island.

Statistical analysis: Pyrosequencing meas-
ures the level of methylation of several CpG is-
lands in the promoter of each gene which usual-
ly show concordance. A mean methylation level
in percentage for each gene in every sample
as an average of methylated cytosines in every
CpG island is calculated.

The overall survival is calculated in months
from the day of entering the study until reaching
the end date (August 2010) or death of the pa-
tient. Survival curves were generated using the
Kaplan-Meier method, and survival was com-
pared using the Log-rank test. Proportion analy-
sis was performed using odds ratio and x2-test.
Qualitative data (mean age) were compared us-
ing non-parametric Mann-Whitney test. A p<0.05
was considered as statistically significant.

RESULTS

Microsatellite instability was found in 18.3%
(15/82) of the cases. hMLH1, p16™¥ TIMP3 and
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TPEF/HPP1 were methylated in 15.8% (13/82),
42.7% (35/82), 51.2% (42/82) and 85.4%
(70/82) of the cases, respectively. The mean
methylation level for each gene was 3.3+10.6%,
6.6£12.6%, 11.7+17.8% and 28+14.8%, respec-
tively. Tumors were divided into CIMP-negative
(92.7% (76/82)) when absence or methylation
of up to 2 genes was found, and CIMP-positive
(7.3% (6/82)) when 3 or more genes were
methylated.

Presence of microsatellite instability was
positively associated with proximal tumor lo-
cation (proximal to splenic flexure) and mucin
production, while CIMP(+) tumors were asso-
ciated with mucin production only. No other
clinio-pathological associations were found
(Table 1. Clinico-pathological associations with
MSI and CIMP-status).

From the 82 followed up patients 56%
(46/82) were alive and the remaining 44%
(36/82) were deceased. The average survival
was 39.2+20.2 months (range 1-72 months).
5-FU based adjuvant chemotherapy was per-
formed in 62% (51/82) of the patients while
surgical treatment alone was found curative for
the remaining 38% (31/82) of them.

According to our results survival of patients
is highly dependent on TNM stage (p<0.001,
Kaplan-Meier test) - Fig.1 (Survival accord-
ing to patients” TNM stage). No statistical dif-
ference in the survival between MSI-high and
MSS tumors was found (p=0.69, Kaplan-Meier
test) - Fig.2 (Survival according to MSI). Pa-
tients whose tumors were MSI and no methyla-
tion was found showed a trend towards a better
survival (49+15.1 months) versus MSS tumors
(39.7+19.6 months) but statistical significance
was not reached (p=0.22, Kaplan-Meier test).
Cases with MSI and methylated hMLH1 have
worse prognosis than those with MSI and no
methylation: the mean survival was 22.6+23.6
months and 49+15.1 months, respectively
(p=0.028, Kaplan-Meier test) - Fig.3 (Survival
according to MSI and methylation of hMLH1).
Similar results were found for patients with
CIMP-positive versus CIMP-negative tumors -

mean survival 26.5+9.5 months vs 53.9+3.0
months (p=0.035, Kaplan-Meier test) - Fig.4
(Survival according to CIMP-status). Patients
with MSS tumors showed a better survival if
they were subjected to adjuvant chemothera-
py compared to those who were treated with
surgery alone - 44.2+16.3 versus 33.2+22.4
months (p=0.046, Kaplan-Meier test) - Fig.5
(Survival according to MSI and chemotherapy).
In contrast, MSI-high patients have a similar
survival irrespectively of whether they have un-
dergone adjuvant chemotherapy or not: mean
survival 44.2+16.3 months with chemotherapy
vs 33.2+22.4 months without (p=0.78, Kaplan-
Meier test).

We observed 5 cases (6.1%) with metachro-
nous CRC formed on the average of 15.9+4.5
months postoperatively. Its rate was signifi-
cantly higher in MSI-high patients -20% (3/15)
than in MSS ones - 3% (2/67). The difference
was statistically significant - p=0.04, x2-test
(OR=8.1,95% CI 1.2-53.9) - Fig.6 (MSI as arisk
factor for metachronous CRC).

DISCUSSION

There is a large body of evidence in literature
supporting the diverse nature of colorectal car-
cinogenesis. Therefore it seems plausible that
different pathways may have different prog-
nosis and response to surgery and adjuvant
chemotherapy. In the present study we aimed
to assess the role of MSI and promoter methyla-
tion of DNA as factors affecting prognosis and
the risk for development of metachronous colo-
rectal cancer.

Data from previous studies have proven a
better prognosis for patients whose tumors
are mismatch-repair deficient (20,8). A thor-
ough explanation on why MSI confers a better
prognosis is still lacking. A study from Rosty
et al showed that only 1.8% of metastatic CRC
showed presence of MSI suggesting that the
majority of such tumors do not progress to ad-
vanced stages (22). Allelic loss and mutations
of DCC, K-RAS and TP53 are associated with

CBngarian medicine vol. Il Ne 2/2012




worse prognosis, and these are rarely found in
MSI cancers (25). In vitro experiments proved
that cell lines from mismatch-repair deficient
colorectal cancers show a weak response to
5-FU compared to mismatch-repair proficient
ones (2). Nevertheless, some authors find a
strong correlation between survival and MSI
colorectal cancers that have undergone postop-
erative chemotherapy (7). In contrast to these
results we failed to show a statistically signifi-
cant difference in the survival between MSI and
MSS patients (p=0.69). The observed survival
advantage of MSI cancers due to mutations of
the mismatch-repair genes versus MSS tumors
did not reach statistical significance as well. A
possible explanation for this discrepancy could
be the low number of the patients included in
the study and hence the lack of statistical pow-
er. We have observed, however, a better survival
of MSS patients who have undergone postop-
erative chemotherapy compared to those who
were treated with surgery only (p=0.046), e.g.
the benefit of adjuvant chemotherapy is pre-
served only for MSS colorectal cancers.

According to Bertagnolli et al MMR-dys-
function can predict a better response to adju-
vant chemotherapy with irinotecan, fluoruracil
and leucovorin than with 5-FU based one (3).
This could be due to the fact that microsatellite-
repair deficient tumors are more susceptible
to irinotecan than microsatellite-repair profi-
cient cancers. Irinotecan inhibits the catalytic
activity of topoizomeraze-I stabilizing covalent
complexes between the enzyme and DNA. This
leads to single- and double-strand fragmenta-
tion of DNA which is lethal if a repair system
that corrects damages prior to mitosis is miss-
ing. Therefore, every process that blocks the
functioning of mismatch-repair system includ-
ing loss of mismatch-repair proteins potenti-
ates tumor cell death (10). An interesting idea
could be to study the response of different
chemotherapy regimens according to the MSI
status. An individualized treatment approach
according to the molecular profile of the tumor
is a possible option in the near future.

Our results showed a worse prognosis of
patients with CIMP-positive tumors. Data from
literature reveal opposite results: some of them
support our findings (16) while others consider
CIMP as a marker for better prognosis (18). The
exact reasons why CIMP-positive patients have
a worse outcome remain so far elusive. There is
a strong relation between DNA methylation and
folate metabolism (5), therefore it seems pos-
sible that CIMP-positive tumors have major dis-
turbances in the metabolism of folate and me-
thyl groups. They could diminish the suscepti-
bility of tumors to anti-folate substances as are
5-FU and leucovorin. Another possibility could
be the spreading out of methylation on a large
extent of DNA encompassing numerous genes
including for example hMLH1, which leads to
MSI. The latter is associated with primary re-
sistance to 5-FU based chemotherapy.

According to our results MSI tumors are
statistically significantly associated with me-
tachronous CRCs than MSS cancers - 20% ver-
sus 3% (p=0.04, x2-test). One of the hallmarks
of Lynch syndrome, in which the majority of the
cases arise through MSI and inherited muta-
tions of MMR-genes, is the elevated risk for me-
tachronous cancers (6). Lawes et al have shown
that MSI is a predictor for metachronous can-
cer among the normal population (15), which
supports our results. One possible question is
whether patients with epigenetic inactivation
of hMLH1 are at higher risk for metachronous
cancer. We cannot draw reliable conclusions
due to the small number of the studied patients
but methylation of hMLH1 was found in 33%
of the cases. Velayos et al also support the no-
tion that metachronous cancers are more often
associated with mutations of MMR-genes (24).
This could be due to the fact that mutations are
present in virtually every cell while DNA meth-
ylation is associated with ageing of large bowel
mucosa (11) and represents a ,field defect(13),
e.g. certain areas of large bowel mucosa are
prone to methylation while others are not.

In conclusion, our study shows that MSI
and CIMP could modify their treatment plan

Bulgarian medicine vol. Il Ne 2/20 12)

and prognosis in patients with CRC. However,
more studies with larger patients’ numbers are
needed to confirm these results in the Bulgar-
ian population.
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ESOPHAGEAL PH MONITORING:

EVALUATION AND TREATMENT OF GERD

IN INFANTS AND CHILDREN
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MOHUTOPUPAHE HA E30®ATEAJIHOTO PH -

JTUATHO3A U JIEYEHUE HA 'EPB

INIPU KbPMA4YETA U MAJIKH JELIA

0. bpaukos, Xp. lllusavyes, M. CmoumeHosa, I Payesa

PE3IOME

ABSTRACT

lacTpo-e3odareanHara pedJsykcHa 6GoJiecT
(FEPB) npepacrtaBJsisiBa CbBKYNHOCTTA OT MATOJIO-
TAYHYU CUMIITOMH, Bb3HUKHAJIU B pe3yJTaT Ha pe-
¢dJiyKca Ha CTOMALIHOTO ChABPKUMO B XPaHOIPO-
BO/J1a. Pa/iMyHU AMAarHOCTUYHYU METO/H Ce U3TOJI3BT
3a OlleHKa Ha KJIMHUYHUTE U3sBU Ha 3a60/IIBAHETO.

Hes: Llesnta Ha M3ciefBaHETO € A YHOYHU
poJiaTa Ha 24-4acoBoTo pH-MoHHUTOpHUpaHe B KOM-
MJieKca OT JUAarHOCTUYHU METO/U, U3T0JI3BaHU 32
ouenka Ha 'EPB npu manku fena.

MaTepuasim u Mmetoam: 3a nepuoza ot 15 ro-
JUHU cMe JieKyBaau 185 gmela, Ha BB3pacT oT 2
Mecerna g0 4 roauHu, cbc cbMHeHMe 3a EPB. U3-
MoJi3Baxa Ce CJAeJHUTe AUATHOCTUYHU MEeTOAH —
noApoO6Ha aHaMHe3a, peHTreHorpaduu, esodaro-
CKOIUS, CLMHTUrpadus U pH-MeTpus.

PesynTtaTtu: E3odareasnoro pH-MoHuTOpHpane
e Hal-uHPOPMATUBHUAT CKPUHUHTOB METO/, 32 pas-
rpaHu4YaBaHe Ha GU3HOJIOTMYEH OT MATOJIOTHYEH pe-
¢dJyKC, 0c06eHO 3a OTKPHUBAHE Ha Jlella C BUCOK PHUCK
oT pedJiyKCHA 6OJIECT U OlLleHSIBAaHE Ha MaTOJIOTUY-

Gastro-esophageal reflux disease (GERD) can
be defined as any symptomatic clinical condition
that results from the return of stomach contents
into the esophagus. Several investigations are used
for evaluating the different clinical presentation of
the disease.

Aim: The purpose of this study is to reveal the
role of the 24-hour pH monitoring in the complex
of diagnostic methods for evaluating GERD in young
children.

Material and methods: For a period of 15 years
we treated 185 infants aged 2 months - 4 years
with suspected GERD. A detailed history, X-rays,
esophagoscopy, scintigraphy and pH monitoring
was used.

Results: Esophageal pH monitoring has been the
mostinformative screening method for distinguishing
physiological from pathological reflux, particularly
revealing children with a high risk of reflux disease
and evaluating pathological GER (gastro -esophageal
reflux) by children with related clinical symptoms.
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Hus ['EP (racTpo-e3odareasieH pedJiyKc) npu gelara
C KJIMHUYHYU CHMTOMH B CJIe/ICTBHE Ha pedJiyKca.

KirouyoBu aymu: I'EP, 'EPB, pH -MoHUTOpUHT,
pedsykc-e30¢haruT, nenTHUYHA CTPUKTYPA, XHUaTaJI-
Ha XepHUSs

Key words: GER, GERD, pH monitoring, reflux-
esophagitis, peptic stricture, hiatus hernia

INTRODUCTION

Gastroesophageal reflux (GER) is a common
esophageal disorder in infants that usually
resolves by 6 to 12 months of age. Gastroe-
sophageal reflux disease (GERD) is a serious
pathologic process that required diagnostic
evaluation and multifarious treatment. GER is
defined as passage of gastric contents into the
esophagus, and GERD is defined as complex of
the complications resulting from GER. [6, 8].

In some patients, GER can be diagnosed
from the history alone [9]. Several investiga-
tions are needed in suspected GERD in order
to asses the different manifestations of the dis-
ease. Esophageal pH monitoring is shown to
be the most informative method for screening
pathological reflux [1, 10, 11].

The aim of our clinical study is to reveal the
role of the 24-hour pH monitoring in the com-
plex of diagnostic methods for evaluating the
various clinical presentation of GERD in young
children.

CLINICAL MATERIAL

For a period of 15 years 185 infants and chil-
dren aged 2 months - 4 years with suspected
GER underwent 24-hour pH monitoring at the
Department of Pediatric Surgery at Hospital
,Pirogov“ and the University Paediatric Hos-
pital - Sofia. The patients are divided into six
clinical groups:
1. Physiological GER (n = 35)
2. Children with high risk of reflux disease (n =
22)
3. Cow's milk allergy (n = 8)
4. GERD with respiratory or pseudoneurological
symptoms (n = 45)

5. GERD with underlying surgical complications n
=63
6. Neurologically impaired children n = 12

METHODS

Clinical tests were performed according to each
individual indication:

Upper GI examination was used in 171
children (92,4 %) in order to identify anatomic
abnormalities of the esophago-gastric junction,
presence of esophageal stricture, hiatus hernia
and the degree of spontaneous regurgitation.

Endoscopic investigation was performed in
148 children (80 %). Changes of the esophageal
mucosa were confirmed according to the Savary
and Miller’s classification with a grading from I
to IV degree.

Ninety-four 24-hours esophageal pH-
monitoring (EpHM) studies were performed
in 78 infants with software program by
S.T.Innovators, Bulgaria.

For the present study following criteria
were studied:

1. Reflux index (RI) in % = percentage of reflux

time with pH under 4,0.

2. Number of reflux episodes for 24 hours (RE).

3. Number of reflux episodes lasting more than 5
min (RE®).

4. Duration of the longest reflux episode (min)
and the timing of appearance (DRE).

Tc 99 scintigraphy was used by 29 patients
(15,7 %) as a functional test for evaluating
gastric emptying and pulmonary aspiration.

RESULTS
1. Physiologic GER (N = 3 5 Age 2-5 months)
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Clinical features: scanty postprandial or
nocturnal vomiting, regurgitation.

Clinical investigations: no respiratory or
neurological symptoms, no infection of the uro-
genital tract, no cow’s milk allergy or metabolic
disorders.

X-ray findings: incompetence of the cardia,
insignificant reflux.

Fibroesophagoscopy: gaping of the cardia,
no esophagitis.

EpHM:RI: 5.2 +/- 2,2 % RE: 17 +/- 9 RE*: 3
DRE: 7 min during sleep

Treatment: Positional therapy, milk-thick-
ening, prokinetiks agents.

2. Children with high risk of reflux disease
(N=22 Age 4- 8 m)

Clinical features: Regurgitation during
sleep, excessive vomiting.

Clinical investigations: no respiratory or
neurological disorders, no infection of the uro-
genital tract, no cow’s milk allergy. X-ray find-
ings: wide cardia, obtuse angle of Hiss, marked
reflux. Endoscopy: esophagitis I-1I degree.

EpHM: RI: 16 +/- 3,7 %; RE: 27 +/- 11 RE®:
7 DRE:12 min during sleep

Treatment: positional therapy, prokinetic
agents, proton pump inhibitors.

Results: Relief of symptoms, weight gain.
Two infants were referred to surgery 4 months
after unsuccessful treatment.

3. Cow’s milk allergy (n = 8 Age 5-8 m)
Clinical features: vomiting, insignificant
growth retardation. X-ray findings: wide cardia,
no significant reflux. EpHM: R1: 9,1 +/- 2,6 %; RE:
9 +/- 7 RE® 1 DRE: 9 postprandial. Treatment:
exclusion of milk proteins, prokinetic agents.

4. GERD and associated symptoms (n = 45
Age:2mo-2y)
a) Respiratory symptoms and asthma-like
conditions (n =17)
Clinical features: insignificant regurgitation,
negligible weight loss, chronic cough,
recurrent bronchial obstructive syndrome.
EpHM: manifested reflux RI: 28,6 +/- 6.1; RE:
13 +/- 7 RE®: 8 DRE: 17 during sleep. Tc 99

scintigraphy: delayed gastric emptying, poor
esophageal clearance, and accumulation
of the radionucleide in the lung after 24 h.
Treatment: positional therapy, fractionated
diet, PPI and prokinetics. Four infants were
referred to surgery.

b) Pseudoneurological symptoms (N = 21)

- Hyperirritable children (N =11 Age 3-5m)
Clinical  features: irregular  vomiting,
uncoordinated head movement, crying
X-ray findings, endoscopy: normal. pH data:
low-gradereflux (RI=6,1+/-3,2). Treatment:
milk-thickening, prokinetics agents, anti-
colic agents, tranquillisation drugs.

- Apnoea (N =7 Age 2-4 m)

Clinical features: cyanosis and apnoea, no
significant vomiting. Normal neurological
status. EpHM: extreme reflux RI: 34,4 +/-7,1;
RE: 17 +/- 3 RE®>: 11 DRE: 19 during sleep.
Treatment: positional therapy, prokinetics
agents, H, blockers. Results: Relief of
symptoms, markedly decrease of reflux.

- Sandifer syndrome (n = 3)

In these children with established reflux
disease the so called ,torticolis“ resolved
after antireflux therapy (n=1) or surgery
(n=2).

5. GERD with underlying surgical complica-
tions (N=63 Age 8 m-4y)

Clinical features: vomiting, failure to thrive,
respiratory infection, anemia, dysphagia. X-
ray findings: high grade barium reflux, obtuse
angle of Hiss, hiatus hernia (n=13), esophageal
stricture (n=35), secondary short esophagus (n
=15). EpHM: a) excessive reflux (n =38) RI: 43.4
+/-9.2 RE: 21 +/- 4 RE%: 18 DRE: 22 +/- during
sleep and postprandial b) inaccurate data due
to esophageal stricture (n = 25) Endoscopy:
Grade III-IV esophagitis, peptic or fibrous
stricture. Treatment: Nissen fundoplication and
gastrostomy (n=9); without gastrostomy (n =
43); Thal fundopexy procedure (n = 11)

6. Neurologically impaired children (N = 12
Age 2-4y)
a) CNS damage (N = 8)
Clinical features: vomiting, regurgitation,
dysphagia, weigth loss.

CBngarian medicine vol. Il Ne 2/2012




EpHM: various results - from marked acid
reflux (RI over 30 %) to insignificant changes
(RI 5.6 +/- 2.4) X-ray finding: incompetence of
the cardia, marked barium reflux. Treatment:
Nissen fundoplication (n = 12)

b) Neglected children (N = 4)
Clinical features: Restricted growth due to
rumination and vomiting.
Diagnosis is made by clinical observation. No
marked abnormalities detected by fluoroscopy
or esophagoscopy. Treatment: positive
emotional stimuli led to weight gain (n = 1).
Surgery was necessary in 3 cases.

DISCUSSION

In normal infants GER can be physiological
due to the immaturity of the lower esophageal
sphincter. Another cause for regurgitation or
vomiting is the psychosocial factor - mother
negligence, overfeeding or inappropriate feed-
ing, and psychical distress. Physiological GER
can be diagnosed from the history alone and it
is not necessary to perform EpHM in asympto-
matic reflux [8, 9].

Thickened feeds and elevation of the head
of the bed are helpful in reducing the symptoms
of GER by young infants and no specific treat-
ment is required. Cisapride and later Domperi-
done are useful in reducing the frequency of
vomiting [6, 8].

Important groups represent children with a
high risk of reflux disease. GER may be a tran-
sitory problem but if untreated, it can result in
serious complications: anaemia, respiratory
distress, apnea, failure to thrive, esophagitis
and stricture. The EpHM is the most appropri-
ate test for evaluating the risk group. In many
cases GER may resolve after medication with
Cisapride and/or PPI [4, 8, 10].

Cow's milk allergy is a transitory and ac-
companying factor leading to vomiting rather
than an etiological factor for GER. Our investi-
gations revealed considerable clinical improve-
ment after milk protein exclusion and a trial of
a hypoallergenic formula feed [7].

A primary high-grade acid reflux is fre-
quently associated with respiratory tract dam-
age. It can take a subclinical course with ,inno-
cent regurgitation” or negligible vomiting. The
prolonged duration of reflux episodes during
sleep correlated with the evidence of acute or
chronic respiratory symptoms. The pulmonary
complication may often be a primary manifes-
tation of the illness. There is a high prevalence
of pathologic gastro-esophageal reflux in asth-
matic children, contributing to asthma severity.
Cyanosis and apnoea are also signs of excessive
acid reflux related to respiratory dysfunction.
Patients with chronic cough, recurrent pneu-
monia and asthma should be investigated by
means of EpHM for the possibility of GER and
treated accordingly the clinical manifestations
[3, 5]. Antireflux surgery should be also consid-
ered in management [2, 8, 11].

The association between GER and neuro-
logically impaired children is well described.
The injured afferent input results in esophageal
motor disturbances, abnormalities in the swal-
lowing mechanism and incompetence of the
cardia. In neglected children rumination is due
to lack of love and attention to the child. The
surgical procedure must be performed earlier
because of risk of growth retardation.

GER with underlying surgical complica-
tions forms the most important group which is
associated with prolonged exposure of the es-
ophagus to acid juice and further developing of
esophagitis and stricture. The upper GI series
are not specific for the diagnosis of reflux, but is
useful for evaluation the presence of anatomic
abnormalities, such as hiatus hernia and es-
ophageal stricture. Endoscopy and biopsy can
determine severity of esophagitis [4]. In most
cases EpHM is very contributive to the diagno-
sis.

There are further indications for surgery
such as ineffective conservative treatment of
GER or the presence of hiatus hernia. The Nis-
sen fundoplication is the most preferred antire-
flux procedure which results in significant clini-
cal improvement [2, 8, 10].
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CONCLUSIONS

GER in infants can result in serious consequenc-
es. Inthe firstyear of life most of the children have
a positive response to the conservative treat-
ment. The clinical manifestation of GERD such as
vomiting, anaemia, apnoea, respiratory distress,
failure to thrive and esophagitis should be inves-
tigated thoroughly. The 24-hour pH monitoring
is the most appropriate screening method for lo-
cating the group of children with a high risk of
acid reflux disease and children with associated
complications. It is a valid and reliable test for
evaluating acid reflux. Surgical treatment should
be considered when therapy failed and underly-
ing surgical complications are present.
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JIEOHTOJIOTUYHHU INMPOBJIEMH HA K/IMHUYHATA
TOKCHKOJIOTHUSA NMPE3 JECETHUJIETHETO 2000-2010 roiuHA

Mapuema Hoesuesa, CHedxca 3namesa, [lemko MapuHos

BoenHoMenunuHcKa akagemusi-MBAJI-BapHa,

K/ivHMKa 10 MHTeH3UBHO JiedeHUe Ha OCTPH OTPaBAHHUA U TOKCOAJIEPTUH

PE3IOME

ABSTRACT

CneundpuyHUTE OCOGEHOCTH HA KJIMHHUYHA-
Ta TOKCHUKOJIOTHSI BHHArd ca MOPaXK/JATHd MHOTO
JIEOHTOJIOTUYHU BBIPOCH U TMPABHU NPO6JEMH,
CBBbp3aHU TJIABHO C AMHAMUYHUTE B3aHMOOTHO-
HIeHUs MEXAy JieKapsi U TMalMeHTa, CIOCOOHOC-
TTAa HAa MHTOKCHKUpAHUs 6OJIeH Jja Bb3NpueMa U
00paboTBa ajieKBaTHO TIIoJHeceHaTa HWHpOpMa-
I[MSl 32 HETOBOTO ChCTOSHUE U HEOOXOJUMOCT OT
JleueHHe,peCIeKTUBHO- /la Ce CbhIVIacsiBa WM [ia
OTKa3Ba MeJMLMHCKA MOMOLI, /a M03BOJISIBA WU
OTKa3Ba pasrjiacsiBaHe Ha JJAHHU 33 HEroBOTO OT-
paBsiHe u ap. [Ipe3 gexkazara 2000-2010, cief Bb-
BEX/IAHETO Ha 3/[paBHO-OCUTYPHUTEJHATA CUCTEMA
Y BJM3aHeTo Ha Bbbiarapus B EBpomneiickus cbios,
6s51xa HalpaBeHH peulia BaXKHU IPOMEHHU B 3/IpaB-
HOTO 3aKOHOZATEJICTBO, MO/I3aKOHOBH HOPMAaTHB-
HU aKTOBe, IIprexa ce eTUYHUTE KOJEeKCH Ha JIeKa-
puTe U JApyruTe MeAUIMHCKU npodecuu. B Te3u
JIOKYMEHTH YaCTU4YHO Ce pas3peliaBaT HSIKOU OT
CTapuTe KJUHHUYHO-TOKCUKOJIOTHUYHU TPOGJIEMH.
HoBuTe yci0BUs NOpoArxa U HAKOW HOBH MpobJie-
MU, CBbP3aHU C aBTOHOMMSITA HAa MALMEHTA U Ipa-

The specificity of the clinical toxicology has al-
ways aroused many deontological questions and
legal problems, mainly connected with the dynamic
interrelation between the doctor and the patient,
the ability of the intoxicated patient to perceive and
process the received information about his state
and necessity of treatment, respectively- to agree
or refuse medical help, to permit announcing some
data about his case of intoxication, etc. During the
decade 2000-2010 after Bulgaria became a mem-
ber of EU and after the establishment of the Health
Insurance System a number of changes in the health
laws and minor decrees have been done, the new
codes of Bulgarian physicians and of other medical
professions have been approved. Some of the old
clinical toxicological problems have been partially
solved in these documents. However, the new con-
ditions aroused new problems, connected with the
patient’s autonomy, his right to confidentiality, ac-
cess to medical help, relations of the doctor with the
patient’s family, patient’s employer, patient’s insur-
ance agent and patient’s treating doctor for other
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BOTO My Ha KOHOWJEHIIMAJHOCT, JOCThIA 10 Me-
JIUIIMHCKA TIOMOIL, OTHOUIEHUSITA HA TOKCHUKOJIOTa
C POAHUHHWTE Ha MalMeHTa, paboTo/aTess My, 3a-
CTpaxoBaTeJsisi My, PyTUTe My JIEKyBalllU JieKapH;
BJIMSTHUETO HAa QUHAHCOBUTE U 3/iPaBHO-OCUTYPHU-
TeJIHU GaKTOPH U T.H. ABTOPUTE CUUTAT, Ue e HeoO-
XOMM TeKYyIl| aHaJIU3 U 06ChXK/AaHe Ha JIe0OHTOJIO0-
TUYHO-NIPABHUTE BBIPOCH U TPYAHOCTH, CBbP3aHHU
C KJIMHUYHATA TOKCUKOJIOTHSI, KATO BaXKHA 4acT OT
ChbBpeMeHHaTa KJIMHUYHA MeJiIMHa B bbarapus.

K/11040BHU AyMU: 1€HTOJIOTHS, KIMHUYHA TOK-
CUKOJIOTHS, Chb3HAaHUE, WHPOPMALUs, aBTOHOMHUSI,
JIOCT'BII, MPUHY/IA, 3aKOH

diseases; the influence of financial and health insur-
ance factors, etc. The authors consider that as the
clinical toxicology is an important part of the clinical
medicine in Bulgaria nowadays, a current analysis
and discussion of the deontological and legal ques-
tions and difficulties of this discipline is necessary.

Key words: deontology, clinical toxicology, pa-
tient, consciousness, information, autonomy, du-
ress, access, law

INTRODUCTION

The specificity of the clinical toxicology often
creates complex deontological problems. [2, 3,
6, 8, 10, 11].The main factors that can lead to
deontological and legal problems in this disci-
pline are: 1. High relative part of patients with
temporary or constantly changed conscious-
ness because of toxic encephalopathy, psycho-
sis, stress, etc. Difficult or impossible percep-
tion and processing of the information as a con-
sequence of the changed consciousness. Fre-
quent cases of temporary restricted patient’s
autonomy in the process of management of an
intoxicated patient. Quick negative or positive
dynamics in the mental status. 2. Initially inten-
tional auto aggression: high percentage of pa-
tients with suicidal attempts or different type
of auto aggressive behavior. Frequent initial re-
fusal of medical help. 3. Very high relative part
of emergency toxicological cases, which require
urgent admittance in hospital, quick diagnosis
and treatment. 4. Medical procedures and ma-
nipulations which can be rejected by the patient
as non pleasant or humiliating- stomach lavage,
urethral catheterization, enema, extracorpor-
eal detoxification of the blood, fixation or isola-
tion of the patient and etc. 5. Frequent total or
partial lack of information about the case at the
beginning; unclear or distorted history, simula-
tion, dissimulation or aggravation. 7. High rela-

tive part of socially poor patients, patients with
serious psychic acute or chronic diseases or
with serious somatic co morbidity. 8. Expensive
and long management and treatment of the se-
vere intoxications. 9. Lack of enough informa-
tion about the nature of the acute and chronic
intoxications in society, including the patient’s
relatives, employers, media, and etc. 10. The
health laws, decrees and orders do not reflect
fully the specificity of the toxicological patients.

During the decade from 2000 to 2010 year,
some important social, political and economic
changes have taken place in Bulgaria. They had
a significant reflection on the whole health care
system and in particular-the clinical toxicology.
The changes with the greatest direct impact on
the health care system are the establishment of
the Health Insurance System and the beginning
and dynamic development of the health reform
in Bulgaria. [4, 5, 7]. The entering of Bulgaria
in EU in 2007 also had important influence on
the tasks of the healthcare system because of
the great potential expansion of the contingent
of patients. The European regulations about so-
cial and healthcare insurance and the Helsinki
declaration about the ethical principles are
valid in Bulgaria since 2007 year. The laws and
decrees concerning toxicological medical help
have some differences in different European
countries. Changes have been made in Bulgar-
ian Health law and some of them are especially
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important for clinical toxicologists. During the
last decade new ethical medical codex was ap-
proved and the rules of the good medical prac-
tice generally accepted.

All these changes during the last decade
have led to progress in some deontological and
legal toxicological problems, left unsolved oth-
ers and created new serious ones.

A1M:

Review of some of the most important contem-
porary deontological problems of the clinical
toxicology in the light of the changes during the
decade 2000-2010 year.

DISCUSSION

One of the most important goals of the con-
temporary deontology is the increased signifi-
cance of the informed consent of the patient
about his treatment at any stage of the diag-
nostic and treatment process. [1, 4, 11, 13, 14]
In the law of Health from 2009 it is fixed in sec-
tion II-Rights and obligations of the patient, in
art. 84. (2), art. 86, 87, 88, 89, 90, 91.As often
the main problem of a toxicological patient is
the state of consciousness, often with quan-
titative or qualitative toxic changes at differ-
ent stages of severity or other kind of men-
tal disorders, the key problem is the total or
partial inability of this patient to perceive, get
and process the information and therefore- to
give an informed consent and especially-an
informed refusal of treatment. Partially this
problem is solved in art. 87. (1), (4), art. 89.
(2), art. 90. (4), (5):

Art. 89. (2) the activities of para 1 can be
implemented in favour of the health of the
patient without written informed consent only
when his life is immediately threatened and:

1. his physical or psychic status does not allow
expressing of informed consent;

2.it is impossible to be achieved informed
consent by parent, guardian or trustee or by
the person of art. 162, para 3 in the cases the
law requires it.

Art.90. (4) In the cases when under para 1
there is refusal by a parent, guardian or trus-
tee and the life of the patient is threatened, the
chief of the medical establishment can take de-
cision for implementing life saving treatment.

[t should be discussed an uniform scale of
defining the consciousness changes. Nowa-
days many physicians use Glasgow coma scale
(GCS), but it is too rough and in broad outline
when it comes to minimal changes at the begin-
ning of an intoxication. The Reed scale is more
suitable but is not enough popular among doc-
tors- non- toxicologists.[9]. Another open to
criticism point is art. 90. (2)-that the refusal of
treatment shall be certified in the medical doc-
umentation with the signature of the person. A
patient who is inadequate because of minimal
or medium severe toxic changes of the central
nervous system can make a simple signature
without realizing what really has been done.
The well known quick dynamics of the acute
intoxications leads to additional complications
of the process of receiving of an informed con-
sent from a toxicological patient. The follow-
ing suggestions would help the doctor to start
the treatment of such patient in optimal time:
1. The new revisions of the Law of Health give
more freedom to the doctor-specialist to take
decision for implementing life saving treat-
ment.[7]. In every such case he must explain his
motives to the patient and his relatives. It is not
very clear who should help to realize the com-
pulsory measures in these cases- medical staff,
police or special guards. If the doctor decides
to accept the patient’s refusal of treatment he
should insist on the presence of the family and
once again inform about the possible risks. The
informed refusal of treatment should be made
either by hand written whole sentence by the
patient himself or by filling special formulary
of refusal. 2. The presence of patient’s family at
the admission and the discharge from hospital
is not compulsory, but has great common sense.
Most of hospital orders include it. 3. When the
patient refuses only part or stage of the treat-
ment or single diagnostic or therapeutic proce-
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dure, the conduct should be the same. 4. With
the progression of the management of an in-
toxication we expect improvement of the CNS
toxic symptoms and the ability of the patient
to process information and take adequate de-
cisions, so a dynamic communication between
the patient and his treating doctor and medical
team is necessary. Unfortunately the shortage
of medical personnel and the increasing vol-
ume of work in some hospitals nowadays make
this dynamic communication insufficient.

Special attention should be kept on the cas-
es of psycho motor agitation and inadequacy
that need restriction. Physical restriction is al-
ways a shocking procedure for the patient and
his family. The doctor should explain the mo-
tive for this procedure and that it is temporary.
Art. 150 (1) discuss in detail the measures for
temporary physical restriction and the rules of
their application.[4].

As awhole during the last decade the access
of the toxicological patients to qualified medi-
cal health has been unlimited and sufficient.
However some groups of patients have higher
potential risk of delayed or obstructed access
to toxicological help: people from small and
distant villages, people without telephones, so-
cial outsiders, patients with severe addictions,
patients-children or mentally ill, who are ne-
glected by their relatives. A new group can be
added: working people with occupational acci-
dent, who are afraid of losing their job and seek
toxicological help late or do not seek it at all. It
is probable that such cases will increase in the
situation of economic crisis.

Another serious and relatively new prob-
lem of clinical toxicology is connected with the
intoxicated patients without a health insurance.
[5]. It is known that many of the non-health in-
sured people have different medical, social or
psychic problems that lead to acute or chronic
intoxications: addictions, high rate of depres-
sion and suicidal behavior, significant co mor-
bidity, inadequate feeding, numerous hospitali-
zations, lack of relatives to take care after the
discharge from hospital. Often these intoxica-

tions require a complex, long and expensive
treatment and create a heavy financial burden
on the toxicology clinics and departments and
their hospitals. According to the Law of Health,
art. 84. (1), art. 85, 99 and art. 100. (2) non-
insured patients receive adequate and quick
medical help as emergency patients.[4]. Nowa-
days there is not clear judicial and administra-
tive decision about those non-insured patients
who need long lasting or repeating treatment.

Another constant source of deontological
problems is the problem of doctor’s secret in
clinical toxicology. The information about the
patient is strictly confidential. At the same time
in many cases it is inevitably to inform the fam-
ily about the patient’s problem, often against
his will (suicidal attempt, depressive reaction,
misuse of drug or addiction, etc.). As a princi-
ple it should be announced only to the closest
family members, better after informing the
patient. The disclosure of patient’s data to his
employer or colleagues is undesirable without
permission from the patient. When the confi-
dential information is wanted from the court or
other judicial way it is not necessary to get the
permission of the patient. Strict confidentiality
should be kept when patient’s information is
used for scientific articles, medical discussions
and especially-in contacts with media. Some so-
cially important cases can be announced in me-
dia without details and disclosure of personal-
ity of the patient. During the last 10 years this
problem has growing actuality.

Inseparable part of toxicologist's work is
the communication with the family of the pa-
tient. In case of toxic change of the conscious-
ness or chronic mental disorder of the patient
the information about the necessity of treat-
ment should be given to a family partner, close
relative, caretaker, or close friend. The informa-
tion should be only for the purpose of the man-
agement and optimally confidential. The doctor
does not take side in family arguments but can
give an advice for whole family psychological
help. In case of family violence the competent
organs should be informed. When the patient is
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a child the information is given to his parents
but it is good to inform the child also in easy
to understand way about the necessary treat-
ment.

One of the important factors of the success-
ful treatment in clinical toxicology is the good
interrelation between the doctor and patient.
In many toxicological cases the temporary or
constant change of consciousness makes this
interrelation difficult or impossible. However
when it is possible it has a positive effect on the
diagnostic ant treatment process because the
patient is involved as an active participant in
it. Even the partial including of the intoxicated
patient as a partner in his management gives
positive results. The doctor-toxicologist should
respect the right of his patient to be informed
and if possible- actively involved in discussing
the diagnostic and treatment plan.

CONCLUSIONS:

Clinical toxicology is a discipline rich of deon-
tological and judicial problems. During the last
decade some progress has been made in health
care legislation which affects in particular toxi-
cology. However a lot of unsolved old problems
have remained and new ones appeared. This in-
creases the individual responsibility of the doc-
tor- toxicologist in every single case. Current
reports and discussion of contemporary deon-
tological problems in toxicology would help the
better solutions.
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PHYSICAL FACTORS (NATURAL AND REFORMED)
IN THE TREATMENT OF METABOLIC SYNDROME
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®U3UKA/IHU ®PAKTOPHU (ECTECTBEHU Y IPE®OPMHPAHU)
IIPU JIEYEHUETO HA METABOJIMTHUSA CUHAPOM

Tpoes T, X. MusiaHoBa, B. MuxanioBa-Anakuau
BMA, Knunuka ,®u3rkaiHa ¥ pexabuauTallMoHHa MeJUuIjMHa"

PE3IOME

ABSTRACT

MeTa6oauTHUAT cuHpoM (MC) e MyJaTUKOM-
MOHEHTEH CbPAEYHOCHAOB PHUCKOB (GaKTOP.
MexayHapoaHaTa juabeTtHa pegepanus (IDF)
npe3 2005 r. ch3aze ryio6aIHMS KOHCEHCYC 3a
JAuarHoctuka Ha MC:
1. lleHTpasHO 3aT/I'bCTSIBaHE - OGHMKOJIKA Ha Ta-
ausita > 94 cMm 3a Mbxke U >80 CcM 3a KEeHHU OT
eBpoIlen/IHaTa paca

B cpyeTaHue c ABe OT cjleJHUTe Hapylle-
HUA:

2. lloBuuienu Tpuravuepuau >1,7 mmol/1

3. llonmxxen HDL xosectepos <1,03 mmol/l 3a
MBKe U <1,29 mmol/l 3a xxeHu

4. TlloBuiieHo apTepuajHo Hajsrane >130/85
mmHg uiu JleyeHUe Ha XUIIEPTOHUSA

5. [loBu1lleHa MJIa3MeHa IVIIOKO3a Ha IIafHo >5,5
mmol/l win AuarHoctTuuupaH guabeT TUI 2
nau HI'T

[106aTHUAT KapAUOMeTab0JUTEH PUCK Ce
Haslara oT $aKTa, 4e Cbp/eYHO-ChJJOBUTE PH-
CKOBU QpaKTOPHU He ChLEeCTBYBAT U30JMPAHO, a

Metabolic Syndrome (MS) is a multi-component
cardio-vascular risk factor. International Dia-
betes Federation (IDF) in 2005 created global
consensus for the diagnosis of MS:
1. Central obesity - waist circumference > 94 cm
for men and > 80 cm for women

In combination with two of the following
violations:

2. Elevated triglycerides >1,7 mmol/]

3. Decreased HDL cholesterol < 1,03 mmol/l for
men and < 1,29 mmol/l for women

4. Increased blood pressure > 130/80 mmHg or
treatment of hypertension

5. Increased fasting plasma glucose >5,5 mmol/]
or diagnosed type 2 diabetes

The global cardiometabolic risk is imposed
by the fact that cardio-vascular risk factors do
not exist separately but are expressed together
in one and the same individual.

There are two main strategies for MS treat-
ment (remedial algorithm):
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Ce U34BABAT CbBMECTHO B €/IUH U CbIU UH/U-
BU/L.

/lBe ca OCHOBHUTE CTpATEruu 3a JieyeHue
Ha MC (J1eyebeH aJirOPUTHBM):

- HemenukameHTO3HA WHTEpPBEHIUS - TYK Ce
BKJIFOUBAT Cpe/ICTBATA HA GU3UKAJIHATA U pe-
XaOWJIMTAlMOHHA MeJUIIMHA 3a JieueHHe U
NpeBeHIUs HA MeTaboJIMTHUS AUCOAIAHC;

- /IUpeKTHO MeJJUKaMeHTO03HO TpeTUpaHe Ha
MeTaboJIMTHUTE PUCKOBU GaKTOPHU

Bcuuyko TOBa HU [laJie OCHOBaHHE Jla Ha-
npaBUM 0630p Ha ¢u3MKanHUTe PpakTopHu (ec-
TECTBEHU M npepopMHUpaHH) 3a OKa3BaHe Ha
MOJIOXKUTEJHO BB3JEeUCTBUE NPHU MeTaboJIv-
TeH AucOaaHC.

KiouoBu aAymMu: MeTaboJUTEH CUHIPOM,
¢dusukanHu GpaKkToOpH, JIUN0IU3a, 06e3uTac

- Non-medicamentous intervention - which
includes the remedies of physical and
rehabilitation medicine for treatment and
prevention of metabolic imbalance;

- Direct medicamentous treatment of metabolic
risk factors

All of the above gave us the reason to make
an overview of the physical factors (natural and
reformed) for exerting positive influence on the
metabolic imbalance.

Key words: metabolic syndrome, physical
factors, lipolysis, obesity

The information in the Bulgarian and foreign
literature regarding the application of physi-
cal factors for the purpose of prophylaxis and
treatment of Metabolic Syndrome (MS) is rath-
er scarce.

According to 1. Angelov /2005, 2006/ bal-
neo-water treatment prophylaxis includes alka-
line mineral waters /Ilientsi, Kurilo, Mihalkovo/,
sulphite waters /Shipkovo/ and mostly slightly
mineralized waters /Gorna Banya, Hisar, Velin-
grad, Varshets, etc./, 200-300 ml before meals,
three times a day for a period of 20-30 days.
Two courses are conducted per year. According
to the author this stimulates glycogenesis, im-
proves the exchange of fats, carbohydrates and
purines. The resorption of fats is impeded and
they have anti-toxic and choleric activity.

Balneo-water treatment prophylaxis helps
release of bile and some remains of food; it has
a laxative effect and improves dyslipidemia, ar-
terial hypertonia.

SOLAR AND AIR BATHS AND UV RADIATION.

Solar and air baths are conducted under condi-
tions of physiologically cool weather, with dura-

tion of up to two hours after obtaining pigmen-
tation, 12-14 procedures, two courses a year.
In the first 5-6 days until getting pigmentation,
their duration is about 15-30 minutes. This
is done in the morning hours /8-10am/ and
around lunch time they should not last longer
than 10-12 minutes.

[. Angelov /2006/ advices extended dura-
tion after pigmentation - 60-120 minutes in
the absence of overheating or cooling out.

In the winter months UV radiation is used
in suberythemal doses - one course.

I. Angelov /2005/ expresses an opinion that
sun bathes in a sub-comfort zone improve glu-
cose absorption; the oxidation of the free fatty
acids is improved which reduces their ability
to re-esterify into triglycerides. The oxidation
processes and the protective strengths of the
organism are activated.

It is important that sun baths have a relax-
ing impact when used after kinesitherapeutic
procedures.

On the issues of MS prophylaxis there is also
some information provided by P. Raven /1990/,
M. Hanefeld /1995/, 1. Koleva et al. /2002/, A.
Tsaneva /2005/.
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SAUNA, CLIMATE - THERAPY AND SPA

Relaxing procedures are quoted - juniper bath,
shower, underwater jet massage, sauna. Their
efficiency on the restoration of patients after
continuous kinesitherapeutic procedures is re-
ported /I. Angelov, 2006/.

[. Topuzov /2006/ reports considerably
good results after the application of rehabili-
tation of gynoid obesity (differs from the ab-
dominal, but often combined with it), including
kinesitherapy with locally acting physical pro-
cedures in the area of female basin - electro-
therapy with cellutron and laser therapy.

Our studies /T. Troev, candidate-dissert.,
1993, St. Gatev, 1988/, conducted two times
with respect to the influence of sauna-therapy
on the body weight, fatty exchange, blood sug-
ar and blood pressure, prove lack of changes
in the fat exchange after one-month applica-
tion of sauna, three times a week /p> 0,05/.
Despite the changes, statistically significant in
body weight, they are most probably due only
to transient loss of liquids /p< 0,05/.

It was concluded that changes in body
weight after sauna procedures do not lead to
considerable modifications of fat exchange - to-
tal cholesterol, - lipoproteins. This is why we
recommend that sauna can take part in body
weight regulation only when it is accompanied
by observation of a hypocaloric diet and is com-
bined with a specific nutrition regime.

Changes in blood sugar are within the phys-
iological range; they do not lead to metabolic
modifications or pathological disturbances /
p>0,05/. This is why in diabetics treated only
with a diet or having diabetes type 2, additional
correction of their daily medicamentous pro-
gramme is not necessary. However the situa-
tion is different when it refers to diabetes type
1 - sauna increases insulin resorption from
the subcutaneous depot- an intake of addi-
tional quantity of food or correction of the in-
sulin doses are recommended along with sauna
treatment.

We found out that after a one-month appli-
cation of sauna, a reduction of the systolic and

diastolic arterial pressure and pulse frequency
is observed - /p<0,05/, which is preserved for
up to 2-3 months after the treatment /T. Troey,
1993/. This means that conditions for ,eco-
nomic“ work of the heart are created. This is
why we pay attention to the possible increase
in the cardio-depressive effect of 3-blockers /
Obsidan, Sectral, Visken/ and Ca-antagonists
from the verapamil group /Verapamil, Dilzem/
in their combination with sauna therapy in pa-
tients with MS.

Finally we have to note that sauna treat-
ment improves the albumin-synthesizing func-
tion of the hepatocytes /ASAT, ALAT/ and has
a positive effect on the indices of activity of the
inflammatory process - ESR, leucocytes, fibrin-
ogen, N-acetylneuraminic acid, /p<0,05/, /T.
Troev, candidate-dissert., 1993., The availabili-
ty of non-alcoholic steatosis in MS is not contra-
indication for its application.

In 2006 1. Angelov confirmed our observa-
tions - sauna can be used as a remedial pro-
cedure for patients with MS /availability of
diabetes type 2, arterial hypertonia/, but with
shorter duration - up to 10 minutes, without
occurrence of hyperthermia or dehydration.

In 2008 in our publication /T. Troev, H.
Milanova/ we confirmed the statements ex-
pressed by I. Angelov /2005/ on the simultane-
ous use of physical prophylactic means and diet
in patients with MS - the patients’ quality of life
is improved /the so called social satisfaction/
and new healthy habits are created.

In an independent publication of K. Dim-
itrova /2005/ attention is paid to the influence
of moderate altitude /1500-2500m/ on the
indices of people with MS. The study of World
Health Report /2002 / consists of 72 men with
MS /either working or retired/ who have been
randomly divided into two groups with identi-
cal stay at moderate /1700m/ or low /300m/
altitude. It is reported that the three-month va-
cation at 1700m is born well, without leading
to pathological deviations in their health sta-
tus. It reduces the values of arterial pressure,
leads to reduction of the body weight index,
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improves glycemic control and increases HDL
cholesterol. Erythropoiesis is stimulated with-
out increasing the vascular endothelial growth
factor /VEGF/.

The stay of the participants at both alti-
tudes lasted for three weeks and included iden-
tical nutrition and motive regime. Exercises
with moderate physical pressure and continu-
ous walks were used. Due to the slow adapta-
tion upon climbing moderate altitude, short-
term stays /less than one week/ are not recom-
mended.

Seven weeks after the end of the holiday,
the favourable effects as regard to most MS in-
dices were maintained. This discovery is abso-
lutely up-to-date. Until present no studies have
been conducted with such duration /usually up
to 14 days/ and not at such altitude. Last, but
not least, K. Dimitrova /2005/ reports /quot-
ing World Health Report/ that the psychosocial
stress as a leading factor for development of MS
has also been influenced, and from there - the
development of ischaemic cardiac disease with
all consequences.

The entire study is part of the project , Aus-
trian Moderate Altitude Study 2000“ /AMAS
2000/ on the study of the influence of the mod-
erate altitude /1700m/ on the cardio-vascular
system, the metabolic status, hemopoiesis, the
neuro-psychic condition of patients with over-
weight and reduced physical activity.

In Bulgaria similar studies have been car-
ried out by I. Angelov /1971, 1986/ but the use
of altitude above 1600-1700m is not recom-
mended due to expressed pathophysiological
effects: decrease in oxygen saturation, increase
in breathing frequency and activation of the
sympathetic nervous system. Our opinion with
regard to the physiological activity of moderate
heights /1500-2000m/ is that they can cause
modifications in the cognitive functions, sleep
and mood. The same heights are also important
for the increase in the physical endurance of
professional sportsmen.

K. Dimitrova /2005/ reports the influence
of MS indices on the use of balneotherapy and

dosed physical pressure in Austria - factors al-
ready reported and used in Bulgaria.

[. Angelov /1993/ reports the effect of ex-
treme impact on the energetic substrates and
hormonal regulators of energetic metabolism.
Energy reserves of healthy individuals with
normal weight are approximately the following:
carbohydrates - 1200 kCal; fats - 150 000 kCal;
protein - 32 000-40 000 kCal. Having in mind
that walking on a plain terrain with speed 4.5-
5km/h uses up around 300 kCal, it means that
for only 3.5 hours all carbohydrate supplies of
the organism can be exhausted. The main en-
ergetic reserves are accumulated by the fats /I.
Angelov, 1993/.

According to N. Boule et al. /2001/ the type
of substrate to be used - either carbohydrates
or fats - depends on the continuation and inten-
sity of the work performed. The more glycogen
is accumulated in the muscles and the slowly it
is exhausted during work, the more efficiently
and extendedly a person is able to work /R.
Ovcharov, V. Georgieva, 1985/.

According to I. Angelov /1986/, V. Gorano-
va /1989/ in healthy individuals and diabet-
ics type 2 performing moderate physical work
with duration up to 150 minutes in a sub-com-
fort zone, hypoglycemia appears extremely
rarely. The meteorological environment is able
to modify the effects of physical activity on the
basic energetic substrates.

The best absorption of glucose and stimula-
tion of lipolysis is achieved when physical ac-
tivities are performed in a sub-comfort zone /
physiologically cool/. The same refers to fat
mobilization - it is better stimulated in trained
individuals and in physical activity in the area of
sub-comfort. In physical activities under condi-
tions of heat, stress exhaustion of the catecho-
lamine supplies in the organism occurs which
leads to loss of the possibilities for efficient ad-
aptation.

With a view to the faster restoration and
utilization of the accumulated lactate after
physical activities, some relaxing procedures
are considered appropriate, such as underwa-
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ter jet massage, sauna, negative air-ionization
or sun-air exposures in the area of sub-com-
fort /I. Angelov, 1993/. Physical burdening,
performed in the area of over-comfort - over-
heating, leads to stimulation of the production
of ketone bodies.

In conclusion it should be noted that the
reviewed problem on the adaptation of ener-
getic metabolism in physical activity and me-
teorological impacts has priority. It should not
be disregarded that in diabetics the activity of
glyconeogenesis is better expressed both when
insulin is lacking and under unfavourable mete-
orological conditions.

Upon physical burdening hyperglycemic re-
actions may occur.

In conclusion - physical factors /natural
and reformed/ can be used for treatment and
prophylaxis of the main markers of MS. Physi-
cal means are widely accessible and compara-
tively cheap. They can be applied to a certain
extent through self-control and training of the
patients themselves. They are also applied for
outpatient treatment. They influence the social
status of the patients and have a positive effect
on the psycho-social stress. They do not solve
the main problems in the MS treatment but
combined with dietary nutrition, physical activ-
ity, medicamentous treatment /if necessary/,
prevention of patients with diabetes type 2, of
hypercholesterolinemia, body weight, cardio-
vascular diseases and of the main risk factors
can be achieved.

Our statement coincides with that of the
deeply honoured 1. Angelov, that future belongs
to preventive physical therapy through active
positive impact on the prophylaxis and treat-
ment of people with MS.
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OnucaHue Ha cayvyau [/ Case report )

LONG TERM SURVIVAL IN FIVE RARE CASES
WITH MULTIPLE PRIMARY NEUROBLASTOMA
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A BJITOCPOYHA NPEXKUBAEMOCT IIPHU IET PEAKH C/IYUASA
C II'bBPBHUYEH MHOKECTBEH HEBPOBJIACTOM

U. Xpucmososa, 0. bpaxkos, M. KameHnosa, Xp. lllusaues, Il. Mymaguuesa

PE3IOME

ABSTRACT

Len: [I'bpBUYHUAT MHOXKECTBEH HEBPOGJIACTOM
ce cpella MHOTO psIiIKoO — 0KoJio 1 % OoT BCUUKHM Jiena
c HeBpoGJsiacToM. Te MoraT fAa BB3HUKHAT eJHO-
BpPEMEHHO OT JiBeTe Ha/J0'bOpPeYHHU KJIe3U UJIH OT
pas3JIMYHU CTPYKTYypPH Ha CUMTaTHKyCcOBaTa HepBHA
cucteMa. llesnTa Ha U3ceBaHETO € /ia MPeJCTaBU
5 cay4ast ¢ mbpBUYEH MHOXKECTBEH HEBPO6JIACTOM.

KinuHau4yeH Mmatepuast: Bcuuku 5 sielia ca MoM-
yeTa, Ha Bb3pacT oT 2 Mecela A0 4 rOAUHU B MO-
MeHTa Ha IMarHOCTULMPaHe, IPU KOUTO YCIELIHO €
MpOBeJIEHO PaJIUKaJIHO XUPYPTrUYHO JieyeHue. 4 oT
JleliaTa 0bJIHUTEJHO Ca NPOBEX AU XMUMUOTEpa-
nus c Vincristine, Cyclophosphamide u Epirubicin, a
eJ/IHO OT TSX € IMPOBeJIO U JibyesiedeHue. Bcuuku 5
nalueHTa ca »KUBU U 6e3 J]aHHU 32 TYMOPEH NpoLec
3a epuo/, Ha npocsaeasBaHe oT 14 10 32 roguHu.

3akawdeHue: OTiM4YHaTa NPOrHO3a PU Te3U
pellky cay4ad ¢ MbpPBUYEH MHOXECTBEH HEBPOO-
JIACTOM MOBJMIa BBIIPOCH, 3acATAIU GHOJOTUIHO-
TO MOBeJleHHEe Ha TYMOPHUTE U POJIiTa Ha KOHTPOJ1a
Ha MMyHHATa CUCTeMa BbpXy paKTOpUTe, OTTOBOP-
HU 32 KJeTbyHaTa JudepeHIHUAlUs, TYMOPHHUS
pacTex U AuceMUHaLUA

Purpose: Multiple primary neuroblastoma is
a very rare entity - about 1% of all children with
neuroblastomas. They may arise simultaneously in
both adrenal glands or in different parts of the sym-
pathetic nervous system. The purpose of this study
is to present 5 cases with multiple primary neuro-
blastomas.

Clinical Material: All 5 patients were boys aged
2 months to 4 years at the time of diagnosis, which
were treated successfully with radical surgery. Ad-
ditionally, 4 children underwent chemotherapy
with vincristine, cyclophosphamide and epirubicin;
one of them received postoperative radiotherapy as
well. All 5 patients are alive and disease-free for a
follow-up period of 14 to 32 years.

Conclusion: The excellent prognosis of those
rare cases with multiple primary neuroblastomas
arises questions concerning the tumour biological
behaviour and the role of the immune system con-
trol on factors affecting cell differentiation, tumour
growth and dissemination.
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Kio4yoBu AYMHU: II'bPBUYEH MHOXECTBEH He-
BpO6J’IaCTOM, I‘aHI‘JII/IOHEBpO6JIaCTOM, OIIEPATHUBHO
JiedeHue, JrbdeTapalnud, XUMUOTepallnud, ABbJIro-
CpOYHa MMPexXnBAEeMOCT

Key words: multiple primary neuroblasto-
ma, ganglioneuroblastoma, surgery, radiotherapy,
chemotherapy, long-term survival

INTRODUCTION

Neuroblastoma remains one of the most fre-
quent embryonic tumors in childhood [1]. As
with most similar tumors, it is diagnosed before
the age of 5, mainly before the second year of
life. The improved diagnostic possibilities and
the development of a variety of chemothera-
peutic protocols have led to minor improve-
ment of the therapeutic results.

Almost two thirds of the patients are being
diagnosed in advanced disease stages and only
one third of them have a chance to be cured
[1,2]. The great diversity of tumor localization
presumes the various clinical presentations of
the disease.

The simultaneous appearance of multiple
neuroblastomas is a rare entity (3). There are
few reports in the literature concerning pri-
mary neuroblastomas in both adrenal glands
[3,4,5] and other multiple tumors of various
maturity stages localized in different regions of
the sympathetic nervous system [6,7,8,9].

The purpose of this report is to present 5
new cases with multiple primary neuroblasto-
mas and to discuss the various possibilities for
the biological behavior of the tumor.

CLINICAL MATERIAL

For period between 1972 and 1998 years we
treated 193 children with neuroblastoma. Only
5 (1.04%) of them had multiple primary tu-
mors. These were all boys aged 2 months to 4
years at the time of diagnosis.

CAseNo 1

A 13-month-old boy was admitted with simulta-
neously located tumors in the left adrenal gland
and the mediastinum (August 1979). A typical

triad of ptosis, miosis and enophthalmus was
found on the right. A thoracotomy and com-
plete excision of 2 well-encapsulated tumors
in the posterior mediastinum was performed.
Subsequently the other primary tumor in the
left adrenal gland was excised by laparotomy.
Histological examination from the 3 tumor le-
sions revealed neuroblastoma. Postoperatively,
the child was treated monthly for a year with
vincristine and cyclophosphamide.

CASE 2

An abdominal tumour was diadnosed by a rou-
tine clinical examination in a 3.5-year-old boy
(December 1985). Diagnostic workup showed
tumors simultaneously located in the abdominal
retroperitoneum and the mediastinum. A trans-
cutaneous needle biopsy of the abdominal mass
revealed the cytological characteristic of neuro-
blastoma. Two courses chemotherapy with vin-
cristine, cyclophosphamide and epirubicin were
applied. At the thoracotomy a total excision of
the mediastinal tumor was accomplished. Subse-
quently at laparotomy a subtotal excision of the
retroperitoneal tumor; arising from the left para-
vertebral sympathetic chain was carried out.
Histological examination revealed mediastinal
ganglioneuroblastoma and retroperitoneal neu-
roblastoma. Postoperatively, the child was treat-
ed with radiotherapy in the abdomen with total
radiation dose 30 Gy (daily fraction dose 1,5 GY),
and chemotherapy with monthly vincristine, cy-
clophosphamide and epirubicin for 1.5 years.

A year later, CT and ™'I-MIBG scanning
showed evidence of a tumor in the right
adrenal gland measuring 1x1 cm. The parents
refused third operation. The tumor biological
behaviour was supposed to be very likely to
ganglioneuroma.
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After 4 years of follow up there were no
signs for tumor progression. In 1999 he had
symptoms of hyperthyroidism which were
successfully treated. We suppose that thereisno
relation to the previous anticancer treatment.

CASE 3

In 1983, a 10-month-old boy was admitted
with a clinically manifest abdominal mass. The
tumor was completely resected and the biopsy
showed neuroblastoma. The disease was in
clinical stage 2. Postoperatively, the child was
treated monthly for a year with vincristine, cy-
clophosphamide and epirubicin. Thirteen years
later chest radiograph showed a mediastinal
mass. After radical excision the histological ex-
amination showed ganglioneuroma

CASE 4

In 1995, a 4-year-old boy had a chest radiog-
raphy done because of a respiratory infection,
which showed a mediastinal mass. After thora-
cotomy, the histological findings showed gan-
glioblastoma in clinical stage 2. Two months
later a CT scan revealed a paravertebral ab-
dominal mass. A radical excision of the tumor
was performed with histological characteristic
of ganglioneuroma. The child received a total of
6 postoperative courses with vincristine, cyclo-
phosphamide and epirubicin.

CASE 5

A male 2-month old boy was admitted with clin-
ical evidence of two abdominal tumors bilater-
ally (Jule 1998). The CT scan revealed tumors
originating from both adrenal glands. A radical
resection of both tumors was carried out with
histological characteristic of neuroblastomas.
The postoperative treatment included only sub-
stitution with cortisol.

DISCUSSION

Multiple primary neuroblastoma is a very rare
entity - about 1% of all children with neuro-
blastomas. They may arise simultaneously in
both adrenal glands or in different parts of the
sympathetic nervous system. In 1978 Ashley

collected and analyzed all the published data of
multiple primary neuroblastomas (1). We pre-
sent briefly his review of literature.

In 1938 Wahl and Craig were the first to
observe diverse cell differentiation in multiple
primary neuroblastomas [5]. The authors de-
scribed a case with 3 histologically distinct tu-
mors - neuroblastoma, ganglioneuroblastoma
and ganglioneuroma. In 1942 Potter and Par-
rish published a case of a fetus with neuroblas-
toma, ganglioneuroma and fibroneuroma [8]. In
1959 Gross et al. reported 4 cases out of 217
children with neuroblastoma who had multiple
primary tumors [6]. One of these children had
6 tumors originating from different regions of
the sympathetic truncus; another child had 3
tumors in both adrenal glands and in the ret-
roperitoneal sympathetic truncus. Chatten and
Voorhess in 1967 reported a case with 3 tu-
mors - one in the thoracic sympathetic truncus
and 2 in both adrenal glands [7].

Marsden described a case with abdominal
neuroblastoma and ganglioneuroma in a hip
[9]. In 1966 Knudson and Amorin observed a
case with neurofibromatosis and 2 primary tu-
mors-neuroblastoma and ganglioneuroma [7].
Lee et al. report a case of bilateral cystic adre-
nal neuroblastomas with massive intratumoral
haemorrhage [10].

We report 5 cases with multiple primary
neuroblastomas with 100% long-term sur-
vival. The prognosis of those patients is excel-
lent due to the favorable biological behavior of
the primary tumors. There are many reports
in literature concerning the phenomenon of
spontaneous regression of neuroblastomas in
patients under the age of 1 year or in newer re-
ports under the age of 20 months [11, 12, 13].
We suggest that the diverse cell differentiation
is a basic precondition for tumor maturation
and restricted growth. Radical surgery and ap-
propriate chemotherapy with concomitant ra-
diotherapy when indicated, leads to long-term
tumor-free status. Some newer observations
sustain our assumptions. In 1994 Suita et al. re-
ported two infants, a girl and a boy, with bilater-
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al adrenal neuroblastomas, treated successfully
with surgery and chemotherapy [4]. Hiyama et
al. (2000) reported 11 cases with multiple pri-
mary tumors from a series of 114 neuroblasto-
mas in Japan [6]. All these 11 children had an
excellent prognosis after complex treatment
and are disease-free for a long-term period.

In the following 14 year period our 5 pa-
tients underwent clinical observations and se-
rial investigations. All children are alive and
disease-free after a different period of time and
have a good quality of life, with no signs of late
complications or relapse.

CONCLUSION

The results of complex treatment in young chil-
dren with multiple primary neuroblastoma are
excellent - 100% long-term survival according
to our observation and the relevant literature.
The analyzed five rare cases with multiple pri-
mary neuroblastomas are interesting in many
aspects. They arise questions concerning the
biological behaviour of the tumor cells, tumor
growth and maturation as well as the role of
immune system control on factors affecting cell
differentiation.
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XpoHuka / Chronicle

ITo c/1y4Ar HA 90 TOAUHHU OT POXKJAEHUETO HA U3TbKHATHUSA

BbJITAPCKHU YYEH IIPO®. A-P CTOAAH CTOAHOB (1922-1999) - N1PUHOCH B
OBJIACTTA HA KJIMHUYHATA IICUXUATPUS YU IICUXOIATOJIOTUSA

Teopau /Jcynanog’, [lems Tep3uusaHosa?, Ceemsozap XapaaaHos?®

1. AcucrenT B Katezpara no ncuxuatpus Ha MY Codus,
[I'bpBa ncuxuaTpuyHa kanHuka — MBAJIHII Ce. Haym

2. Acucrent B Kategpara no ncuxuarpus Ha MY Codus,
[I'bpBa ncuxraTpudHa kiavHuka MBAJIHIT Ce. Haym

3. JlouenT B KaTeapara no ncuxuarpust Ha MY Codus,

Haya/JHUK Ha [I'bpBa ncuxuatpuyHa kanHuka Ha MBAJIHII Cs. Haym

ON THE 90TH ANNIVERSARY FROM THE BIRTH OF
PROF. STOYAN STOYANOV (1922-1999) - CONTRIBUTION
TO CLINICAL PSYCHIATRY AND PSYCHOPATHOLOGY

Djupanov, G., Terziivanova, P., Haralanov, S.
Medical University of Sofia
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»,dosek u dobpe da xcusee, ymupa u dpye ce paxcda.
Heka podeHusim no-KsCcHo, kamo 2s1eda mo3u Haonuc,
da cu cnoMHs1 3a 0H02084a, KOUMo 20 e HanpasuJ.”

THpPHOBCKUAT HaANUC HA KaH OMypTar,

AaTUpaH npe3 822 r

CtosH TozopoB CTOSAHOB e poZieH B Pasrpaz
Ha 1.07.1922 r. B ceMeHCTBO Ha 3eMeBJIaJe I
NPOU3X0XKJAILU OT CTap Bb3POXKIAEHCKU DPOJ,.
3aBbpuiBa MeaunMHa B rp. Codpus npes 1950 .

Cnes AMNJIOMUPAHETO CHM paboTH KaTo ICH-
xuaTbp BbB Besinko TbpHOBO, Kb/I€TO y4acTBa
B OCHOBaBaHeTO Ha OKPbXXKHUSA IICUXOHEBPOJIO-
rMYeH JYCIaHCep U CTaBa HErOB MbPBU IVIaBeH
Jekap (1951 r.).

[Ipe3 1954 r neyesiv KOHKYpPC 32 HAay4Y€eH Cb-
TpyaHUK B Hay4yHou3cienoBaTesCKUA CUXO-
HeBpoJsiorudyeH UHCTUTYT (HUIIN) kbM MuHUC-

EdHa om nocsaedHume cCHUMKU
Ha npog. Cm. CMosiHo8, HANpaseHa 8 KAUHUKama
npe3 aszycm 1997

TEPCTBO Ha HapoJHOTO 3ApaBe (MH3). [Ipe3
1959 r. npuao6HBA CIEIUAJHOCT MO ICHUXHa-
Tpud. 3allUuTaBa [Ba AHUCePTALMOHHU TPyAa U
noJiyyaBa CTelleHWTe KaHAWAAT Ha MeJULHH-
CKHUTe Hayku npe3 1961 r. Ha TeMa ,,OHelpou-
JleH CUHJPOM B Te€YEeHHWETO Ha MepuoAruyHaTa
mu3oppeHUs” U JJOKTOP HAa MeJUIIMHCKUTE
Hayku mnpe3 1980 r. Ha TeMma ,llapadpeHus u
mu3odppenua”. [lpe3 1972 r. neyesd KOHKypC
3a npodecop Mo ncuxuaTpus.

PaboTus e KaTo r1aBeH UHcneKTop B KoH-
TpoJsiHaTa MHCcneKuus Ha MH3 npe3 nepuopa
1951-1958 . u e ynipaBJ/isiBaJ e/jHAa OT IbPBUTE
MICUXO0JIOTUYHHU JlabopaTopuu B bbyirapus npes
1954 r. lIpe3 nepuoaa 1963-1987 r. e pbKOBO-
JIUTeJ HA M'bXKKO OTZeJIeHUe B e/Ha OT BOZ,eL1-
Te NCUXUATPUYHU KJIUHUKHU B CTpaHaTa, KOSATO
JHec e B pamkuTe Ha MBAJIHIT ,,CB. Haym"“

Cnenuanusupals e B AkaZieMusiTa Ha MeJu-
LUHCKUTe HayKU B MOCKBa, B YHUBepCUTETCKaA-
Ta 6osHuLa «lllapuTte» B BepsauH, B [loTcaaMm,
BbB BeHenusa u B MusiaHo. bust e KOHCY/ITaHT e
10 NCUXHUATPUA Ha YHUBepcuTeTa B Muuuras
(CAIL) u ekcriepT kbM OpraHu3anusiTa Ha obe-
AvHeHuTe Hanuu oT 1974 r . KaBaJsiep e Ha op-
JfeHa ,Kupua u Metoauil“ mbpBa U BTOpa CTe-
neH. [lpexncenartesncrBan e KoHcynTaTuBHUA
CbBeT IO eHJOreHHU ncuxo3u u HaxzopHus
CbBET Ha MEXJYHapOJHOTO HAay4yHO Jpyxke-
CTBO IO MPOGJIEMUTE HA CTpeca U afjanTanusTa
«XaHc Cenue».

[Ipe3 1999 r. npod. a-p CtossH CTOSIHOB CcTa-
Ba JKepTBa Ha aBTOMOOWJIHA KaTacTpoda, HO
00y4eHUTe OT HEero CHenuasMCTH MCUXUATPHU
¥ HAy4YHOTO MY TBOPYECTBO B 00/1acTTa Ha He-
BpPOHAyKHUTe OCTaBaT TpaWHa cJea B ICUXUA-
TpUATA.

[Ilpegy HAKOJNKO TOAWMHM B CTaTUATA CHU
»,DSM ¥ cMBbpTTa Ha GeHOMEHOJIOTUATA B AMe-
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puka“ Hancu AHjipeaceH asapMupa 3a HabJIto-
faBaH B CAIll kM 2005 r. cepro3eH ynaabk
Ha BHMMAaTeJIHOTO KJWHUYHO HaOJ/I0JeHue U
OLleHKa, IeHTPUPAaHU BbPXY UHAUBU/YaJTHUTE
npo6sieMHU Ha NanueHTa, 6asa 3a KoeTo e J0-
6poTOo MO03HaBaHe Ha IcuxomnaToJiorusaTa (6). 3a
CMeTKa Ha TOBa 00y4aBallUTe Ce CTapaTesHO
3anamMeTsABaT KPUTEPUUTE HA AUATHOCTUYHUSA
HapbYHUK, 6e3 Ja ce oOpbLUIAT BHUMaHUe Ha
M3KJIIOUUTE/IHATA CJI0XKHOCT MU MHOroobpasue
B cdepaTa Ha ICHUXONATOJIOTHUATA, PA3KPUTH
OT roJIeMUTe aBTOPU pabOTHUIIM B Ta3u 00J1aCT
Ha ncuxuatpuaTra. OTTyK ciefBa, 4e eUH OT
OCHOBHMTE HAa4YMHHU Jja ce NpeAnasuM OT TasH
HeOJiaronpusTHa TEHJAEHLUS e [ja ce 00bpHEM
KbM KJIACUL|ATE, BKJIIOYUTEJTHO U KbM POJHU-
Te. HecbMHeHO Mex/y TAX ce Hapex/a U npod.
Ctosan CrosiHOB. [lybsmkanuute My ce OTJIM-
yaBaT C JeTaWJIHO ONMCaHue Ha 0O0JIeCTHUTE
CbCTOSIHUS, 3a/JbJIOOYEH IICHMXONATOJIOTUYEeH
aHaJIu3, KaKTo B HallpeyeH, TaKa U B HAaJlI'bXXeH
Cpe3, YCTaHOBSIBAaHE Ha CTaJMUTe U 3aKOHO-
MEpPHOCTHTE B Pa3BUTHETO HA CHMIITOMAaTHKa-
Ta B /lyXa Ha MaTOKUHETUYHUS N0oAX0z (5).
KaTto wuirocTpanuss Ha Kas3aHOTO [JOTYK,
KaKTO M KaTo NpUMep 3a BaXXHUSA MPUHOC Ha
npo¢. CTOAHOB B ICUXUATPUATA MOXe Ja 1oC-
JIyHU TPYABT My ,OHEUPOUJHUAT CUHJPOM B
Te4eHUeTO Ha IepuoAMYHATa LHU30PpeHus’
ny6JMKyBaH Ha PycKH e3uK (1).
[leproanyHaTa mwM3odppeHus e efHa oT Gop-
MHUTe Ha NIPOTHYaHe Ha LIM30ppeHHUaTa onuca-
Ha OT pyCKaTa IICUXUaTpPHUYHa LLKOJIa OT BTOpaTa
nosioBMHa Ha XX B. Hape/i C IPUCTBITHO-TIporpe-
JIMeHTHaTa U HellpeK'bCHATO-NIporpeJiueHTHaTa
mu3oppenus (4). OCHOBHUTe TUIIOBE MPHUCTb-
IIM Ha [lepUojrYyHaTa WKU30PpeHUs], KaKTO CTa-
Ba AICHO U OT TpyZa Ha npod. CTOAHOB, ca OHeH-
POMJHO-KAaTaTOHHHM, JeNpecuBHO-NIapaHOWUIHU
M adeKTUBHMU (LUpKyasapHH). O6ILOTO Mexay
TAX, HE3aBUCUMO OT Pa3/IMYMATA €, 4ye BUHAru
ca Haqule adeKTHBHHU CUMIITOMH, Pa3BUBAT
Cce YyBCTBEHO-00pa3HO HaJly000pa3yBaHe W
OHEeMpOU/JIeH CUH/POM, a ChLIO B HAKOHU CJIy4au
Y KaTaTOHHU pasCcTporcTBa. [IpucTenuTe npu
e/JMH U Cbl 60JIeH MOXe Jia ca € pa3J/InyeH Xa-

pakTep (peAUMHO HSIKOW OT TPUTE U30pPOEHU
BapuaHTa) WM Jia IPOTUYaT eHO000pa3HO, TUII
,KJviIe“. B MHOro c/iydyau HaCTbIIBa, Makap U He
BeJlHara, NpoMsiHa Ha JIMYHOCTTA (peAyKLUs Ha
eHepreTu4yHus norteHuuan no Konpan). Heob-
XO[YMMO € Jia Ce U3TbKHE TroJIIMOTO BHHMaHUE,
KOeTO Ta3u LIKOJIa OTAeJ/Is Ha THIa Ha IPoTHYa-
He, 3aKOHOMEpPHOCTUTE, CTEPeOoTUNa Ha pa3BU-
THe KaKTO Ha 60JIeCTTa, TaKa U Ha CHHJIPOMUTE B
HeMHUTe paMKU. B KOHTeKkcTa Ha Ta3u napajur-
Ma npod. CTOSIHOB B'b3 OCHOBA Ha COOCTBEHU Ha-
6J110/jeHM s, ATEJIHO NPOC/ie/isiBaHe U JOKYMEH-
TUpaHe Ha CJlyyau Ha NalUeHTH C IepuoJuiHa
mu30ppeHnsl yCTaHOBSIBA 3aKOHOMEPHOCTHUTE
Ha IPOTHUYAHETO U 0COOEHOCTUTE Ha CUMIITOMA-
TUKaTa Ha OHeHpouaHus cuHApoM. T4 e oueHe-
Ha KaTO MHOT'0 BaXKHa OT IJIe/lHA TOYKA, KAKTO Ha
NICUXOMNATOJIOTUSATA, TaKa Ha KJIWMHUKaTa. B Tasu
Bpb3Kka AkaZieMUK AHaped CHeXHEBCKU MO/I-
yepTaBa B IpeJiIroBopa KbM KHUraTa oT 1968, ye
TpyAbT Ha CTossH CTOSIHOB e ,cepuo3eH NPuHoc
KoM KAUHUYHama ncuxuampus".

CTepeoTUI'bT Ha pa3BUTHE HA CHH/pPOMA Cce
odepTaBaIo cjaeJAHUs HauuH. Hanune e uHMLIMA-
JIeH eTall ¢ HecnelMGUYHU CUMIITOMU — HAallpU-
Mep JieCHa YMOPSIEMOCT, HapyllleH ChH, CTpall-
HU CbHOBU/IEHUS, €MOIIMOHAJHU KOJIeOaHUS.
BrnocsiegcTBUe ce pa3BUBAT HaJyJAHOCTU 3a
ocobeHO 3HayeHHe U MHTepMeTaMopdo3a (Ka-
nrpa). CsiegBa pa3BuTHe Ha ocTpa paHTacTHA
Ha/IyJJHOCT U CbCTOSIHUE Ha T.HAp. OpUeHTUPaH
oHelpoua. Hakpast ce foctura KyJMUHaLUATA
Ha 60J1eCTTa - OHEMPOUJHOTO Pa3CTPOMCTBO HA
cb3HaHUeTo. B kHurata cu npod. CTossHOB JjlaBa
JleTalJIHO ONMCaHHe Ha TOBa KpallHO UHTepec-
HO TICUXOMNAaTOJIOTUYHO CbCTOsIHUE. OTYETIMBO
ca o4epTaHU aPpeKTHBHUTE HapyIIEHUs - Ma-
HUEH WJIM JlenpecuBeH adeKT (MMoHSAKora B 6'bp-
3a CMfiHA), KaTo Te3W HapyuleHus JOoCTUraT
MaKCUMyMa CHU B KyJIMUHALMATA Ha IICUX03aTa.
Jlpyra cblllecTBeHa CbCTaBHA 4acT € IoMpaye-
HUETO Ha Cb3HAHMETO, HAIOMHSIIO ChH C SIpPKU
CbHHUILA (OTTYK U oneiroides - cbHONOA006€EH).
HapymaBa ce NCUXWUYHOTO OTpaKEHHE Ha pe-
aQJIHOCTTA, KaKTO N0 OTHOLIEHHE Ha CETUBHOTO,
Taka U Ha pPallMOHAJIHOTO MO3HaHUWe, HAI'bJIHO
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ce HapyulaBaT BpPb3KUTE W OTHOIIEHUSTA Ha
WH/AMBU/IA C OKOJIHATA Cpe/ia, ICUXUYHATa JleH-
HOCT CTaBa HaIl'bJIHO CYyGEKTUBHO 06YyCJIOBEHA.
HapyuieHveTo Ha acolMaTUBHUS TOTOK € Chb-
IIECTBEHO, HO BCe MaK Ce 0TOe/I13Ba TeHeHIIUS
K'bM CHHTE3 (32 pasJ/iMKa OT aMeHI[UsTa), KOeTo
ce cuuTa 3a 06'bp NPOTHOCTHUYEH GeJier. B Ha-
YaJIHUTE CTAJ[MU € Bb3MOXKHO /] Ca ChXpPaHEHHU
MPaBUJIHO Bb3NPUATHE U NMPABUJIHA OpPUEHTA-
IIMsl B OKOJIHATaA cpesia (OpHeHTUpPaH OHEWpo-
uj). [lo-HaTaTbK OpHEHTALUSATA 32 MSICTO Ce
HapyllaBa, rpy6o ce U3MeHs1 BpeMeBaTa OpH-
eHTallUsl, Ha/lklle e TOHSIKOra U MHBEpCUs Ha
nupKaaHutTe puTMu. CobcTBeHOTO ,A3“ mpe-
T'bpINsiBa BUJOU3IMEHEHUsI U TpaHcHopMalUH.
BosiHUTE ca HernocpeICTBEHU YYaCTHHULH, JOPU
[eHTPaJIHU GUTYPU B CIYYBAIILOTO Ce€ B ChHO-
nofo6HoTO cbhcrosiHve. ChepaTa Ha BB3NPU-
SATUETO Ce JJOMUHHPA OT 3PUTEJHU UIO3UU U
Xa/IIoIMHALMK. B pefuna ciydau ce onvMcBaT U
Bep6a/IHU Xa/lonMHauu. HanyaHuTe uzeu ca c
YyBCTBEHO-00pa3eH xapakTep, paHTaCTHH, IO-
JIUTEeMAaTU4YHHU, YeCTO C KOCMHUYECKO ChJbpKa-
HUe, 00e/JUHEHHU OT OOL[HS eMOI[MOHAJIEH TOH,
MocJieloBaTe/JIHU U B3aUMOCBbP3aHU B pa3BU-
THeTo cu. KaTo Jpyra Ba)kHa CbCTaBHA 4acT
npod. CTOSSHOB MOCOYBA KATATOHHUTE Hapylie-
HUS — CyOGCTymNop, CTYNop, BbOYyAA WU TAXHO
06bp30 peayBaHe. fBJeHUs HA ICUXHUYEH ABTO-
MaTH3bM CbII[0 BJU3AT B CTPYKTypaTa Ha CUH/I-
poMa, KaTo HEPSIIKO I'o MpeliecTBaT U MoJ006H0
Ha apeKTUBHUTE CUMIITOMH, TOHSIKOTA Ce MOosl-
BSIBaT B MHULMAJIHUSA nepuoy. [IpaBu Brneyar-
JieHHe HEChOTBETCTBHUETO MeX /1y 6eJTHOCTTa Ha
06eKTHBHUTE MPOSIBU — MOBEJIEHUETO U BBHII-
HUS BU/L HA 60JIHUS (3aTOPMO3EHOCT, TOHSKOTa
MOHOTOHHA Bb30y/a), OT e/lHa CTpPaHa U ToJis-
MOTO 60raTCTBO Ha CyOEKTUBHUTE MPEXKUBSIBA-
Hus, oT Apyra. Ciief o3/ipaBsiBaHe ce HaGJ/II0/a-
Ba aMHe3Hs 3a CbOUTHSATA OT peasiHaTa JIeHCT-
BUTEJIHOCT U COBCTBEHHUTE JIeUCTBUS, HO OHEH-
POUJIHUTE MPEXUBSBAHUS OCTABaT /10 roJjisiMa
CTeneH CbXpaHeHU B nameTTa. [Ipod. CTosiHOB
0TOeJIsI3Ba, Ue HEPSIKO IPH OOJTHUTE Ce cpella
MHHaJIa aHaMHe3a 32 CEpUO3HU UHPEKI[MO3HU
3a60J/IIBaHUS, APYTH COMATUUHU 3a00JIsIBaHUS,

TpaBMH Ha IVIaBaTa (COMAaTOreHHO HW3MeHeHa
noyBa). Ha Bbpxa Ha npucTbna oTbessi3Ba Ha-
Juyre Ha GeHOMEeHU HAMOMHSIIU HHPEKIN03-
HO 3a6oJisiBaHe. [Ipy oHelpougHATA KATATOHUS
BbB BCUYKHU CJIy4aud TOU YCTAaHOBSIBA PEMHUTH-
palo NpoTUYaHe, a OHEHPOUTHUTE SIBJIEHUS Ce
MOSIBSIBAT PaHO U 3aeMaT ChlIeCTBEHA 03UIIUS
B KJIMHUYHATa KapTHHA Ha MPUCTbhIA 3ae/JHO C
KaTaTOHHU Pa3CTPOMCTBA C pas3iMyHA TEXKECT,
KaKTO B II0COKA Ha CTYIOp, Taka U Ha Bb36y/a.
[Ipu lenpecuBHO-MTApaHOUAHUS BApHUAHT yCTa-
HOBSIBA OTHOBO PEMUTHpALI0 TeyeHHUe, Cepu-
03Ha U3Pa3eHOCT Ha JIeNPECUBHOCTTA, a OHEH-
pOMJHUTE SIBJIEHHs Ce PAa3BHUBAT HA BbpXa Ha
JleTpeCcUsiTa, CPABHUTEJIHO KPAaTKOTPAWHU ca U
B TsIX Ce OTKPOsIBA UyBCTBEHO-06pas3Ha Jenpe-
cuBHa ¢aHTacTHA HajayAaHOCT. HaGuogeHusTa
Ha aBTOpa NMPU LUUPKYJSIPHHUS BapHUAHT ycCTa-
HOBSIBAT, Ye TOW NMPOTHUYA BUHArM C MAaHUHHHU
WA JIeNPEeCUBHU MPUCTBIN, 2 OHEUPOUJHHUST
CUH/IPOM B'b3HMKBA KaTO 3aKOHOMEpPEH eTal B
pa3BuTHeTO UM. Ciie/; HAYaTHUTE Hecnenupuy-
HU CUMIITOMH CJie/iBa pasrpblilaHe Ha eKCIaH-
3MBHA WM JielIpeCUBHA CUMIITOMATHKA, YECTO
3ae/IHO C U/ier 32 0c06eHOo 3HAaYeHUe, UHTepMe-
Tamop¢o3a. C HapacTBaHe Ha UHTEH3WBHOCTTA
Ha ICUXOMNATOJIOTUYHATA MPOAYKIUS MaHHa-
KaJIHUTEe U JelPeCUBHUTE HAJIYAHOCTU MpH-
JIOOMBAT €KCIIaH3WBHOCT U IMpPEeMHHABaT BbB
daHTacTHU HanyaHOCTH. [Ipy MakcMMyMa Ha
apeKTUBHOTO HaIlpeXeHHe ce MOosIBaBAT 00'bp-
KaHOCT U Jle30pHeHTalysl, OpUEHTHPAH U BIIO-
c/le/ICTUEe UCTUHCKU OHEHpOu/I.

[Ipo¢. CTOsIHOB NpaBHU CbILECTBEH HAy4YEH
IPHUHOC KbM H3y4yaBaHeTO Ha napadpeHUsTa
(5). HeroBuTe u3csiegBaHus BbpXy TO3U MpPO-
6J1eM ce OTJIMYABAT CbC CHINOTO CTAPATESTHO
ONMCaHue, B3UCKATEJHOCT U JleTallJIeH aHaJIU3.
[TapadbpeHHUST CUHAPOM € 6UJ 06EKT HAa MHO-
ro JMCKYCHUH, BKJIIOYHUTENHO C€ € CTHUTaJIOo [0
CIIOpOBe MO OTHOIEHWE Ha TOBa Jajii napad-
peHusTa He e OT/JeJIHA HO30JIOTUYHA eJIMHU-
I[a — MEX/IMHHO 3BEHO MeX/ly N30 peHusaTa
Y MapaHosTa.

[Ipod. CTOSIHOB OTCTOSIBA MO3UILUATA, 4e
ce Kacae 1O CbIIEeCTBO 3a CHHAPOM Ha pas-
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Ilpogp. Cm. CmosiHo8 8 pabomHusi
cu kabuHem 8 HHcmumyma no
Heapo.J102usl, ncuxuampusi u
Hespoxupypausi Ha MeduyuHcka
Axademusi, okos0 1985 2. [Ipes
mo3u nepuod moii ce 3aHUMAsa
¢ npobsiemume Ha napa@dpeHHus
CUHOPOM U KAUHUYHaMA
namogu3suoaozusi.

pactBaio ce ¢$aHTACTHO HaJy/l000pa3yBaHe,
adeKTUBHU Pa3CTPOMCTBA, CPABHUTEJHO JIEKO
M3pa3eHy NPOMeHHU Ha JIMYHOCTTa (2, 3). KM
MEXaHU3MHUTEe Ha HHTEPINPETATUBHOTO WU
YYBCTBEHO-00PA3HOTO HaJ/y000pa3yBaHe ce
BKJIIOYBAT MEXaHU3MHUTE Ha BbOOPAKEHUETO U
HaJIMYHaTa MapaHOW/HA CUMITOMAaTHKa MpH-
JlobrBa paHTACTeH XapaKTep, KaTo ChlieBpe-
MEHHO HEU30eXHO ce GOPMUPAT U HAJYAHOCTH
C MeraJJoMaHeH WJIY ielpecuBeH xapakrTep. [1a-
padpeHusTA Ce pasIyiexJa B pAMKUTE Ha LIKU30-
dpeHUsTa, eTan OT pa3BUTHUETO Ha 60JIeCTTa U
B KOHTEKCTA Ha CIIOMEHATHUTE I0-rope BapuaH-
TH Ha MPOTHYaHe. BbB BCEKH OT BapUAHTHUTE U
MOXKe /la Ce OTKPUAT NMapaHOUAHO-GAHTACTHH,
apeKTUBHH, OHEUPOUJHU U JINYHOCTOBU KOM-
noHeHTH. [Ipu HempekbcHaTaTa WKM30pPEHUS
npo¢. CTosAHOB onuMcBa TpU BUZA NapadpeHeH
CUH/JIpOM — [apaHOMW/JHO-apappeHeH, ICeB-
JlOXa/IIoIMHATOPHO-MapadpeHeH U KoHPaby-
JaTopHo-napadpeHeH. Pasriesanu B JUHa-
MHKaTa Ha Pa3BUTHETO Ha GOJIECTHUS MPOLEC,
I'bPBUTE JiBa ce popMUpaT Ha 6a3aTa Ha Beve
Ha/IMYHATA MapaHOWJHA WM ICEBJOXaJIOLH-
HaTOpPHA CUMIITOMATHKA, KAKTO U Ha HACT'bIIU-
Jla Beye JIMYHOCTOBA NpoMsiHa. [Ipu napaHoua-
Ho-napadpeHHUs] CHUHJAPOM IMpeJliecTBalaTa
HaJlyiHAa CUMIOTOMAaTHKa ce TpaHchopMUpa
BbB paHTACTHO-MarajoOMaHHa, TS Ha CBOU pej
ce CTaOM/IM3MpPa, CUCTEMATU3UPA U KATO 4e JIU

orpaHvyaBa nporpecusiTa Ha 60J1eCTHUS NPO-
nec. [lpu mnceBoxaaLMHATOpPHO-NIapadpeH-
HUSA CUHZAPOM (aHTACTHO-MaraJOMaHHUTE Ha-
JiyAiHOCTU ce GopMHUpaT Ha H6a3aTa Ha [ICeB10Xa-
JIIOLIMHATOPHU SIBJIEHU S, CHHPOM Ha ICUXUYEH
aBTOMAaTH3bM, HO CbCTaBKUTE MY 3a pa3JiMKa OT
npeJlecTBalyg He MOrarT Jia ce C/1esIT B e/IUH-
Ha cucteMma. KondabynaTtopHo-napadppeHHUAT
Hall-yecTo e cJje/Ball, N0-A'bJOOK eTal, pa3Bu-
Ball] Ce HAa OCHOBAaTa Ha Jpyrure ABa. CbluTe
TPU BapuaHTa Ha napadppeHeH CUHAPOM aBTO-
PBT ONHMCBA U MPH NPUCTBIHO-NPOTPEAUEHT-
HaTa mu3odpeHus, Ha GoHa Ha 3aJbaO0YaBa-
11la ce CThIIaJIo00pa3Ha JIMYHOCTOBA MPOMSIHA,
3a'b/DKATEIHO y4acTHe Ha apeKTUBHU CUMII-
TOMH, HAJIMYHA BB3MOXXHOCT 32 IMOCTUTaHE Ha
06paTHO pa3BUTHE B PAaHHUTE eTalu U pe3u-
JlyaJIHU TPOAYKTUBHHU cuMNTOMHU. [lo OTHO-
lIeHWe Ha MepuofuyHaTa Wnu3odpeHus npod.
CTossHOB onMcBa OHeHpOHWHO-apeKTUBHO-NaA-
padpeHeH M OHEHWPOUJHO-KAaTaTOHHO-Napad-
peHeH BapuaHT. PaHTacTHUTE MeraJlOMaHHHU
HaJIyIHOCTU Ce KOMOMHUPAT C HAJIYJHOCTH 3a
MHCLIeHHPOBKa, 0C0O0eHO 3HaYeHUe, IOHAKOra U
CbC CUHJPOM Ha IICHUXUY€eH aBTOMATU3bM. He ce
dbopMupa chlecTBeHa IPOMsiHA Ha IMYHOCTTA.
OnucBa ce CbIO NOCTOSHHO B3aUMOJENCTBUE
Ha Ha/lylHaTA CUMIITOMAaTHKA C apEeKTUBHUTE
pa3CTpoICTBa MPUCHIM HA TO3W BAapHUAHT Ha
npotudaHe. [lpy KyJIMUHaANUATA Ha MPUCTb-
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na OT OHelpoHAHO-adpeKTUBHO-NapadppeHeH
CUHPOMBT MOXE /1a eBOJIIOUPA B OHEMPOUJHO-
KaTaTOHHO-MapadpeHeH.

[Ipod. CTosiH. CTOSIHOB € YU eJJUH OT NHOHe-
pyuTe Ha ncuxodpapMaKoJOTUUHUTE HU3CJe/Ba-
HUs B bbarapus. [IpaBus e npoyyBaHUsi BbpXy
pa3/IMYHU MeJUKaMEeHTH OT BCUYKHU ITcuxodap-
MaKOJIOTUYHHU KJjacoBe. [Ipe3 1977 r. naTeHTO-
Ba OpUTMHAJIeH MeTOo/, 3a JieueHUe Ha HeraTuB-
HUTe GOpMHM Ha WKM30PpeHusaTa, NPU3HAT 3a
n3obpereHre ot MHcTUTYTa 3a U300peTeHUs
Y pauuoHasu3anuu (moHacrosiueM [laTeHTHO
BeJloMcTBO Ha PB). B cBosiTa ChIiHOCT METOA'BT
Ha CTOsIHOB BKJIIOYBA B cebe CM OHMOXMMUYHU
areHTH OT LMKbJa Ha Kpebc, pyHgameHTanIHO
3BEHO OT eHepryuiiHaTa 0OMsiHa Ha HEBPOHMUTE.
Kato apyr npumMep 3a npuHocuTe B 06J1aCTTa
Ha ncuxodapMaKoJIOrusiTa MoXe Jia NOCIYXKU
HOBaTopcKaTa My paboTa B pa3paboTBaHETO Ha
JieueHHe Ha HUKOTUHOBA 3aBUCUMOCT, a UMEHHO
Npoy4YBaHeTO Ha npenaparta UUTU3uH (Tabekc)
(7). ToBa e BEpOSATHO €/IUH OT II'bPBUTE OMUTHU
3a pa3paboTBaHe Ha Tepanusi Ha 3aBUCUMOCT
C aroHUCTUYeH npenapat. OnucaHUsATa Ha Ha-
6J110JaBaHOTO MPU MPOYYBAHETO C€ OTJIUYABAT
ChC CbhIATa 33/1'bJI00YEHOCT, KAKTO ONMHUCAHUTE
JIOTYK NCHUXONATOJIOTUYHU KJIUHUYHU HabJII0-
Jfenus. To3u Tpyz He e 3aryou/ 3Ha4EHHUETO CU
v 1o aHec. Taka B €IMH OT MMHAJIOTOAULIIHUTE
6poeBe Ha New England Journal of Medicine e
ny06JIMKYBaHO e/JHO MIPOBEEHO OT eBPONENCKU
M3cJieJOBaTECKU €KUII JBOMHO CJIAMNO MJanebo-
KOHTPOJIMPAHO MpPOy4YBaHe Ha ePpeKTHUBHOCTTA
Ha LUTU3MH, KaTO U3BOABT €, Ye TS CTaTUCTH-
YeCKU [JIOCTOBEPHO HAJXBbpJisl Ta3u Ha Ilja-
1e60 (8). B Tasu nybsmkanus cbBCEM 3aKOHO-
MepHO e quTHhpaHa u ctatusaTa Ha C.CTOSIHOB U

M. AuaukoBa , Treatment of nicotinism with the
Bulgarian drug Tabex.“oT 1965 1.

ToBa e 4dyzmecHa wocTpauusi Ha 3Haye-
HUETO Ha HAyYHOTO HACJeJ[CTBO OCTAaBEHO OT
npod. CtossH CTOSTHOB U HEroBaTa BaJIMiHA U B
Hallle BpeMe HelpexoHa [IEHHOCT.
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Cnucanue ,bbarapcka MeguLMHa", U3/jJaHue Ha
bbarapckara Akagemusa Ha Haykute u U3Ky-
ctBaTa, OTneneHre 3a Hayka, HayyeH 1jeHTBp
o MeJUIMHA W 3JpaBeoNa3BaHe, W3/M3a B
YeTUPU KHWXKKHU FOAMILIHO. , Bbiarapcka menu-
LyHa"“ e JoCcTbIIHA OHJIAMH Ha cailita Ha BAHU,
paszes u3aHus.

B Hero ce orneyaTBaT OpUTMHAJHUA Hay4-
HU CTAaTHH, Ka3YUCTUYHU ChOOILIEHUS, 0630pH,
pelLleH3Uu U CbOOILIEeHHsS] 32 NMPOBEJeHU HJIU
NpeACTOALM HAyYHU KOHTPEeCH, CUMIIO3UYMHU
Y IpyTy MaTepUaay B 06J1aCcTa Ha KJIMHUYHATA
u PyHJaMeHTasHaTa MeJgulMHa. CyMcaHueTo
M3JIM3a Ha aHIJIMMCKU €3UK C MOJpPO6HU pe-
3I0MeTa Ha O'bJIFApCKU WU aHIVIMKUCKU. U3KIII0-
YeHUsl ce MpPaBAT 3a 0030pPHU CTATHUU IO OCO-
6eHO 3HAaYUMHU TeMHU. 3arjaBusTa, aBTOPCKUTE
KOJIEKTHBHY, a ChIL0 HAAIMCUTE U O3HAYEHUATA
Ha WIIOCTPALUUTE U B TaGJUIMTE Ce OTIevyaT-
BaT U Ha /JiBaTa e3uKa.

MaTepuanuTe Tpsi6Ba Jja ce NPelOCTaBAT B
/iIBa e/JHAKBY eK3eMILIspa, HanevyaTaHU Ha -
niena MallMHa MM Ha KOMIIOTHP, HAa XapTUs
¢dopmat A4 (21 x 30 cm), 60 3naka Ha 30 pena
IpHY ABOEH UHTEPBaJ MeX/y peaoBeTe (CTaH-
JlapTHa MallMHONMCHA cTpaHula). OcBeH ToBa
Morar Jia 6’bJaT U3NpaTeHU KaTO NMpPUKAYeHU
¢daiyioBe 10 eJIeKTPOHHATA MOILa Ha a/|pECUTE,
MIOCOYEHU O-/0JTY.

06eMbT Ha MNpejCTaBeHUTe pabOTH He
TpsibBa Aa npeBuilaBa 10 cTaHJapTHU CTPaHU-
I[1 33 OpUTHHA/HUTE cTaTuU (1au 5000 gymu
cropes CTaHZapTa Ha aHIVIOCAKCOHCKUTE W3-
fanus) 12 crpanunu (7 500 aymu) 3a 0630p-
HUTE CTAaTHUM, 3-4 CTPAaHULM 32 Ka3yUCTUYHHU-
Te CbOOIleHUs, 4 cTpaHULM 32 UHPOpMALUU
OTHOCHO Hay4YHHU NpPOsBU B bbirapud v B uyx-
OMHa, KaKTO W 32 HAayYHMU AUCKYCUH, 2 CTpa-
HUIM 3a pelleH3UM Ha KHUTM (MoHOorpadpuu u
y4e6HHUIM). B mocoyeHuss o6eM ce BKJ/IOYBAT
KHUTONMUCHT U BCUY-KU WIKOCTPALMU U TabJIH-
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exceed one standard typewritten page of 200
words.

The basic structure of the manuscripts
should meet the following requirements:

TITLE PAGE

The title of the article, forename, middle
initials (if any) and family name of each author;
institutional affiliation; name of department(s)
and institutions to which the work should
be attributed, address and fax number of the
corresponding author.

TEXT OF THE ARTICLE

Titles and subtitles should be standardized.

The original research reports should have
the following structure: introduction (states the
aim, summarizer the rationale for the study),
subjects and materials, methods (procedure
and apparatus in sufficient detail, statistical
methods), results, discussion, conclusions
(should be linked with the aims of the study,
but unqualified statements not completely
supported by research data should be avoided).
These requirements are not valid for the other
types of manuscripts. Only officially recognized
abbreviations should be used, all others should
be explained in the text. Units should be used
according to the International System of
Units (S. L. units). Numbers to bibliographical
references should be used according to their
enumeration in the reference list.

ILLUSTRATIONS

Photographs should be presented both in
the text body to indicate their location and in
separate files as saved in jpeg, tif or bitmap
formats.

The figures, diagrams, schemes, photos
should be submitted in a separate file with:
consecutive number (in Arabic figures); titles
of the article and name of the first author. The
explanatory text accompanying the figures
should be presented along with the respective
number of the figure in the main text body with
space left for insertion of the figure.

1. B chlusa He ce BKJIHOYBAT pe3loMeTaTa Ha
O'bJITAPCKU M aHTVIMHCKH, YUH-TO 06eM TpsibBa
J1la 6bae okosio 200 aymu 3a Bcsiko (25-30 ma-
IIMHOMKCHY peia).

Pe3oMeTaTa ce mMpeACTaBAT Ha OTJEJHH
ctpanuiu.Te TpsA6Ba Jja OTpPa3siBaT KOHKPETHO
paboTHaTaxUIOTe3a U IeJiTa Ha pa3paboTka-
Ta, U3MOJI3BAHUTE METOJAH, Hal-BaXKHUTE pe-
3yJITaTH U 3aKJ04YeHus. KimroyoBuTe 1ymu (10
5), cbo6pasenu c ,Medline“, Tpsi6Ba ga ce noco-
YaT B Kpasi Ha BCAKO pe3loMe.

CTpyKTypaTa Ha CTaTUHTe TpsA6Ba Jja OTro-
Bapsl Ha C/IeJHUTE U3UCKBAHMUS:

TUTY/THA CTPAHUIIA

a) 3arjiaBue, UMeHa Ha aBTOpUTE (COOCTBEHO UMe
v pamuins), Ha3BaHWE HA Hay4yHATa OpraHu-
3alMs UM JIeueOHOTO 3aBe/leHHe, B KOETO Te
pa6oTAT. [Ipy moBeve OT e/HO 32 Be/leHUE UMe-
HaTa Ha ChUIUTE U HA CbOTBETHUTE aBTOPHU Ce
MapKUpaT € HUPPU WU 3BE3TUUKH;

6) ChUIMTE AAHHU HAa aHIVIMHCKH e3UK Ce U3IHC-
BaT M0/] 6'bJIraPCKUs TEKCT.

3abeJie’kKa: IPU CTAaTUU OT YY>K/IU aBTOPHU
OBJrapCKUAT TEKCT cJe/iBa aHInickus. Toyu-
HUAT NPEBOJ, OT aHIVIMWCKU Ha O'bJITapCKU ce
ocuUrypsBa oT peJakuusaTa. ToBa ce oTHacs U 3a
OCTaHaJIUTe TEeKCTOBE, BKJIIOYUTEHO pe3roMe-
TaTa Ha O'bJIFAPCKHU.

OCHOBEH TEKCT HA CTATHUSITA

3aryiaBusATa ¥ 0/[3aI/IaBUsATA C/1e/iBa fia O'bJiaT
yeHaKBEHU U Pa3IUYMMU.

OpUrMHAJIHUTE CTAaTUM 33 'b/DKUTEJHO
TpsibBa Ja MMaT cjeJiHaTa CTPYKTypa: YBOJ,
MaTepyaJ U MeTOJH, COOCTBEHU pe3yJITaTH,
06CbK/IaHe, 3aK/II0YEHNE UIIU U3BOJ.

MeToaukuTe ciaefBa Jia 6bAaT MOJAPOOHO
ONKCAaHU (BKJIOYUTENHO BUABT U dupMaTa
NPOU3BOAMUTE Ha H3IMO0JI3BAaHUTE PEAKTUBU
manapaTtypa). CbLI0TO ce OTHAcA U 3a CTaTHUC-
TUYECKUTE METO/H.

Te3u u3uckBaHUs HE BaXKaT 32 0630pUTe U
JpyryuTe BU0Be nybynKanuy. B Tekcra ce fo-
IycKaT caMo 0QHUIIMATHO IPUETHUTE MEeX/IyHa-
POJIHU ChKpallleHUs]; IPYU U3M0JI3BaHe Ha Jipy-
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REFERENCES

The references should be presented on a
separate page at the end of the manuscript. It
is recommended that the number of references
should not

Exceed 20 titles for the original articles and
40 titles for the reviews; 70 % of them should be
published in the last 5 years. References should
be listed in alphabetical order, English first,
followed by the Bulgarian ones in the respective
alphabetic order. The number of the reference
should be followed by the family name of the
first author and then his/her initials, names of
the second and other authors should start with
the initials followed by the family names. The
full title of the cited article should be written,
followed by the name of the journal where it
has been published (or its generally accepted
abbreviation), volume, year, issue, first and last
page. Chapters of books should be cited in the
same way, the full name off the chapter first,
followed by“In:“ full title of the book, editors,
publisher, town, year, first and final page
number of the cited chapter.

EXAMPLES:

Reference to a journal article:

1. McLachan, S., M. F. Prumel, B. Rapoport. Cell
Mediated or Humoral Immunity in Graves’
Ophthalmopathy? ]. Clin. Endocrinol. Metab.,
78,1994, 5,1070-1074.

Reference to a book chapter:

2. Delange, F. Endemic Cretenism. In: The Thyroid
(Eds. L. Braveman and R. Utiger). Lippincott Co,
Philadelphia, 1991, 942-955.

SUBMISSION OF MANUSCRIPTS

The original and one copy of the complete
manuscript are submitted together with a
covering letter granting the consent of all
authors for the publication of the article as well
as a statement that it has not been published
previously elsewhere and signed by the first
author. The procedure should be complemented
via electronic submission. Manuscripts of

' CbKpaAllleHHUA Te TpH6Ba Aa 6’bﬂaT HN3PHUYIHO
IIOCOYEHU B TeKCTa. 3a MEpHHTe eANHHUIHU €
3aAbJ/DKUTE/IHA MeXAyHapoJgHaTa CUCTEeMa SI.
]_lI/ITaTI/ITe BBT-pe B TEKCTaA € IPENNOPBIUTEIHO
Aa 6’bAaT 0TOe/ISI3BaHU CaMo C HOMeEepaTa UM B
KHHUT'OITHCA.

WJIIOCTPAIIMHM U TABJIMIIH

CHuMmkuTe - ocBeH B Word, 3a ga ce 3Hae
MEeCTOIOJIOXKEHUETO UM, CJie/iBa Aa 6'bAaT npe-
JIOCTaBEHH U KaTo OTJeJIHU pailyioBe BbB dop-
Mar jpg, tif nau bitmap.

WnocTtpauunte KbM TekcTta (durypu,
rpapuku, JUarpaMu, CXeMHu U Jip. YepHO-6eu
KONHSA C HeOOXOAUMHUSA 100Bp KOHTPACT U Ka-
4YeCTBO) Ce MpeJACTaBAT Ha OT[EJIHU JINCTOBE
(6e3 00siCHUTEJIEH TEKCT), B OPUTHMHAJ U [Be
KOMU 3a BCAAKA OT TAX. TeKCTBT KbM QUTypHUTe
CbC CbOTBETHATa UM HOMepanusa (Ha 6bjarap-
CKU Y Ha aHIVIMMCKU e3UK) ce 0TOesis13Ba BbTpe
B OCHOBHOTO TEKCTYaJIHO TSJI0 Ha CTaTHUATA
1o/, CbOTBETHHUSI HOMEpP Ha MSCTOTO, KbeJTO
TpsAOBa Jia ce pPa3MoOJIOXKU NPU NMpeJneyaTHATa
noaroroBka.TabMnyTe ce NpeACTaBAT C FOTO-
BO HAallMCaHU OOSICHUTEJHU TEKCTOBE Ha O'bJI-
rapCckyd U Ha aHIVIMMCKH, KOUTO capasnoJioxe-
HU Ha/, TSIX; HOMepauusaTa UM e oTJesHa (CbLo
C apabcku uudpu).

N3110/13BAHAJIUTEPATYPA:

KHuronucbT ce mpejacTtaBs Ha OTZAeJIEH JIKCT.
BposiT Ha UMTHUpPAHWUTE WU3TOYHUIM € Tperno-
PBUUTENHO Jla He HaaxBbpJda 20 (3a 0630pH-
Te 10 40), kato 70 % oT TAX Aa 6'bAAT OT MO-
cnepnute 5 rogunu. [logpexjaHeTo cTaBa mo
a3bydeH pef, (IbpBO Ha JIATHHMUIA, MOCIE HA
KUPHWJINIA), KAaTO CJeJ, TIOpeAHHUs HOMep ce
oT6es1s13Ba GaMUJIHOTO UMe Ha I'bPBHs aBTOD,
c/iefi TOBAa UHUIMAJIMTE MY; BCHUKU OCTAHAJIH
aBTOPHU Ce MOCOYBAT C UHHULMAJIUTE, TOCJIE]-
BaHU OT GpaMUJIHOTO UMe (B o6paTeH pen) A0
TpPeTHs aBTOP, MOCJIeIBaHH OT ChKpallllIeHHe-
tToet Al. CiiesiBa 11/10TO 3arjiaBMe Ha LIUTHUpPA-
HaTa CTaTHs, CJieJ| Hero Ha3BaHUETO Ha CIuca-
HUETO (MJIM O6GLIONPUETOTO My ChKpallleHHe),
TOM, TOAMHA, 6POY HAa KHWXKKATA, Ha4a/IHATa U
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articles accepted for publication will not be
returned to the authors.

PEER-REVIEW PROCESS

Following the international standards in
the field, the Editorial board has adopted
double-blind peer-review policy assigned
to independent referees. The authors are
encouraged to submit the names of three
potential referees for editorial consideration

Following acceptance for publication
the authors are charged 5 euros per page for
language editing and corrections.

Ethical regulations: reports with
experiments on human subjects should
specify whether the procedures were
conducted in accordance with the ethical
norms if the responsible committee on Human
experimentation (local or regional) and/
or with the Helsinki Declaration, as revised
in 2000. Respective guidelines for animal
experimentation should be considered.

ADDRESS FOR SENDING OF MANUSCRIPTS
AND OTHER EDITORIAL CORRESPONDENCE

1431 Sofia, Zdrave str. 2,

University Hospital for Endicrinology
And the next electronic addresses:

Prof. Dr Philip Kumanov, Editor-in-chief:
phkumanov@lycos.com

With copy for the scientific secretary -
Assoc. Prof. Drozdstoj Stoyanov:
stojanovpisevski@gmail.com

KpaiiHaTta cTpaHuna. [1aBu (paszaenn) oT KHU-
M Ce U3NHKCBAT MO aHAJIOTMYeH HAuyuH, KaTo
cleJ; aBTOpa U 3arJaBUeToO Ha raBaTta (pas-
Jlesia) ce OoTOGessI3BaT IM'bJHOTO 3arjaBue Ha
KHUraTa, MMeHaTa Ha peJlakTopuTe (B CKOOH),
M3/1aTeJICTBOTO, I'PaJ{bT U roZjMHATA HA U3Ja-
BaHe, Haua/IHAaTa U KpaiHaTa CTpaHHULA.

[IPUMEPH:

CTtaTud OT cnucaHue:

1. McLachlan, S., M. F.Prumel, B. Rapoport. Cell
Mediated or Humoral Immunity in Graves’
Ophthalmopathy? ]. Clin. Endocrinol. Metab.,
78,1994, 5,1070-1074.

[naBa (pa3ges) oT KHUra:

2. Delange, F. Endemic Cretenism. In: The Thyroid
(Eds. L. Braveman and R. Utiger). Lippincott Co,
Philadelphia, 1991, 942-955.

AJPEC 3A KOPECIIOHAEHLIMSA C ABTOPUTE

To¥i ce naBa B Kpasi Ha BCSIKA CTATUSA U ChbpKa
BCUYKH HEOOXOJMMU JIaHHU (BKJI. eJIeKTPOHHA
nouia) Ha 6'bJITapCKU €3WK 3a eJUH OT aBTOPHU-
Te, KOUTO OTroBapsl 3a KOPECHOHAEHIUATA.

Bcuykuy pbKONKCH TpsiGBa Jla ce U3MmpailiaT
C IPUAPYKUTEJHO TUCMO, IOAMCAHU OT aBTO-
pUTE, C KOETO MOTBbPKJABAaT ChIJIACUETO CH
3a oTneyaTBaHe B CII. ,bbjarapcka meguiuHa‘.
B nucMoTo Tpsi6bBa Jja 6'b/ie 0THEISI3aHO, Ye Ma-
TEpPUAbT He e OWJI OTIeYaTBaH B JIPYTH HAy4-
HU CIIMUCAHUSA Y HAC U B Yy»K6UHA. PprKONIMCH He
ce BpbIIAT.

IIPOLLEAYPA IO PEILTEH3UPAHE:

C orsief cna3BaHe Ha MeX/AyHApOJHHUTE CTaH-
JlapTH, peAaKIMOHHAaTa KOJIerds € IMpuesa
npoueaypa no ‘ABOMHO cisna’ peleH3us OT
He3aBUCMMHO pedepeHTH. Ha aBTOpHTE Cce
npeaoCcTaBs Bb3MOXHOCTA Ja MpeJioKaT Ha
BHUMaHUETO HA PeIaKI[MOHHHS €KUIl TPU HMe-
Ha Ha CIelMa/IMCTH B TSIXHaTa 06J1aCT KaTo I0-
TEHI[UAJIHU PelleH3eHTH.

Cren moJioXKHMTeIHA peLieH3usl U oJlo6pe-
HUEe Ha peJKOJIerusiTa, aBTOPUTE Ha CTATHS-
Ta J'bJ/DKAT 3alialjaHe B pa3Mep Ha 10 JiB. 3a
BCSIKAa CTaHAApTHA MAIIMHOMKCHA CTPAHMIA, C
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orJieJ; Ha MOKpUBaHe Pa3HOCKUTeE M0 aHTUHCKa
€3UKOBa pe/iKallys Ha TeKCTa U KOPEKTYPH.

ETHyeckn cbOOpa)KkeHUs: BCUYKHU Tpy-
Jl0Be, KOUTO OTpa3siBaT eKCIepUMEeHTH C Xopa
caeABa Jla O'bJAT CbOOpPA3eHU C eTUYECKUTE
HOPMHU U peryjaluy, BbBeJeHU OT CbOTBET-
HUSI MECTHA WJIM peruoHasiHa HayuHa KOMHUCUS
u/unu c [leknapanusara oT XeJ3UHKH, pEBU3USA
oT 2000r. EkcnepyMeHTHUTe C )KUBOTHH CJie/iBa
Jla O'bJAaT ChII0 TaKa CbOOpa3eHU CbC CbOTBET-
HUTE HOPMHU U MpaBUJIA.

BCHYKH MATEPHUAJIU 3A CIIUCAHHUETO
CE U3ITPAIIAT HA ITIOCOYEHUA AAPEC:

[Ipod. a-p Pumn KymaHOB, AMH, I71aBEeH pelaKToD,
1431 Codus, ya. 3apase 2, YCBAJIE

WJIY Ha CJIe[HUS eJIeKTPOHEH aJipec:
phkumanov@lycos.com

C xonue 10 HAYyYHUA CeKpeTap -
Jou. JI-p Aipo3actout CTOSAHOB:
stojanovpisevski@gmail.com
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Group | L
Annual Conference RC &7
Friday 5% October 2012 PSYCH
Royal Overseas League, 100 Princes Street, PSYCHIATRISTS
Edinburgh
Programme

FRIDAY 5™ OCTOBER 2012

From 10.00 Arrival, Registration and Coffee

First Session
Chaired by Dr John Callender

10.25 -10.30 Welcome
Chair

10.30 - 11.30 “Situated cognition and neuropsychiatry”
Dr Mark Sprevak, School of Philosophy, Psychology and
Language Sciences, University of Edinburgh

11.30 - 12.30 “Psychiatric disorders and neural mechanisms of
understanding”
Dr Peter Gordon, Consultant in Old Age Psychiatry, NHS
Forth Valley

12.30 - 13.30 Buffet Lunch served

Afternoon Session
Chaired by Dr Iain Smith

13.30 - 14.30 “Some Kantian thoughts on free will and grace”
Dr Leslie Stevenson, Honorary Reader in Philosophy,
University of St. Andrews

14.30 - 15.30 “Psychotherapy and the paradox of free will”
Dr John Callender, Royal Cornhill Hospital and
University of Aberdeen

15.30 - 16.00
Business Meeting

16.00
Meeting Closes

Please note that this meeting qualifies for 4 hours of CPD points subject to approval by the
individual member’s Peer Group




