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UHOHCH WMneara 32 CH3/2aBaHE HA CHCTCMA 32 PAHHO OTKPHUBAHC M PCIHCTPALMA HA BPOACHH

C KK b aromaniu (BA), sonu nauanoro ci o1 60-re roauim na 20-t1 BeK, KOrato nopa-
FoKENMATA OT TATHIOMMIOBATA TPArE/IHA NOKAIBAT MACATA HA JA0CTATHLUNO Hidop-
S Male, OTHOCHO CTHONONIATA it npoiaakTikata Ha BA, Taka sn3HHKSa NYKEaTS
L 0T CchijamaHe Ha perncrup 3a BA cpea nosopoaecin Aeud, janumasauy ce ¢ npo-
KcnesaBate M KOHTPOA BBPXY NpOMCHMTE B HectoTara va BA B omnenuun crpany u
PErHOHM, KOMTO MO TO3H HAUMH A2 NOIBOAH MACHTHHHUMPAHC HA BLIMOXIIN
TEPATOreHHM (AKTOPH C PamIHucH Xapakrep. PerucTpanuara na spojAeHs aHoManm
(PBA), ce ohopMa He CaMO KATO BHIMMKHOCT 33 panid Jiariosa, Ho M Karo 1noi-
X0 32 NPOPHAAKTHKA HR PE/MILA FEHETHYHM H TEPATOTeHNM JICqeKTH
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) ¢ He- [TonactoniueM ChUICCTRYBAT PALIHYHM NpOrpaMic 3a perucrpauns wa BA, opra-
a JMC--3 HI3MPAHK MO POPMATA HA PETHCTPH HA PETHOHANHO AN HAUHMONHAAHO HIBO. Hakon

anuara EOT THX Ca OOCAMHEHH MO ErujlaTa Ha rojeMH MCKAYHAPOANH OPraHH3ALKH, KOMTO
! OPraHiIMPaT M KOOPAHHMPAT TAXHaTA aeiinoct. Takusa ca, HanpuMep EUROCAT
(European Surveillance of Congenital Anomalics) u ICBDSR (Intemational
k Clearinghouse for Birth Defects Surveillance and Rescarch), KOHTO BOAAT HAUAR070
ci ot 1974 roauna.
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EUROCAT (nupeonananto akpotm ot European Concerted Action of Congenital
Anomalies and Twins) sanousa ga dynkumonupa npes 1979 r, kato npoexT Ha
Epponeiickara Mxonomuuecka OBIHOCT 32 CIHACMHOJIOIHYEH KONTPON Ha BA, ¢ne
cenanmue 8 Bproxeen u konaGoparusen uentsp kbs C30. Or HoeMBpy 2000 roa.,

€70 Ha it Ry P e \ : o
o  [lestpanuusr perncrsp wa EUROCAT ce nomeinasa B University of Ulster, 8
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v A .y 1y AT - .
ks Honacrosem, EUROCAT sxkmousa 43 wienone (perucrnpa) ot 23 Espoueitcks
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S 5o 0x0/10 29% oT pukaanuaTa & EBporciickaTa nonylauHa.
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E [Tepsonasanio ussecten ¢ mmero International Clearinghouse for Birth Defects
. b Monitoring System (ICBDMS), cera ICBDSR (|'{axpa'|'Ko Clearinghouse) npeicras-
¢ R~ 3 AABA HENPABUTE/ICTBCHA OPraHH3aUHA KbM (.‘.EQ chC cepannuie B PuM, KOATO
sCnes- HIBLPIIBA OBMEH H& AAKHM, IONYUCHH OT perucTpH (noHacTosueM 45 wicHa, ot 32
. CTPaHi) OT LCNHA CBAT.
MIUAT B [lesr p 3MAMCHHE HA NPOTPAMKMTE 32 PErHCTPANMS HA BPOJACHH AHOMAINH-
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ABSTRACT

We describe the secular trend, pattern and causes
of congenital anomalies (CAs) in the Pleven region,
Bulgaria. The source of the data was the regional
population-based registry of CAs using criteria ac-
cording to EUROCAT recommendations, During the
period 1988-2006, 47,622 births were surveyed. A
total of 1,225 cases of CAs were ascertained, giving
a total prevalence of 25.72 [95% confidence interval
(95% CI) 24.3 to 27.15 per 1,000 births. There was
a significant increase in total prevalence from 17.76
per 1,000 births in 1988 to 29.40 in 2006 (%2 test for

* rial 40%). The secular trend and particular pattern

of CAs in the Pleven region require some potential
underlying contributing factors to be considered:
case ascertainment and diagnostic methods, and
some environmental factors. These data draw atten-
tion to the need of further regional epidemiologi-
cal studies. The high proportion of genetic causes
emphasize the role of genetic services as an integral
part of preventive medical care.

Keywords: Causes, Congenital anomalies,
Prevalence, Regional registry, Secular trend

INTRODUCTION

trend = 5.03; p = 0.025). Congenital heart di

(4.3 per 1,000 registered births), nervous system
anomalies (3.3 per 1,000 births), limb defects (2.5
per 1,000 births) and neural tube defects (2.0 per
1,000 births) demonstrated the highest prevalence.
There was a significant upward trend in the preva-
lence of some specific anomalies: digestive system,
tumors, gastroschisis and non syndromal dysmor-
phologic conditions. Genetic causes were identified
in approximately 62% of all cases with CAs (chro-
mosomal 8%, single gens defects 14%, multifacto-

' Department of Medical Genetics, Medical Faculty,
Medical University, Pleven, Bulgaria

?  Department of Social and Preventive Medicine, Fac-
ulty of Public Health, Medical University, Pleven,
Bulgaria

Congenitalanomalies (CAs)affect approximate-
ly 2-3% of all live births every year. Many of these
defects are associated with serious health problems.
Despite the geographical differences in the reported
prevalence of CAs, they are still a leading cause of
perinatal mortality and childhood morbidity [1-5].
Over the past 20 years, significant progress has been
made in understanding the ctiology of birth defects,
There are many recognized causes of CAs, although
in many cases no clear explanation can be estab-
lished. The availability of antenatal and neonatal
screening promotes the early diagnosis of CAs and
provides information about their prevalence by us-
ing a regional registration approach. The good epi-
demiological data on the prevalence rate and pattern
of birth defects in a specific region gives an oppor-
tunity of identifying some etiological factors and
can be useful for their prevention.
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KEYWORDS Summary  We report about a boy with congenital total arhinia and coloboma of the i
Congenital total iris. The newborn had complete absence of external nose, nasal and paranasal
arhinia; cavities, with that area being flat with some elevation and firm on palpation.
External nose; Congenital arhinia is a rare developmental abnormality characterised by lack of
Nasal and paranasal the formation of external and internal nasal structures. Since there were no life:
cavities; threatening complicaticns a tracheotomy was not performeds on this newborn. Airway

support with oropharyngeal tube was made and the feeding of the child was through
an orogastral tube, The child leared to breathe and to eat through the mouth and at
age of 3 years a reconstruction of the external nose was performed. Description of the
weatment, embryclogical aspect and a literature review is made to suggest guidelines
for the management of such cases.

@) 2007 Etsevier Iretand Ltd. All rights reserved.

Newborn infant;
Abnormalities and
anomalies

body with different range of severity and high range
of mortality. Arhinia is the congenital absence not
only of the external nose, but absence of the nasal

1. Introduction

Congenital absence of the nose is an extremely rare
anomaly, which most often presents to the otorhi-
nolaryngologist. Arhinia is a malformation in the
middle third of the face, frequently associated with
anomalies of the central nervous system and the

* Corresponding author,
£.mall address: tsvetan_marmav@mad. by (T, Marioov).

cavities and absence of the olfactory apparatus [1].
Absence of the nose leads to severe compromise of
the breathing and problems with the feeding of the
newborn. The dyspnea often demands performing a
tracheotomy [2,3]. In order to find the degree of the
severity of the malformation an imaging workshop
must be done—CT, MRI, ultrasound investigation of

1871-4048/5 — see front matter « 2007 Elsevier ieland Ltd. All rsghts reserved.

01:10,1016/ § pedex. 2007,07.002
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i Detection of a new case of Down-Turner mosaicism
(45,X/47,XY,+21) in a patient with psoriasis vulgaris.

Angelova L., Kovatcheva K., Simeonova M., Angelova S., Trashlieva-Koicheva M.*
Department of Medical Genetics, *Department of Dermatology and Venereology
University School of Medicine, Pleyen, Bulgaria

o

A new case of Down-Tumer syndrome in a male with 45,X/47,XY,+21 mosaicism is
described. He displays a constellation of clinical features characteristic of either syndrome
with predominant stigmata of Down syndrome. Cytogenetic investigation of leucocyte
preparations revealed two stem lines of cells, 47,XY,+21 and 45X in close proportions.
Unusually for the syndrome, the patient had been suffering for many years and diagnosed
as having the most common clinical type of plaque forming psoriasis, recently presenting
firm evid of genetic compx Dermatologists may observe Down-Tumer syndro-
' me occasionally, but they should recognize it at young age because of possible coincident
; coexistence with psoriasis if not a significant association.

Summary

————

Key words Down-Turner syndrome, mosaicism, psoriasis vulgaris.

ouble aneuploidy (the existence of two

chromosomal abnormalities in the same

individual) involving both autosomal
and sex chromosomes is very rare. Sex chromo-
somal aneuploidy in combination with trisomy
21 includes Down-Klineflter, Down-XXX,
Down-XYY, and Down-Turner syndrome. Of
these, the Down-Turner syndrome is one of the
most rare with only 28 cases being reported so
far (7).

To our knowledge there have been no pre-
vious reports in the relevant literature of a com-
bination of any form of double ancuploidy with
psoriasis vulgaris.

In this report a new case of Down-Turner
(DT) mosaicism is described, who has been suf-
fering from psoriasis vulgaris for nineteen years.
The patient presented a hitherto unrevealed
chromosome abnormality with two cell lines:
one with monosomy X and the other with an
extra 21 chromosome.

Case report

K.C.R., a 29-year-old male was born to a
young Caucasian female following 39 week
uncomplicated pregancy and delivery. His birth
weight was 3,500 g, length 49 cm and OFC
33cm. There was no family history of either
Down's or Turner’s syndrome. Physical exami-
nation revealed no abnormalities; the patient
was considered to be a healthy male infant.
Developmental milestones were moderately
delayed. The child has been enrolled in an
Educationally Subnormal (Moderate) School for
mildly mentally retarded since 7 years of age
(evaluated by Stanford-Binet Intelligence
Scale). No aetiologic evaluation for his retarda-
tion was performed at that age. Dysmorphic fea-
tures were not noticed by that time.

At the age of ten years the patient consulted a
dermatologist about erythematous symmetric
palmoplantar plaques, pruritus and elbow ar-
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INTRODUCTION

Genetic and non-genetic malformation conditions
comprise a great number of variable and overlapping
forms of dysmorphies which may be difficult for clini-
cal identifica-tion and differentiation. This study was set
out to determine the frequency and the profile of con-
genital abnormalities (CA) in the newborns in the
Clinic of obstetrics, Pleven for a period of seven years
(1989-1995). Clinical examination and genetic diagnos-
tic screening for identification of CA, as an activity of
the Medical Genetic Service was applied. 871 out of
19914 newborns (43,7%.) were detected to present CA.
The highest frequency, stated high throughout the years,
comprises congenital cardiac abnormalities (6,88%),
the less-Down syndrome (1,71%.) and Neural Tube
Defects (2,36%,). Structural rates of multiple CA are
comparable to rates reported for similar populations.
Considerable high proportion of all cases were the iso-
lated CAs by system 71,6% (two-fifth of them multi-
factorially determined cardiac CA and Neural Tube
Defects) as a result of minor anomalies encoumered in
the initial data. Following unified selective criteria our
registration approach has been reevaluated in agree-
ment with EUROCAT registries, so that study data
could be comparable and properly analysed.
Approximately 58% of the abnormalities presented rais-
ing genetic reccurence risk most of them preventable
by genetic counselling (prenatal diagnosis). On the
basis of further analysis of numerous factors promoting
cardiac CA occurence, measures for reduction of this
congenital pathology in Pleven should be developed.

Key words:
congenital abnormalities, registration, newborn screen-
ing, genetic prevention
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Congenital malformations are structural abnormali-
ties of prenatl origin that result from defective
embryogenesis or deviation from normal development.
They are the most serious infant pathology, which rep-
resents a significant part of still-births and early neona-
tal death and appears to be one of the reasons for dis-
abilities in childhood.

The aim of this study was to establish the frequen-
cy and pattern of congenital abnormalities (CA) in the
newborn population of Pleven district, and the propor-
tion of anomalies in which genetic factors are impli-
cated, in order to identify the appropriate strategies for
prevention.

MATERIAL AND METHODS

A study of 19914 consecutive live- and still-births at
the Clinic of obstetrics in Pleven district (170 G00
inhabitans) was carried out over a seven year periad
from January 1989 to January 1995, All babies born 10
a resident of the study area were routinely examined
within 48 hours of delivery. All cases of major and/or
minor CA, which were either suspected or diagnosed
within the first few days were registered on a pre-
designed proforma. The diagnosis of CA was based on
clinical assessment by an experienced neonatologist and
clinical geneticist. Given the nature of this conditions,
the clinical examination of infants up to 1 year of age
by a pediatrician from the Department of pediatrics
was used, so that the ascertainment of CA should be
almost complete (special atention was paid to escape
overlapping of cases). For each case, a detailed preg-
nancy and family history was obtained by interviewing
the parents. Chromosome analysis was performed on
all Jiveborn babies with multiple abnormalities or dys-
morphic features. London Dysmorphology Datz Base
was consulted and other appropriste investgutions were
performed when indicated. Necropsy has been camied
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Web-based system for world-wide education in
nutrition of medical doctors: joined action
of the European Union, University network

and ESPEN

Introduction

Rapid development of nutritional science provides
important knowledge that is inadequately imple-
mented into medical practice. Modern knowledge
in nutrition is important for clinicians in a variety of
speciality areas. Nutrition-related medical pro-
blems could not be recognized when physicians do
not use nutritional assessment as part of physical
diagnosis and initiate relevant nutritional cares.
Therefore insufficient knowledge on nutrition is
likely to be linked to greater morbidity, mortality
and cost.

Rationale for a web-based education in
nutrition

To increase the impact of clinical nutrition in
medicine a lot of educational initiatives were

undertaken by a variety of national and interna--

tional nutritional societies and universities. Unfor-
tunately, education in nutrition remains
insufficiently available in Europe as well as in less
industrialized countries.

We have developed a web-based life-long
learning (LLL) system designed to assist medical
professionals to improve their skills in nutritional
assessment and care of patients. The project is
funded by the Leonard Da Vinci European
program (BG/03/PP/166039) until 2006. Then
ESPEN will further support the project. Five
European  universities actively collaborate
with ESPEN to develop computer based program

dol:10,1016/4.lnu. 2004,06.005

and organize courses. The program will be
freely accessible through Internet, thus
providing world-wide opportunity for training in
nutrition.

Program overview

The program applies innovative problem-based
training approach with attractive clinical cases.
The system includes above 50 modules (compulsory
and optional) assigned with credits organized in
specific curricula, which provides individual
portfolio-oriented program of learning. The mod-
ules are structured in a way to combine a
theoretical background with practical cases.
Scientific information about molecular mechanism
of disease and genetic predisposition will
contribute as well for prevention/delay the
development of disease by means of nutrition.
To access new skills each module is provided
with questionnaires. Pass standard and special
requirements are described for passing and certi-
fication with credits for each module. Credit
accumulation allows certification at several
levels: Certificate for nutritional module providing
credits in national CME system, Diploma in Clinical
nutrition.

Conclusion

The outcome of the system is that it will
promote continual professional development of
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Abstract The importance of genctic thrombophilic fac-
tors in the development of venous thromboembolism has
been increasingly recognized. Factor V Leiden (FVL),
prothrombin  gene ion G20210A (FII G20210),
genetic variant C677T of the methylentetrahydrofolate
reductase (MTHFR), as well as the polymorphism A2
(PIA2) in platelet glycoprotein ITb/Illa were recently
discussed. We analyzed the contribution of genetic
thrombophilic factors to the pathogenesis of pulmonary
embolism (PE) and their association with the early onset
and recurrence of PE using DNA analysis methods. In
this case control trial we found thrombophilic genetic
variants in 58.8% of 51 patients with PE. FVL was found
in 23.5% of the patients versus 7.1% of the 98 controls
(p = 0.01), PIA2 NIb/Illa was found in 35.3% vs. 14.3%
(p = 0.03), and FII G20210A was found in 5.9% vs.
2.0% (NS). Patients with recurrent PE had a very high
prevalence of genetic factors, 70.4%. High prevalence of
FVL was found in patients under 45 years of age: 39.3%
(OR = 14.23, 95% CI = 1.58-330.03, p = 0.01) as well
as in patients with recurrent incidence (37%, OR = 7.647,
95% CI = 2.27-26.44, p = 0.001). FVL was also sig-
nificantly higher in the subgroup of patients with PE
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combined with deep venous thrombosis (OR = 6.500,
95% CI = 1.81-23.76, p = 0.002) in comparison with
patients with isolated PE (OR = 2.261, 95% CI = 0.50-
9.69). The carriers of FVL are at higher risk for early and
recurrent PE events. High prevalence of PIA2 in PE
patients evidently shows the impact of this polymorphism
in PE development. A different treatment should be
considered in carriers of thrombophilic defects.

Keywords Inherited thrombophilic genetic factors -
Pulmonary embolism - Risk of early and recurrent onset

Introduction

Pulmonary embolism (PE) along with deep venous
thrombosis (DVT) is a major clinical manifestation of
venous thromboembolism (VTE) (1}. VTE and PE in
particular are considered to be a multifactorial vascular
discase d by envin 1 and genetic risk factors
interacting dynamically. PE causes 10% of death in
hospitalized patients and contributes to another 15% [2).
The lack of sensitivity of clinical diagnosis of PE
impedes its recognition, maintaining a constant level of
incidents. Although the impact of genetic factors on PE
development is recognized [3), there is no accepted
opinion on DNA testing in prevention strategy of recur-
rent episodes.

Since 1965 several hereditary prothrombotic defects
causing VTE have been identified, c.g., deficiencies of
antithrombin, protein C, and protein S, nevertheless they
are rare, occurring in less than 1% of healthy individuals
and 5-10% patients with VTE [3).

Recently, the most frequent prothrombotic genetic
defects in patients with PE were considered to be FVL and

€) Springer
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Association of inherited thrombophilia with embryonic and

postembryonic recurrent pregnancy loss
Petar D. Ivanov®, Regina S. Komsa-Penkova®, Emiliana I. Konova®,
Katia S. Kovacheva®, Maria N. Simeonova® and Jordan D. Popov®

Objectives To investigate the impact of inherited
thrombophilia: effects of factor V Leiden (FVL) and
prothrombin gene mutation (Fil 20210G>A) on the

U nt of loss in ¥ and
postembryonic periods.

Methods A total of 153 patients were anatysed for FVL and
Fil 20210G>A 9 to 9 : 94 women
with embryonic loss prior 10 weeks of gestation and 59

9 the entire first trimester. FVL was significantly

higher only in early felal pericd after starting of the

P but not iated with
embryonic recurrent pregnancy loss. These results
suggested that the first trimester should be viewed
rather as & haterogeneous interval, with different
relation to FVL in the embryonic and postembryonic
fetsl period. Genetic testing should be spplied
according to the diverse contribution of
thrombophiti 10 embryonic and

women with postembryonic (early fetal) loss

between 10 and 14 weeks of gestation. The control group

consisted of 100 healthy women. with at least one
full-term 9! y

FVL p was not significantly
with pregnancy loss prior to 10 weeks of gestation (9.6%)
compared with controls (7%) [odds ratio (OR) 1.41; 95%
confidence interval (Cl) 0.454-4.416, P>0,05), but it was
much more pronounced in women with poslembryonic loss
(10-14 weeks of gestation) = 18.6% (OR 3.05; $5% C1
1,010~9.387, P = 0.047). Fll 20210G>A was significantly
higher in both groups with embryonic (17%) and early fetal
losses (16.9%) as compared to controls (3%) (OR 6.63; 95%
C11.731-20.752, P = 0.003: OR 6.60: 95% CI 1,572~-231.856,
P = 0,006).

Conclusion Fil 20210G>A is significantly associsted with
an increased risk of esrly recurrent pregnancy loss

Introduction

Pregnaney bns botore 200 wecks of zestatan affoons
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of reprodisonnve e, whereas only abone 1-5% of wamen

CAPCHICING TUG 0F OIS consontive presnancy lases

Irecurrent pregnancy doas (R 2L The patholozy of
pregnanes loss i comples sad sl pooey underiosd: 30-
e ofthe miscarriages cannot be oxplancd on the busis of
sembgical, cbocnine, chronumomal s e iesn-
wationes |31 Withen this Large aned hetergencons gronp of

putients. inheneed thaambophil s beheved o be ane of

the reasans Tor RIVE, o pecamaney<sveviated . complic
cations such o precclampaaa, abraptio plioentae, imtean-
terme srom th eetardarion and fenl death [4-71

Mecunames v shasictenzad n changes i the kevels of
procoazuling actoss dibnpezen. prothiombin, Gcton \,

COSTSIIS | 2000 Womers Kiumer Heath | Loowioon Wetams 4 Wiane

postembryonic period. Blood Coagul Fibrinclysis 20:000
000 < 2009 Wolters Kiuwer Health | Lippincott Wilkiams &
Wikkins,

*Dapartmant and Bochamatry Buophytca.
"Dararimans of Mache sl Ganatca, "Canter of Cineal mmunciogy, Usveesty of
Mot ard “Depanment of Otaretns and Gyecoiogy. Uswarsty Mosoesl of

Comespondence ¥ Petie ivanoy, MO. Department of Chamaiyy and Buothematry
303 Phynce and Bophysca. Unwmrnty of Madhona, 1. St Kimant Obvdsks
Swaet Paven 5800

Fas #3579 64 801398 e mad mAnanov i g com

Recewed 18 Aged 7008 Revived 79 September 2008
Accapted 11 Noverter 3008

VIL VHE ING N and NED IR decreased prstein S,
scrpuired  eosistamee o aerive prorein O €ANCY and
impaired Bhrnolses [HCTTE Soch changes fead o 2
phvsiobagical hypereoagulable state and dove fo speaitic
dvnamies of hacmestisis during pregoaney, e o been
antlingd thar carrage of thrombwphilic mutations conld
smrvate the nomal hypercaagibable protile of proge
maney, thas chunging  hacowshnamees of  deewbnad
vessels trnmaesinz thmmbone processes amd vasenbopa-
thy, Factor Vsmd prothroming apare from thein prreoae
wibane Functien, indecd play an cswential mle m el
sllicsson, swoth avewcle probifcation and vasonbogen-
wsis during enbronic devebopaent 121

Phere is woming evalence of the impuct of factor \
Lewden PV and prahsomban gene mntation (<1
202006 A qprevalence 3<7% and 1=3% in whitesban
wderiving pathology of RIPE. FVL 2 a poinr magation
GIOGTIN in foctor Vv oresules in resistanee ol A and

DOt 10 10F7BC 000 1 2eJ28I25450)



17. lIvanov PD, Komsa-Penkova RS, Konova EIl, Tsvyatkovska TM, Kovacheva KS,
Simeonova MN, and Tanchev SY Polymorphism A1/A2 in the cell surface integrin subunit 3
and disturbance of implantation and placentation in women with recurrent pregnancy loss.

Fertility and sterility. 2010; 94 (7): 2843-5. (IF 3.958)

Polymorphism A1/A2 in the cell surface
integrin subunit 83 and disturbance of
implantation and placentation in women
with recurrent pregnancy loss

Polymorphism A1/A2 in the 83 subunit of integrins allt/83 and a'V/83 is implicated in the risk of development of
embryonic and fetal recurrent pregnancy loss (RPL). In 191 women with RPL, polymorphism A /A2 was statis- |
tically significantly associated with RPL at <10 weeks of gestation (29.3% versus 16.4% in controls), but it was
much more pronounced in 67 women with RPL between 10 and 20 weeks of gestation (41.8%), illustrating its role
in recurrent fetal loss. (Fenil Steril® 2010,94:2843-5. ©2010 by American Society for Reproductive Medicine.)

Key Words: Embryonic and fetal recurrent peegnancy loss, integrin aV/§, integrin allbv/g3, polymorphism A1/A2
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Severe obstetri pli such as sp embryonic a pan of allb/F3 imegrin, is involved in the pi of platelet
and fetal loss, i growth dation, and pl | abrup- aggregstion as well (3). Polymorphism (PL) AI/A2 (allele A2)
tion occur in 1% to 5% of all pregi (1). The establish in alIb/@3 integrin |s rupoauble for increased platelet aggngabul-
and d P of a pregnancy depends on the i ity and thrombogenicity (4), ing a low threshold
b the I end and the embryonic cells. 1'he lhe platelets, The toleot PL AI/A2 in the increased risk of venous
of the adhesi ptor integrin aV/33 is involved in boembolism (5) and pregnancy loss (RPL) (6) is
embryo adhesion and impl (2). Inherited changes (1565  still debated. Thrombosis in the intervillous space could be consid-
T>C inthe §3 gene) in the structure of aV/83 could be aplausible  ered a main cause for the impaired nutrition of the fetus and
cause for i s in the p of adhesion, as has been subsequent spontancous fetal loss. Thus, PL AI/A2 could be

a novel thrombophilic risk factor for RPL, along with the previ-
ously established factor V Leiden (FVL) and prothrombin gene
mutation (F11 20210 G>A) (7. 8). The PL AI/A2 genotype has
been found in 18% to 25% of healthy individuals (21, 22).

Our study evaluated the role of PL AI/A2 in the 53 subunit of
integrins aV/83 and allb/83 in the increased risk for the develop-
memt of early embryonic (before 10 weeks of gestation) and fetal
(between 10 and 20 weeks of gestation) RPL. To differentiate
those with double-carrier status, women with RPL were tested
for the most common thrombophilic factors as well (FVL and
FII G20210A).

This 3-year study was approved by the ethics commission for
scientific rescarch activity at the Medical University of Pleven,
Bulgania, The patients and control participants gave written
informed consent. The history of RPL was obtained from medical
records and from interviews with the paticnts.

A total of 258 Caucasian women from the Bulgarian ethnic
group with a history of two or more spontaneous pregnancy losses
before 20 weeks of gestation were included in the study (mean qe
30.2 years). The p were divided in two subg;

10 the blood flow conditions in the endometrium before and ancr
placenta development (9). None of the paticnts had received

antithrombotic or antiaggregant pmphyimuc therapy.

All women with ch 1 ab rine infec-
tions or malf hospholipid sy lupus antico-
aguluu mul(ipk gemnons dubu:s mellitus,  chronic
..,,. or thyroid dysf were excluded from this in-

gation. W with dary ab (who had given

+350-64-801398; E-mail: mdivanov@gmail.com).
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Tzvetan Hristoforov Lukanov, MD PhD,"? Galina Lubomirova Veleva, MD, ;
Emiliana llieva Konova, MD, PhD Petar Dimitrov Ivanov, MD,*
Katia Stefanova Kovacheva, MD, and Dimitur Jivkov Stoykov, MD, PhD®

Abstract

The aim of our study was to investigate the significance of platelet-leukocyte aggregates (PLA) in women with recurrent pregnancy
loss (RPL) as well as to identlfy association between common thrombophilic factors and whole blood levels of PLA in these
patients. We measured PLA by whole blood flow cytometry in 66 nonpregnant women with hereditary and/or acquired throm-
bophilia and RPL, classified to 3 study groups, according to the type of losses (first, second, and third trimester) and 35 age- -
matched healthy controls. Platelet-leukocyte aggregates levels in all study groups were significantly increased compared to the
control group (median values 2.13%, 2.32%, and 2.41%, vs median value in the control group 1.39%, P < .05 for all comparisons),
Women with a single thrombophilic factor and with combi of thrombophilic factors did not differ significantly as
regards the PLA levels (2.13% vs 2.27%, P = .4). This study suggests that PLA may have a role in the pathogenesis of RPL in women

affected by hereditary or acquired thrombophilia.

Keywords
platelet-leukocyte aggregates, recurrent pregnancy loss, thrombophilia, flow cytometry
Introduction Platelet-leukocyte aggregates (PLA) are heterotypic cell

Recurrent pregnancy loss (RPL) is a significant clinical
problem, which affects appmximtely 5% of women of repro-

_ ductive age.' While most cases remain unexplained, thrombo-
¢ phllms have recently been implicated as a potential cause of

RPL.? Thrombophilias are inherited or acquired oondmons
that predispose an individual to form clots inappropriately.’
Maternal thrombophilia together with natural prothrombotic
events during pregnancy may modify the hemostatic balance
in placental capillarics, leading to inadequate fetomaternal
circulation and decreased placental perfusion.* Abnormalities
in the placental vasculature are thought to provoke various
gestational palholognes. luding first- and d-tri

. miscarriage, intrauterine growth mandauon. intrauterine fetal

* § deficiency significantly increases the risk of thrombosis.

v

death (TUFD), and preeclampsia.’

Clinically relevant thrombophilia often is a multigenetic
disorder. For example, concurrent carriage of the factor V
Leiden (FVL) mutation with protein C deficiency or pm:ilr:
Likewise, the simultancous presence of a FVL mutation and
hyperhomocysteinemia may be manifested by severe thrombo-
tic events.'” Moreover, the combination of FVL mutation

"‘ carriage and familial antiphospholipid syndrome is associated

with thrombosis and recurrent fetal loss."?

complexes. The interaction between platelets and leukocytes
manipulates (hcir function in the processes of hemostasis and
inflammation.'* Upon activation, platelets degranulate and
adhere to monocytes and neutrophils, a process mediated by the
platelet surface expression of P-selectin (CD62P),'*'® which
binds to the constitutively expressed P-selectin gl tein
ligand 1 (PSGL-1) on monocytes and neutrophils.'’ Firm
attachment is subsequently mediated by leukocyte CD11b-/
CD18-dependent platelet interactions.'® Platelet-leukocyte
aggregates enhance the proinflammatory and prothrombotic
activities of platelets and leukocytes, Circulating PLA produce
procoagulant, oxidative, and mitogenic substances and can
cause microembolism in capillaries as well as acute arterial
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Pfeiffer syndrome, type 2 - two cases of the Pleven Registry of congenital anomalies
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*Pleven Registry of congenital anomalies, Bulgaria

* Division of Neonatology, University Hospital of Pleven, Bulgaria

Abstract

Pfeiffer syndrome is a rare autosomal dominant congenital disorder with main
features: acrocephalic skull, midfacial hypoplasia, syndactyly of hands and feet, broad thumbs
and big toes. Three clinical subtypes (with different diagnostic and prognostic implications)
have been identified.

We report two cases of Pfeiffer syndrome, type 2 (one of them prenatally diagnosed
and the other one discovered in newborn baby), found through the screening of congenital
defects as an activity of Pleven Registry of congenital anomalies (member of EUROCAT).

Casc 1 was male fetus of terminated pregnancy, following prenatal diagnosis. The
fetal morphology ultrasound in the 28" week of gestation revealed: craniosynostosis,
cloverleaf skull, flat face, exophthalmos, macroglosia, short ribs, deformed spine, abnormally
shortened limbs (micromelia). Clinical examination after birth confirmed the diagnosis
Pfeiffer syndrome type 2.

Case 2 was a boy (born at term 40™ gw) diagnosed with Pfeiffer syndrome type 2 at
birth. The presented multiple malformations were: “clover leaf” skull, craniosynostosis of
coronal suture, midfacial hypoplasia, depressed nasal bridge, high palate; exophthalmos,

down-slanted palpabral fissures, hypertelorism; low-set ears; short neck; broad and medially

deviated thumbs and hallux, clinodactyly V, skin syndactyly II-III toe; short thorax with
sternal depression; anal atresia. Patient died on the ninth day after birth with respiratory
distress syndrome.

The severe malformations, high mortality and problems in clinical management
determine the poor prognosis in most of the cases with Pfeiffer syndrome type 2. The early
prenatal diagnosis is potential for more favorable outcome in cases of these pregnancies with

severe fetal malformations and poor prognosis.

Key words: Pfeiffer syndrome type 2; cloverieaf skull; registry of congenital anomalies;
prenatal diagnosis
Abbreviation: PS - Pfeiffer syndrome
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AKTUBEH CKPUHUHI 3A TEHETWYHA NATONOrUA CPER HOBOPOLEHM -1,
PETUCTPALUA HA BPOREHU AHOMANTUY
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MBA.T = Maesen, “Meanko-reseriina 1adoparopiss.
Rateapa AKyWepCTsao 1 NNICKOI0rHR ¢ KIHNHKA NO HEOHATONOMHA,
*Kareapa lMavoauaronus

Pestome: AkmuBeH ckpunuHe 3a 2enemuvra namonozus Gewe npoBegeH cpeg 29 629 HoBopogemu geua,
npemunasu npe3 Kaunuka no Al u Heonamonozus Ha MEAST - flaeBen, 3a nepuoga 1990-2001 zoguwa.
Peaucmpupanu 6axa 060 1244 cayvan ¢ BA (%uBopogenu, MBOMBOPOGEHU U MEPMUHUPAHU BPEMEHHOCTU),
¢ vecmoma - 42.0 Ha 1000. Bpogesume copgeuu aHomanuu (BCA), ¢ vecmoma - 7.76/1000 u BA Ha Lermpara
Heplra cucmena - 6.85/1000, 6axa nad-vecmume BA. Yecmomama wa gegekmume Ha HeBpaswama mpsba
(AHT) 6 Hawemo npoyuBare, He3aBucumo om 3Havumume korebanua B 2o0guHume (t=2.69; p<0.01), ce
3agepXa Ha cpabrumentio Bucoko KuBo - ¢ ycpegHerna crmolrocm 2.12/1000 u Hal-Bucoka - 3.89/1000 3a
1993 2. CHuxaBane yecmomama wa [HT e 8b3moxHO ypes epekmuBHa nperamanva quazHocmuka u Macobo
BvBexgare Ha akmuBHa npogusakmuka ype3 npuem Ha doaueBu npenapamu (okono nepuoga Ha koruenuus)
Ha Beuwku 6pemenHu Xenu. Pezucmpauusma Ha BA cpeg HOBOpogeHu e eguH om nogxogume 3a akmuBHo
omkpuBare Ha puckoBu cemedcmBa.

KarouoBu gymu: ckpurure, BpogeHu aHoMauy, 2eHeMUYHa Namoaoaus, HoBopogenu.

ACTIVE SCREENING FOR GENETIC PATHOLOGY IN THE NEWBORN POPULATION - I.

REGISTRATION OF CONGENITAL ANOMALIES

Kovacheva K.', Angelova L., Simeonova M.", Tzankova G.?, Yonov M.?, Christova V.7,

Rosmanova R2, F. Pandurski?, N. Slavov?, S. Stoikov?, S. Markova?, M. Karaivanov®

'Medical Genetic Laboratory,

*Department of Obstetrics and Gynaecology, Clinics of Neonatology,

*Department of Pathology, University hospital Pleven, Bulgaria

Summary: Active screening for genetic pathology over a period of 12 years (1990-2001 ) involed examination
of 28 629 newborns at the Clinic of Obstetrics and Gynaecology. Congenill anomalies were detected in 1244
cases (live-, stillbirths and terminated pregnancies) which gives an average incidence rate of 42.0 per 1000
among the studied population. Congenilal cardiac anomalies and CA of the central nervous system were the
most common types of isolated CA. They provided frequencies of 7.76 per 1000 and 6,85 per 1000 cases
respectively. The incidence of the neural tube defacts (NTD), particularly, varied throughout the years (t= 2.69;
p < 0.01) but stated high - on average 2.12 per 1000 with the highest rate of 3.89 per 1000 in 1993. A reduction
in the incidence of NTD is possible with a recommendation of periconceptional folic acid supplementation.
Registration of CA is a strategy for identifying families at risk to give births of child with CA. This approach
enabled us lo provide more accurate genelic counselling and prenatal diagnosis for genetic pathology. Active
screening of newborn population is likely to be an effective and necessary service.

Key words: screening, congenital anomalies, genetic pathology, newborn.

Beaka ronusa B csera ce paxaar okono 3-9
MUNKOHa aeua (2-6 % OT HOBOPOAEHUTE) C BPOAEHMN
anomanuu (BA) # reHeTMuHU 3a60NABAHNA, HAKOU
OT KOMTO NPEACTaBNABAT CepHO3eH 3ApaseH
npo6nem. B cTpaHu, KbRETO CMLPTHOCTTA M
3a60NAEMOCTTa OT MHGEKUMOIHWM 3a60NABAHNA W
HeQoxpaxHsaHe ca peayuupady, BpPoAeHUTE M
reHeTuyHu 3a6oNABaHWUA HanNoOCNeadK ce ort6e-
NR3BAT KATO BaXKHA ob6nacT 3a nopobpasaHe Ha
UOBEWKOTO 3apase (6). Yecrorara Ha BA B passu-
8alMTE Ce CTPAHU HE Ce OTNKHABA CHUIECTBEHO OT
Tazu 8 PasBUTMTE CTPaHW. 3APaBUAT UMNAKT Ha

spoaeHute nedext obave, @ NO-BMCOK B PA3BU-
BawuTe ce CTPaHu, nopanu OTCLCTBUETO Ha
aeKBaTHa reHeTHYHa CNyx6a, KOATO pa obcnyxea
3acerHaTturte aeua u TexHuTe cemencrsa.
CKPUHUHIBT 32 reHeTuyHa navonorus cpen
HOBOPOAEHW € EAHO OT rNaBHUTE HanpasNeHus 8
fenHocTTa Ha Meauko-reHeTuyHara cnyxba Kum
MBAN - MNnesex. Toi ce u3sbpwsa 8 Tpu nocne-
n[oBaTenHy erana:

+ Perucrpauma Ha BA u reneTuunn nedextu cpen
HOBOPOAEHM;

* MBHETUYHA KOMCYNYAUMA Ha CEMBRCTBATA Cue
3acersarvo nere;
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AKTUBEH CKPUHIHI 3A TEHETUYHA MATONOMNA CPEQ HOBOPOREHU - II.
TEHETUYHA KOHCYNTALUSA W MPEHATANTHA AWATHOCTUKA TPU PUCKOBU
CEMEINCTBA

K. KoBaueBa, /1. AHzenoBa, M. CumeoHoBa

MBAI-MTaceen. Meano-1enetnina 1a0oparopha

Peaiome: Akmubien CHPUKUHE 33 26HEMUYHE Namoao2us Gele npoBegen cpeg 29 629 HolopogeHu geua.
npemuranu npes Kaunuka no Al u Heonamonozua Ha MBEAN - NaeBex 3a nepuoga (1990-2001). Peaucmpupary

Gaxa 06O 1244 cayuas ¢ BA (¥uBopogesu, mepmBopogesu u
42.0 Ha 1000. OBWUAM GAA HA 2eHemuKUMe npuvuRy 38 BA
(13.2%), myamudakmopHO GeMEPNMUKUPAHU CLCMOAKUA - 449 (36.1%).

cayvan (5.6%), moHozenu - 164

MeprUHUPAHY GperteHHocmy), ¢ Yyecmoma -
Gewe 54.9% (683 cayvan). xpOMO3OMHU - 70

Fenemuyro koKcyamupare 6ewe npoBegero npu 560 om Geuvku 1244 (459%) cunpyxecku gBolku, koumo ca

pogunu geme ¢ BA. B uscaegbarus nepuog om Bpeste npu

110 (44%) peanusupary GpemMerHocmuy, bewe

u3Bspuiena npexamanka guasHocmuka, kamo 90% om GperteHHocmume 3a8LPWUXa C paXigaHe Ha 3gpatbo
geme. AkmuBsusm ckpusune 3a BA Ha noBopogenu npegemaBanBa nagexgen Hauun 5a omkpubane Ha puckobu

cemelicmBa. Mpobexkgaremo ey,

nocAegBaHOo OM 2eHEMUYHAMA KCHCYAMAEUUR U 114, 20 ym8ppxgaba kamo

epekmuBeH Nogxog 3a npodurakmuka Ha 2eHeMUYHA NAMOAOSLA.
KarouoBu gymu: CKPUHUHE, 2eHEMUYHE NAMOAG2UA, HOBOPOGEHU,2BHEMUYHA KOHCYAMAUUSA, NPeHaMaHa

guagrocmuka

ACTIVE SCREENING FOR GENETIC PATHOLOGY IN THE NEWBORN POPULATION-II. GENETIC
COUNSELING AND PRENATAL DIAGNOSIS OF AFFECTED FAMILIES

Kovacheva K, Angelova L, Simeonova M

Medical Genetic Laboratory, University hospital Pleven, Bulgaria
Summary: Active screening for genetic pathology over a period of 12 years (1990-2001) involved examination
of 29629 newborns at the Clinic of Obstetrics and Gynaecology. Congenital anomalies were detected in 1244

cases {live-, stillbirths and terminated pregnancies}

which gives an average incidence rate of 42.0 per 1000

among the studied populaticn. Chromosomal abnormalities were diagnosed in 70 cases (5.6%), single gene
conditions - in 164 cases (13.2%), multifactorially determined conditions - in 449 cases (36.1%). The total
geneltic contribution of all recognized cases with genetic conditions was 54.9% (683 cases). Genetic counseling
was provided (o 560 out of 1244 (45%) couples who given births to affected children. During that period prenatal
diagnosis was performed on 110 (44%]) pregnancies and most of them (90%) ended successfully (heaithy child
was born). Our strategy for identifying CD by active screening enabled us o provide more accurate genetic
counselling and prenatal diagnosis for genelic diseases. Screening of newborn population is likely to be an

effective and necessary service.

Key words: screening, genetic pathology, newborn, genetic counselling, prenatal diagnosis

Bcaka rofivka, B CBeTa ce paxpaar okono 3-2
MUAHOHA Aela (2-6% OT HOBOPOABHWTE) C BPOAEHN
aHoManuu (BA) U reHeTuuHH# 3a60N128aHKA, HAKOU
OT KOUTO NPEeacTasnasar Cepuo3eH 3apaseH
npo6nem (5). Mpodunakmukara Ha BA moxe na ce
M3BBPWKM NO PA3NKYHU HaunkKu. MepBUYHNTE
nporpamu 3a npodunaxrtuka ce 6asmpar Ha
ofpazoBaHe Ha OGWECTBOTO 3a ChuecTeysawy
pUCKOBE, NO OTHOWEHWUE Nanexa aHomanus/
3afonasade Npeai KOHUENUHUa U NPeHaTanHo,
MNpodunakTukara, OCHOBAKE KA PENPOAYKTUBHOTO
nosefeHue, BKNUBA MHPOPMAUKA 3a Teparo-
reMHiTe GaKTopH W NPeKaTankiia CKPUHKMHN 3a BA.
CouulecTeyBaAWMUTE NPOrpamMi 3a OTKPUBAHE 1
perucTpauus Ha BA npu pawaaxe, ¢ nocnensawo
PaHHO NEUYEHNe Ha HAKCHK OT T8X, NPEACTaBNABAT
BTOPUYHA NpodunakTuka (7).

T e T

R0 ey YO

CKpMHMHrbT 34 reHeTU4YHa NaTonorvAa cpen
HOBOPOAEHN € NOAXCA 3a aKTUBHO OTKPHBaHE Ha
ceMencTBa C pPUCK 3a paxaaHe Ha aere C
onpeaeneHa BA nnu reHETUHHO PAasCTPONCTBO. Toi
ce W3BLPLBA B YPU NocnepoeaTentn erana:

W pervcrpauva Ha BA cpen HOBOPOAEHW,

B reHeTHUHa KOHCYNTAUMA Ha CEMENCTEATA Cue
3acerHaro nere;

B NPOCNeARBaHe ¥ NPeHaTanHa AMarHocTHKa Ha
crnepsawy pruckosy OGPEMEeHHOCTH B Te3u
cenencTsa.

AKTUBHUAT CKpUHKHE 32 BA € eHO OT rnasuute
Hanpaenekks B AeMHOCTTa Ha MeanKo-reneTuuHaTa
cnyxba xum MBAI - MneeeH.

Llen Ha HacToAWETO NPoOyyYsBaHe € na ce
onpenenw:
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TEPMUHWPAHYN BPEMEHHOCTY MOPAZV BPOJEHN AHOMANNN HA NNOJA ~
ENEMEHT OT PETVICTPALIMIATA HA BPOREHN AHOMAANN

K. Koeayesa', M. CumeoHoega', C. Cmolikoe?, H. Cnaeoe?, ®. [TaHdypcku?,
W. Bup3aawku?, W. Monoe?, C. Mapxoea®

] - Ceruna MeauiHeka reHeTnsa
2 - Kareapa AKYWEPCTRO 1 THREKONTOTHA
VMBAL. MY - Macack. Hansauureacn anpextop - ou. B. Tonopos, am

Pestome:; [Nogedemo E8ponelcku peaucmpu 3a 6poJerU aHoManuu (BA) cubupam dannu u pecucmpupan
BA cped xugopodenu u MbPMEoPodeny Jeya u 8 npexscHamu BGpemeHHocmu, nopadu NPexamanuo
yemawoseru BA. Lien Ha npoy4eanemo e da ce da ce ananuaupam BA @ meprmunuparu bpemexsocmu no
MEAUUUHCKU NOKA3AHUSA, Kamo eleMeHm Ha Pe2ucmpayuama Ha BA npogexdana 8 YMEAS, MY - lneeex.
Cped 21 202 paxdaHus MOHUMOPUPSHU 33 nepuoda 1996-2005 20d. 6axa peaucmpupanu 679 cnyyea Ha
BA, ¢ 06wama vecmoma - 32/ 1000 paxdakus. YcmaHogexume BA cnoped uaxodume Ha 6pemenHocmume
6axa 620 8 xueopodenu (91.3%), 36 e mupmeopoderu deua (5. 3%), 23 8 mepmuHupaHu Epemennocmu (T6)
(3.4%). Mpeobnadasawama wacm (61%) om cnyvaume Ha T6 6axa nopadu uszonupaxu BA, ycmaHoseHu
npenamanto/c ¥3 u no-paoko nNpu MHOXECMEeHU BA, Hat-wecmume BA, ycmarioseHu cned ¥3 npenamansa
duazHocmuxa b6axa deghokmume Ha Heepanwama mpuba (AHT) - ocHosHa npuvuna 3a Tb (52% om
cnyvaume). Huckuam dan xa mosu 6ud BA e T6 (1/3), @ cpasienue ¢ dena ur 6 xugopodenume deua (50%)
2080pU 38 UHCYULUEHMHOCM Ha NpeHamaniama duazrocmuxa Ha [HT, kamo yacm om pezucmpayuama i
ua BA npogexdana e YMBAS, MY - Mneeen. NpeHamansama duazHocmuka Ha BA NO360NACA, HABPEMEHHO
2@HEMUNKO KOHCYMMUPAEHE Ha 1alKama, 8KMoNEaWwa uHOPMaYUs OMHOCHD HeoKamanuama npo2HO3a U
pucka 38 noemopexue npu cnedeawyu EpemenHocmu U 6. 1@ Ha ad MHO PEWEHUE 33 EGENMYENHO
npexbeeane Ha BpeMeHHOCMU ¢ mexKu BA U € NTowa Npo2Ho3a.

Kniowoeu AyMu: MepMuHupasy 6peMeHROCMU, 8pO0EHU BHOMANUU, Pe2ucmpayua

TERMINATED PREGNANCY FOLLOWING PRENATAL DIAGNOSIS OF CONGENITAL ANOMALIES -

A PART OF REGISTER OF CONGENITAL ANOMALIES

K. Kovacheva', M. Simeonova’, S. Stoikov?, N. Slavov?, F. Pandurski?, |. Barzashki*, J. Popov?,

S. Markova®

1 - Section Medical of Genetic

2 - Department of Obstetrics and Gynaecology

University Hospital - MU - Pleven

Summary: The most of European registries of congenital anomalies (CA) collected information of CAin
livebirths, stiflbirths and terminated pregnancies foliowing prenatal/ ulfrasound diagnosis. Objectives: to assess
terminated pregnancies after prenaltal/ ultrasound diagnosis of CA as a part of register of CA performed in
University Hospital-Pleven. Among 21 202 births monitored during the study pericd (1996-2005), 678 CA
were detected. The total prevalence of CA was 32/ 1000 births. The outcome of pregnancy for all cases of
selecled CA by register was 620 livebirths (91.3%). 36 stillbirths (5.3%). 23 terminated pregnancies (TP)
(3.4%). The percentage of pregnancy termination was higher in the case of isolated anomalies, mainiy leth
and CA associated with a low survival rate (61%), than with multiple ones. The most common CA delected
after prenatal/ ultrasound diagnosis were neural tube defects (NTD) - the main reason for TP (52% of cases)
The low proportion of these CA in TP (1/3) compared lo their proportion in livebirths (50%) demons!rated 37
insufficiency of prenatal diagnosis of NTD as a part of register of CA performed in University Hospital-Pigven.
Prenatal diagnosis of CA allows an early genetic counseling of mother presenting information on neonatal
prognosis and recurrence risk for subsequent pregnancies. It helps family to take an adequate decision for
termination of pregnancy with bad prognosis about heavy fetal CA.

Key words: terminated pregnancy, congenital anomalies, register
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Late Effects After Treatment
of Childhood Malignancies
lv. Shtarbanov

One of the visible indicators of the medical science
development is the continuous increasa in the number of patients
survived from malignant disease. A classical example is the fact
that in 1960 the number of children survived from leukemia was
3%. In the middie 70’s this number increases to 60% And today
itis 85%.Generally for all patients sutfering from solid tumors the
survival percentage is about 50% of the diseased.

At every moment one from every 450 adolescents and
young adults is surviving mafignancy.

The grewing number of survivals focuses attention on long-
term and late effects of the treatment,

Key words: late effects, treatment, chidhoohd, malgnancies
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Pre- and Postoperative Care

of Pediatric Liver Recipients.

Bulgarian Experience

Ch. Zhelev, E. Panteleeva, A. Tzvetanska,

A. Mihova,

Purpose: Orthotropic liver transplantation {(OLT) is
established as the standard care for end-stage liver
disease in developed world. In the developing countries
the appropriateness of such costly interventions has been
questioned. We undertook an analysis of liver transplanted
Bulgarian children in order to establish the outcomes of
transplantation service in the Pediatric University Hospital,
Medical University in Sofia, Bulgaria,

Methods: This is a retrospective review of pre-operative and
post-transplantation management of 30 Bulgarian children.

Result: Seventeen children have been liver transplanted
abroad, after 2004 - 13 cheldren in Bulgaria. The patients were
transplanted most frequently for biliary atresia, PFIC, CHF,
Aagilte syndrome. Eleven children received deceased donor
(DD) hivers, 19 received living donor organs. The patient survival
post-OLT is 89,8% after 1 yr. The most frequent late onset
complications are SMV and EBV related, At the present time
allthe chiidren have normal physical and mental development,
they have good quality of fife.

Conslusion: We find several factors dependant on
the pediatrician that predict the successful outcome: early
diagnosis, close monitoring and treatment of the complications
of the end-stage liver disease, management of nutrients and
vitamines deficiency. Living donor transplants are a good
option for Bulgarian children.

Key words: liver transplantation, end-stage lwer disease,
donor, immune Suppression

Address for correspondence:

Obesity and Overweight Prevalence
Among Children and Adolescents From
the City of Varna

S. Galcheva, V. lotova, K. Petrova,

V. Stratev, V. Tzaneva

Childhood obesity is a worldwide problem, reaching
epidemic propertions. It is a chronic condition, influenced by
genetic, metabolic, psychosocial and other factors, The aim of
the study is 10 assess the overweight and obesity prevalence
among children and adolescents from Varna and its correlation
with some risk factors.

Body height, weight and waist circumference were
measured in 3810 children aged 5.5-18.5 years. The presence
of overweight/obesity was defined using the 10TF BMi
reference for children. A questionnaire, filled in by the parents
of the participants, was used to obtain data about risk factors
predisposing to the development of obesity. All gifls older
than 9 years of age were asked for their menarcheal age in
the presence of menstruation,

Resuits: The overall prevalence of overweight/obesity
was 28.9% (20.4% for overweight: 8.5% for obesity). An
increased BMI-for-age had 29.7% of the boys and 27.9% of
the girls. Overweight/obesity presence showed a significant
dependence by higher birth weight, increased parental BMI
and family history of obesity (p<0.0001). It was connected with
decreased frequency and duration of physical activity (p=0.001
and p=0.010, resp.) and increased consumption of soft drinks
(p=0.035). The last risk factor correlated with daily television
viewing (p=0.007) and compester time (p=0.002). In girls with
overweight/obesity the menarche was achieved significantly
earlier compared (o those with normal weight (p<0.0001).

Conclusion: In order to combat the obesity epidemic
differentiated interventional programs are needed, taking into
account the influence of the commonest population-specific
risk factors for developing childhcod obesity.

Key words: obesily, overweight, prevalence, childhood, risk
factors

Address for correspondence:
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9010, Varna
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Genetic Counseling of Families with
Congenital Anomalies

K. Kovacheva, M. Simeonova

The aim of the study was to assess the needs and the provi-
sion of genetic counseling (GC) to the families with congenital
ancmalies (CAs).

The cata source of the study was the regional poputation-
based registry of CAs in the Pleven region. Over the period
of 1988-2008, 47 622 births were surveyed and a total of 1 225
cases of CAs were ascertained. In the cases of congenital
anomaly, GC was provided to the affected famities, The GC
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included: family history and pedigree, diagnosis and Prognosis,
risk assessment, communication and discussion; reproductive
options, prevention and support.

Familial data were established in 56% of all cases with
CAs. About 58% of isolated CAs represented conditions {e.g.
congenital heart diseases, neural tube defects) with multifac-
torial mode of inheritance. Approximately 4% of these cases
demonstrated familial characteristic, the data corresponding
with low recurrence risk (2%-5%) in this group. Most (78%) of
the cases with single gene malformation syndromes repre-
sented conditions with a high recurrence risk (25% or 50%),
and 28% of these cases demonstrated familial data. About
70% of all families revealed by the registration of CAs required
GC. Competent genetic information was provided to 678 (55%)
out of 1225 couples who have had a baby/pregnancy with
CAs and to 80-90% of the affected familios with 2 high risk for
future pregnancies.

The registration of CAs is a useful tool for prevention that
gives opportunities for identifying families with a high recurrence
7isk, offering genetic counseling and prenatal diagnosis.

Key words: genetic counseling, tal anomales, re-
gional registry, familial data, recurrence risk

Address for correspondence:
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Indications for B-r-Hu-erythropoietin
Therapy of Anemia of Prematurity and
Hypoxia-inducible Factor /HIF/

T. Pramatarova, B. Slancheva,

L. Vakrilova, N. Yarakova, A. Dimitrov

S. Hitrova, P. Radulova

Background: Hypoxia-inducible factor /HIF/1.24 is a
transcription factor, which regulates not only erythropoietin
synthesis, but also other growth factors and enzymes mobilized
in hypoxia. Data from many reports concerning the therapy
effect of recombinant human EPO /r-Hu-EPO/ in anemia of
prematurity are conflicting and the issue of optimal stant of the
therapy remains unsolved. The aim of the present study is to
establish indications and the optimal time to start the therapy
with r-HU-EPO in anemia of prematurity.

Materials and methods: Seventy premature infants, bom
before 33 gestational week and birthweight < 1350 Q were
treated with r-Hu-EPO for a 3-4 week period. The infants were
separated into two groups and hematclogical variables (Ho an,
Ht %, Ret %, Platelets x 10%1) were followed in dynamics.

I group (stant of the therapy - Hb <106 g/, Ht < 31%)

Il group (start of the therapy - Hb >105g/1 , Hi >30%)

Il group(20 premature infants , < 33 gestational week and
birthweight < 1350 g, nontreated with r-Hu-EPO, with Hb 110-
120 g/ Ht 28-32%, was measured blood lactate).

Results and lusion: Our data show that decrease of
Hb <110 g/l and Ht <31% lead to activation of erythwopoiesis

and megakaryocyte. Our study demonstrates that Hb levels
116,4 4,6 g/l lead to elevation of blood lactate 2,9 + 0.9 mmol/l
as an indicator of activated HIF and anaerobic glycolysis. Our
conclusion is that optimal start of r-Hu-EPO therapy in anemia
of prematurity is at Hb 110-120 g/l and Ht 31-32%. These Hb
and Ht levels are low enough to activate HIF and high enough
for avoidance of RBC transfusions.

Koy words: anemia of prematurity, B-r-Hu-erythropoietin,
hypoxia-inducible factor /HIF/
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Epidermal Nevus Syndrome -

Rare Phakomatosis with Different Neu-
rological Manifestation

in Two Children

P. Dimova, G. Saralieva, V. Bojinova

Epidermal nevus syndrome (ENS) is a rare phakomatosis
with multisystemic character. Intellectual deficit, epilepsy
and movement disorders are manifestation of various
neuropathological lesions. We present two children with
ENS manifesting different neurological picture. The first
patient, boy aged 13 years, has three sebaceous nevi on the
left, hemihypertrophy of the left skull and face, congenital
anomalies of the left eye, MR of the brain demonstrates left
hemisphere hypoplasia with microcystic and gliotic lesions.
MRA and Doppler sonography revealed no cerebral vascular
mallgrmations, and the sole clinical manifestation consists
of two episodes of migraine-like headache with aura and
neurological hemideficit. No epileptic seizures are present,
and EEG demonstrates interhemispheric asymmetry without
epileptiform activity. The second child, a girl aged 6 years, has
microcephaly, sebaceous and linear-verucous nevi on the left,
left facial hypertrophy, muttiple bilateral eye anomalies, and left
leg hypertrophy with local hyperthermia. Severe generalized
muscular hypotonia, asymmetric quadripyramidal syndrome,
deep cognitive deficit, and epilepsy of the Lennox-Gastaut
syndrome type with EEG correlation are the main neurclogical
signs. MRI reveals left hemispheric atrophy and round tumor
formation with calcifications in the left maxillar sinus, These two
cases demonstrate the variable severity of the central nervou
system damage in this rare phakomatosis with pathognomonic
skin lesions,

Key words: electroencephalography, epilepsy, epidermal
nevus, magnetic resonance imaging, migraine
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CBbp3anu ¢ MoHOrpadusTa

24. KoBaueBa
K., M. CumeonoBa, A. Boikosa, B. Atanacosa, M. Monos, C. Croiikos,
bbp3amku, P. P - o
. Po
, cMaHoBa. JlmarHosza u npoduiakTika Ha JepeKTUTe Ha HEBpaJHa TphOa —

Kb ?
ne cme uue? (Mo AaHHH OT PerucTbp 3a BpoaeHH aHOMajauH B IIIEBEHCKH PETHOH)
AxkyurepctBo u ruHekosnorus, 50, 2011, 4, 30-34. (SJR 0.113)
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JIMATHO3A U IPOQUAAKTUKA HA JEQEKTUTE HA HEBPAAHA TPbBA =
KbJE CME HUE?
(no gaHHu om Pezucmvp 3a BpogeHu aHomaAuu 8 MaeBercku pezuoH)

K. I{oeaweea'. M. Cumeonosa', A. Bunkosa’, B. Amanacoea®, M. Morog?, C. Cmoiikoe?, Y. Bupaawky’,
P, Pocmaroea’

1 Cexuma MCauUMHCKD FeHCTHKD
2 Kateapa AKYMICPCTBO H FHHCKOAOTHA
VYMBAJ), MY = [acsen

Peziome. Uenu: fa npedcmasum HAKOU KNUKUYHU U enudeMuonoauiHu AaHHU, Kacaewu duazHosama
u npogunakmurkama Ha dechexmume Ha Heepana mpuba (QHT), Gazupanu Ha Pezucmup 3@ 8podenu
anomanuu (BA) @ [neeeHcKu pesuoH, Ja aManu3upamMe: Hawume BanHl, KamO 2U CLNOCMARtNA & AaHHUmS
om dpyau pezucmpu @ Espona. 4

Mamepuan u memodu: M3expweHa e nonynayuokr+o-6asupana peaucmpayua Ha BA (MpudbpKawsa cv
KM U3UCKEaHUAME Ha EUROQCAT) npu xugo-, MupmeupodeHu deua u e ApexseHamu GpeMexrocmy (cned
npexamanHa JuasHo3a) Ha MEPUMOPUAMa Ha YMBA/), MY, Mneeen. CkpuHUpanu ¢a 47 622 paxdanus 33
nepuoda (1988-2006).

Peaynmamu: YcmaHoGeHU Gaxa o6wo 107 cnyvas ¢ AHT. Om 96 cnyyasn ¢ usoNupar [RT, duagnosama
Gewe ycmaHoseHa npeHamantio (npexscHamu GpemexHocmu) 8 20% om maAx U NOCMHamanio (8 Ku6O-
supmeopodenu nnodoae) - 80%. Mzonuparume AHT 6axa cped nad-vecmume BA, ¢ dan 8% om ecuYKy
cryuau u vecmoma 2 Ha 1000 paxdaHun, MeHemuyHomo KOHCYNMUPEHE YCmaHosu JaHHU 38 PaMUnnocii
(npeduwro deme/EpeMeHHOCM ¢ [IHT) 8 oxono 7% oI, cemedcmeama. Ha cemedcmeama Gewe ocuzypeHa
npenamankxa duazHo3a Ha cnedeawy GpemenHocmu, +amo 7% om max NOKa3axa namonozuyeH pesynmanm
(nosmopsieocm 3a JIHT).

Faxnoverue; Neexmums HA, HeapanKa mi bba Ca CPES HBU-HECTIUME GPOUEHU Joifies
JdemoHCMpUPaxa OMHOCUMENHO gucoka vecmoma i [11eeeHCKU PESUOH. [lanHume om HACINOAWOMU
npoy4sarHe Hacoseam GHUMAaHUEMO KbM HeoBxo0umocr 0m O OoPMAHE Ha oghuyuania nonuMuka Ha Halwams
cmpawxa, no omHoweHue npoghunaxmuxkama Ha [IHT (3amec mumenHus npuem Ha (honueea Kucenuxa v
npeHamanHuA CKPUHUKE 38 BA).

Knowosu Oymu: deghexmu Ha negpanHa mpyEa, yecmoma, DEZUCHANEH PEUCMEP. 2EHEMLINIE
KoHCYNMayus, npocpunaKmuka ’

DIAGNOSIS AND PREVENTION OF NEURAL TUBE DEFECTS — WHERE ARE WE?

(DATA BASED ON THE REGISTRY OF CONGENITAL ANOMALIES IN THE PLEVEN REGION)

K. Kovacheva’, M. Simeonova', A. Valkova’, V. Atanasova’, M. Yonov’, S. SU0IKOIT, i, Bulana.

R. Rosmanova’ :

1 Department of Medical Genetics

2 Department of Obstetrics and Gynecology

University Hospital, MU, Pleven

Abstract. Aims: to present some clinical and epidemiological data, concerning diagnosis and prevention
of neural tube defects (NTDs), based on the registry of congenital anomalies (CAs) in the Pleven region; to
analyse our data comparing with the dala of ather registries in Eurepe

Materials and methods: The source of the dala #as the regional population-based regisiry v Cas (s
live births, stillbirths and terminations of pregnancy ‘ollowing prenalal diagnosis) usig crilerie GECUrd,
to EUROCAT recommendations. During the study p=riod 1988-2006, 47 622 births were surveyed in the
University hospital, City of Pleven.

Results: A total of 107 cases of NTDs were ascertained. About 20% of the cases with isolated NTDs were
in terminations of pregnancy following prenatal diagnosis. in 80% of the case the diagnosis was ascerfained
in liveborn and stillborn fetus. The isolated NTDs were among the most common CAs, with @ proporiol Gi
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YKUBOPOJIEHUTE U MSCTOTO UM B CTPYKTypaTa Ha HeoHarainHata cMbpTHocT — BMU, IlneBen

(1993-97). AkymiepctBo u runekonorus, XXXIX, 2000, 2, 20-23. (SJR 0.103)
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20 AKywepcrao n rMHEXONOruA

BPOJEHH AHOMANTHH CPE]] XXHBOPOAEHHTE M MACTOTO UM B CTPYKTYPATA
HA HEOHATA/IHATA CMbPTHOCT - BMM, NNEBEH (1993.97)

K. Kosauesa, M. CumeoHosa, M. MioHos*, P. PocmaHoea*
BMU - MNacsen. MEHKO-ICHETHHCH UCHTLD. ® KuTeapit W AKYILCPCTHO 11 | iirera 0rs

Pesrome: UeN «d NDOyNBANETO € L& CC CNOGRENt “EITL 8 E 2 IPOSSHITE SHdwant’
CTR/KTYPATE HA HEOKATANNATE CHMBPRTHOCT 11 MACTOIS rié BRI "0 dnOIQni CROIG B i e .
AEUE NpeHaN Npe3 HeoHTONOriA - BMIA - MResew 3d S 0us 19831997 ¢, npu 322 (2.7 1%, ;J DETHCIER AN BN
10 xapaxrep BA, & 171 (14.4%) peya or scusKkn P £& HoMite-anit 33 BPEMeTo Ha NPASTSA Cvr, 20 28 Aon Cinea ,‘m..and 8
CTDYRTYDATE HA NEONATANNATE CBPTHOCT (HC) 8002wO MACTO aﬁ"l’&’ HEWHPORUINOINET CENOADEEME METIN0TAR H ERpL A0
WITE GHOLIGIHN, C LAHOTO OfN3KA QANOBE (CrOTBE I 28.77: it 27.57 1) Han~@CTH CPER BA, H i it CRILG? £ 11GONET i 15,18
MEPHOL. C8 IAHONKOCTBONHTE MANPOPMATHE N CrnAICHN i BA Ha Cb,,,qewo-cmosara crcrena

NaREBAUMAT ARN HA BA C réneTivma CENCEE 164 %) NOANEETABA JHANEHARTO KA PE(. ' EaLiR10 #3 BA CpaR AP it
FENOTHYNETE KOHCYNTAUMA HE DHACKCBHTE CEMEHCTBA KATO NOLXOAN 34 CHHMABANE Ha HC,

K.Kovacheva, M.Simeonova, M.lonov, R.Rosmanova
CONGENITAL ANOMALIES AMONG THE LIVEBORNS AND THEIR IMPACT ON THE
NEONATAL MORTALITY - MEDICAL UNIVERSITY, PLEVEN (1993-97)

Summary: The aim of the study was 1o dotermine the lrecuency of the congenital anomaies (LA gmong 1N LEDDNS
(L8). e simcture of the neonalal mortality {N&) and ite :mpact of Longenial anomakes o v Cingen:d aniind s nEid
found in 171 (2,71%) of 11902 infants boms and nospitaized ai the Chnics of Neonalology-Pieven between 1993 and 1897
171 (14.4%:0) of ali LB died in 28 day after celivery. Uninfecrious lung patoiogy and CA were responsitie lor respectively 28.7%
and 27,5% of these deaths and we:e 11:e main causes of NM. iuitiple congenital anomalies and CA of cardig-vascu'a- sysiem
were (he most frequent CA thal caused these deains. The mayor part of the CA with genelic 5as.s (64%) empnases e

imporiance of the registration of CA and the genetic counseling for deciimng the NM rate.

HanpeabKLT B Pa3BUTHETO HA NepuxaranHara nena-
yvHa, B CBETOBEN Malab noseae N0 3HAMATENHO CHu-
MaB2HE Ha NEPUHETANHATA AeTCKA CMBPTHOCT, KOETO €
rNAEHO 3a CMEeTKa Ha peluexuTe npobnemu ¢ nkpexum-
03HaTa NAToNorkA M XpaHeHeTo, MupPseo MACTO Cpeg npu-
YAHATE 33 NEPUHATANHA CMBPTHOCT B T@31 CTPaXu 3ae-
Mar BPOAEMNUTE AHOMANMK, C ARN OKONO 30%e, KaTO Teu-
AEHUMATA NOKa3sa, Ye Npea nocneaHdTe rofvHs spo-
[EeHUTE aHOManuu €a NBa NbTK NO-YecTa npuykHa 3a
HEORATANKA CMBPT, OTKONKOTO 32 MbPTEC pamiane (8).

Llen Ha HACTOALWLOTO NPOYNBaHEe & A3 ce onpeje-
o

1. YecTorara | CTPYKTYpara #a BPORENMIE araMa-
NViK CPEA MMBOPOAGHNTE QBUA 38 S5-TOANWEH NEProA.

2. CTpyxTypara Ha HeOHATANHATA CMBPTHOCT 1 3Ha-
HEHMETO HA HAKOM QaKTOPK.

3. MBCTOTO Ha BPOREHWUTE AHOMANMK CPEA NDUUHN-

" 1@ 33 CMBPT B HEOHATANHMA NEPUOA.

Marepwan v meToamn

Mpoy4BaHETo € PeTPOCTIEKTHBHO 1 obxaawsa 11 802
KUBOPOAEHU AeUa, NPENMUHANK NPe3 KnuHika Heowa-
TonorvR, BMM - Mnesex 2a nepuona 1993-1997 roam-
Ha. 3a xusopoaenu (KP) npuexme scvyxy feua noka-
3anu NPU3HALM HA MUBOT NPK PAXKAAHETO W Texawm
wan 500 rpama, Beuuxv aeya ¢ spoaeny aHomanuu (BA)
GAXa KOMCYNTHPAHI C FEeHETIK 1 NPY HeODXOAMMOCT Cbe
CHOTBETHU KNuHWUHHK cneumanicTv. Npu XP ¢ mHoxec-
TeeHW BA, C OfNeR YTOUHABAHE HA KIMHUKO-reHeTHHa-
1a avarroza GAxa NPoBeaeHM AONLNHATENHO XPOMO30-
meH, Guoxummyen anana3 wiunu cnpaska ¢ LDD Gusa
panmu, Peructpupanure BA 6axa nonpasneneri CTpys-

TYPHO Ha BE FPyNRun = EAAMANKEA (RO CHCTEMIS) v rnD-
xecreeri. Cnea eTHONOrUHHG 3RCHABAHE, NOCHESHM-
e GAXa KaTeropuanPamm B IMKOXECTBeHK MANDOPMATE
11 cunppony (MMC) C: xpOnO30MHa, MHOTOTEHHA, ex-
307@HHA, HEACHA THONOMMA ¥ CoC CNOPAANYEn XapaKs
Tep (BKN. CEXBENUMA W acourayym).

NpK HANKHMAE KA CMBPY 8 NEPUOAA HA HOSOPOLEHO:
10, NPHYAMNTE 33 HEA ONPEOENMXME Bb3 0CHOBA Hé niTk-
HUAMHYE, NAPAKNVHKYHA ¥ NATONOrOHATOMMNSHA Aarwn.
32 UENKTE HA NPUYSBANETO NOT YWIGLWATE 8 NGt & -
1@ Reua pa3pennuxe Ha rpyny -lc 'ecrawtmwa eax3pacy
(<37 rc. v =37 rc.) w 1erno (<2500 rp v 22500 rp )

Peaynrarn n o6coxaane

3a npoyueHna nepnog ot o6us0 11 902 XKP npr 322
(2,7%) ca perucTpipany paanwskd no xapakiep BA

* Nawnute no roguun (1abn. 1), noxasear sapuaysn 8

vyeciorara Ha BA or 1,96% 1o 3,45%, KOUTO He ¢a 3na-
YYMA 1 €A CBNOCTaBHMK € Te3it ra Zyiv astor.s 12, 7
10).

B cTpyktypara Ha BA cpen KP (rabn. 2) rauropam
AAN UMAT MHOXECTBeHuTe BA (22,67%. Moapasaena-
HETO UM CboBPA3HO rFEHETHHHATA MM NPUPONA NOXa38a,
e MMC € XPOMO3OMHA ¥ MOHOTENHE ETHONOMMA MaT
613K NO ronemMvHa aanoee (CuoTeeTHo 5.9% u 4.97%).
a T@3M1 C HEACHA BTHONOIMA CheTasnAear 8.07% or Bons-
kv BA # ca okono 1/3 o1 mHoxecTsenmie BA. Ooyin
asropu [10] cvwo crobuwasar, ye 8 40-50% o1 cnyvam-
1@ Ha ronemu ManpopMank He MOXe 3 Ce YCTaxosH
TAXHATA NPUMHA, 3 XDOMOIOMHUTE 1t MOHOT @HHM PAIC-
TPONCTEA CuCraBnABal 1o 6:7 % 01 BA

3a npoyweHna nepuof or 11 802 AP 1o spene ra

P.PocmanoBa. Bponenn aHomanuu cpen

Py A

e o e A IS B 2
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of immunological memory and protection for 5 - 15 years
after mitial vaccinaton seheme with recombinant hepalitis B
vaccine,

Key words: hepatilis B vaccine, protection, immunologicai
memovy. chidren
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Recognising Kawasaki Disease

and the Following Coronary Risk -
Experience of Paediatric
Rheumocardiology Clinic, Paediatric
University Hospital, Sofia

A Telcharova, St. Stevanov, K. Lisichki,

Sn. Tomova

We report 52 cases of KAWASAKI DISEASE /KD/ hospita-
fized i pedialric rheumatolegy department from 1997 1o 2009
yr. The age group includes children from

2 months to 13 years, 33 of them (75%) presented the
typical form of the disease and 13 - (25%5) had incomplete or
atypical presentation. The disease was unrecognised until the
hospital agmission and was misdiagnosed with acule infection
diseases including scarlet fever, septic conditions, UTI, or
other diseases presenting with fever and rash like, Still disease,
abergic reactions 0 antibiotics after treatment of tonsilktis or
acute potyarthritis.

According to our studies 41 patients (72.7%) were referred
in the subacute stage of the disease, and only 11 (21.1%) in
the acute stage. We report a very high percent of coronary
complications - 22 kids - {43%) had coronary dilatations or
anevrysms venfied by 20-ECHO.

Patients with atypscal onset of incomplete cases of KD are
a1 higher risk to develop corenary allerations (53.8% versus |
48 4%} since they do not receive the appropriate reaiment of
they o not receive it timely. Patients referred in the subacute
stage of the discase are also at higher risk 1o develop coronary
alterations - 48.8% versus 18.8% admitted in the acute stage,
where trealment was performed, .

Conclusions: There are some diagnostic difficulties which
delay the diagnosis of KD and the early appropriate therapy.

Missing atypical of incomplete forms of KO results in
higher percentage coronary involvement because lack of
proper treatment.

ical forms of KD are more common in age group undes
1 yr and over 4 yrs, but they still are present in the typical for
the disease age group 1-4 yrs.

Key words: Kawasaki disease (KD), incomplete KD, atypical
KD, coronary alkerations i Ki D
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Emotional Characteristics
in Early Childhood

T. Tatiozov

Initial early established bonding between patents and child
are based on the frequent contacts petween them, starting im-
mediately after chitdbirth and lasting fot several months. The
first affectionate words, parents' tender physical caresses,
their positive energy, body temperature, mother's emollient
hands, child's quick.orientation towards mother's breast,
cooing exchange and visual interactions are considered to
pe preconditions for bonding.

Bonding contributes 1o elminate mother's strain and anxiety
and thus the child becomes more tranquil. Parents are more
active when taking care of their child. They take a greater re-
sponsibility for the rearing and development of the chid.

Bonding provides also a basis for the initial model of child-
parents and child-other next-of-Kin relationships.

Key words: early childhood, bonding, reciprocity, chidien,

IS,
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Congenital Heart Disease

(Data Based on the Registry of Congenital
Anomalies in the Pleven Region)

K. Kovacheva, M. Simeonova,

V. Nedkova, M. Yonov, A. Valkova,

V. Atanasova, A. Velkova, G. Tzankova,

R. Rosmanova

Congenital heart disease {CHD) is the largest group ot
congenital structural defects with a great impact on the health
and monality of affected children. The aim of the study was
10 present some data concerning epidemiology. genetics and
prevention of CHD, data bascd cn the registry 0f congervial
anomalies (CAs) in the Pleven region.

Materials and methods: The souice of the data was the
regional population-based reqgistry of CAs using cmieria ac-
cording 1o EUROCAT recommendations. During the study
period 1988-2006, 47 622 births were surveyed inthe University
hospital, City of Pleven.

Results: During the study penod, a total of 1425 cases of
CAs and 363 cases of CHOD were ascenained. Most of the CHD
cases (679%) were isolated defects and 1/3 of the cases were
cardiac detect combined with other CAs (as a pant of muttiple
malformation syndromes). The isolated CHD were the most
common congenital defects. with a proportion of 1 7% of all CAs
registered in the newborn babies and a prevalence of 4.3 per
1000 births. The follow-up of the chitdren up to the end of the
fest year of the life gives an opponunity 1o discover addrional
cases of CAs with a mandestationin postneonatal pencd The
use of the agditional sources of information influenced the final
prevalence rate '0 5.8 per 1000 births. The geneuc counsenng
revealed familial data (other affected child or parent) in 2% of
families with CHO._ Prenatal diagrosis by using fetal echasar
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dography was provided to the subsequent pregnancies in the
affected famdies,

Conclusion: Congenital heart disease is the most common
type of congenital defects in the newborn babies and one of
the leading causes of perinatal montality. The regional registey
of CAs provides relevant epidemiotogical data that are useful
for improving early diagnosis and prevention of CHD.

Key words: congenital heart disease, prevalence, regional
registry, genetic counseling, famifial data, recurrence nisk
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Holt-Oram Syndrome -
Presentation of a Family Case

P. Shivachev, L. Marinov, V. Stoyanov

The Holt-Oram Syndrome combines anomaties of upper
extremdies and heart. The disease is inherited by avicsome-
dominant way with almost full penetration and variable
expression. There are also sporadic cases, The clinical
presentation is variable, but the invoivement of the upper
extremities in diferent stages is obligatory, and in 75% the heart
is also involved - inherited structural anomalies and damages
of the conductive system,

We present a family, in which newly born girl and her
mother are affected with the disease, with dilferent clinical
manifestation. In the baby bilateraily there are three-phalangeal
thumbs and complete atrioventricular Seplal defect, because
of this, the diagnosis was set right after birth, Retrospectively
the disease was found in the mother, in which the clinical
manifeslation was not so demonstrative and inciuded shight
deformations of the fingers of the hand and bradicardia from
birth,
The presented case conlirms the variable clinical
manifestation of the Holt-Oram syndrome, which can be
presented only with slight deformities of hands, scmetimes
seen only on an X-ray. The heart damage is not obligatory and
includes structural anomalies and conductive disorders. Inthe
suspicious cases, there must be testing of the whole family:
medico-genetic consultations, x-ray of upper extremilias, ECG
and elecirocardiography. :

Key words: Holt-Oram syndrome, heart-hand syndroms,
TBX5 gene, congenital hand deformities.
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Enteroviruses Encephalitis
Contribution One Case
D. Todorova, V. Tomov, V. Bojinova,

P. Dimova

Encephalites are inflammatory diseases of the brain.
According the etiology they can be separated in few groups:
bacterial, viral, fungal etc. Virus encephalitis is usually benign
and self-limited. Sometimes the clinical course may be severe
with high montality. There are two pathogenic mechanisms of
brain damage: 1) damage through direct invasion: 2) immune
mechanism - immune response 10 a systemic viral infection
The viruses can reach the central nervous system using the
blocdstream or from peripheral and cranial nerves, In the
beginning of the disease manifest only common sympltoms
without affecting of CNS. According to Finnish studies. the
most often neurolegical symptoms ara lowered CoNSCIoUsNess
(58%), ataxia (58%). aggressiveness ol apaily (40%), seidilds
- focal {5%) and generalized (32%). The development of PCR
approved [he diagnostic possibilities, especadly W hefpos aas
entarovirus infections, Enteroviruses are RNAwviruses inctuding
Polio viruses, Coxacie A and B, ECHO-viruses, A case of 7-
year-old girl with acute encephalitis is presented. A typical
diphasic temperature curve was ohsenved nnd nenrolnzins!
symploms. In CSF was lound RNA of enterovirus. Ml siivweu
lesions of the basal ganglia and the cerebellar cortex.

Key words: encephaliis, enleroviruses, polyvencepliallis
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New Immunocorrection Opportunities
in Preschool age Children with Recur-
rent Respiratory Tract Diseases

K. Duka

The new approaches 10 moderate immunocerrection in pre-
schoo! age children with recurrent respiratory tract diseases
have Been s¢t forth in the artinle Tha ~harastaneties o8 Ha
medication Immunokind have been described. The recom.
mendations about its administration in pre-school age children
with recurrent respiratory tract diseases have been given on
the basis of the assessment of clinical efficacy data.

Key words: preschocl age chiidren, immunecorrection,
recurrent respiratory track diseases,
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virtual environment (TV, computers, mobile phones) and
:neir impact on health. We examined a total of 881 students
‘rom various cities and towns throughout the country. Survey
resulls showed: adolescents often abuse the time spent with
somputers, TV, mobile conversations; a large percenlage
21 students prefer the virtual world to other types of
entertainment; there is a high percentage of students who
formed a certain degree of dependence on working with
‘he Internet, calling on GSM and watching TV; a significant
oercentage of students and their parents do not know about
he harmful effects of modern 1echnology (TV, GSM,
somputers) on human health; some of the surveyed chil-
sren have not only one, but saveral health complaints when
watching TV, using GSM and computing; thus, larg-
#st percentage of all children surveyed have com-
slained of headache, visual disturbances and fatigue.
2gcommendations have beed made.

Key words: risk factors, virtual environment, Studens
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Infantile form of GM1 Gangliosidosis -
Case Report
D. Avdjieva, H. Kathom, I. Sinigerska,

D. Zahariev, R. Koleva, R. Tincheva

GM1 gangliosidosis is an autosomal recessive lysosomal
:orage disease caused by deficiency of the enzyme acid
~eta-galactosidase. This deficiency results in accumulation
-< GM1 gangliosides in the lysosomes jeading to lysosomal
: »alling, celiular damage, and organ dysfunction There are
-=-ge types of GM1 gangliosidosis based on the age of onsel.
-2 infantile form (type 1) is characterized by progressive
:-3anomegaly, dysoslosis multiplex, facial cearsening. and
“rigressive neurclogic deterioration within the fiest year of life.
7.z present a 7-month-old girt with classical clinical leatures
.+ g rare lysosmal slorage discrder.

Key words: beta-gatactosidase, GM1 gangliosidosis
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prader-Willi Phenotype in a Patient with
Fragile X Syndrome

~ Stamatov, D.Avdjieva, T.Tododrov,

2 gavova, H.Kathom, G. Tacheva.

. Bojidarova, R. Tincheva, . Litvinenkc

The Fragite X syndrome (FXS) is the most frequent cause
-+ ~nerited intellectual disability, that occurs in approximately
7 2220 males and 1/8000 females. This X-linked disorder is
-:.2ed Dy an expansion ol @ trinucleotide CGG repeat (>200)

on the promotor region of the FMR1 gene. Epilepsy, autism
and obesity are common problems in the FXS. The majority ol
male fragile X patients show the typical phenotype consisting
of long face, large, prominen! ears, and post-pubertal
macroorchidism. A special subphenotype of Ine FXAS is
reported which.is characterised by exlreme coesity, Tmall
broad hands and feet, and hypogentalism or delayed puoerty.
It resembles the Prader-Willi syndrome. We dastnie A patiert
with Prader-Willi phenotype and the typical full muancn B8]
FMR1 gene,

Key words: autism, epilepsy, Fragite X syndrome,
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Microdeletion Form of Wolf-Hirschhorn
Syndrome - Case Report
M. Bojidarova, D.Avdjieva, S. Bichev,

G. Tacheva, D. Stamatov. |. Litvinenko

Woli-Hirschhorn syndrome (WHS) 15 a well Knawr
condition caused by the loss of genomic material from the snon
arm of chromosome 4 (4p16.3) with an estimated prevaterce
of about 1/20,000-50,000 births. The vanability i the extent
the 4p deletion leads to a wide spectrum of chbice
manifestations. The classical phenotype Incluces typical facia!
appearance, microcephaly, growth retardation, developmenta:
delay. hypotonia, seizures and congenital viscerai
matformations. Widespread chnical use Ui eovel motecuta”
techniques has increased the detection rate Of SURANICICSLOLMG
chromosomal aberrations associated wilh WHS,. We present a
patient with mild dysmorphic features dauptapmental dale
apparently _normal” karyotype, and & microgetatios
encompassing WHSC 1 and LETM1.genes.

Key words: 4p16.3 pricrodeletion, Wolk Hiesohknm syadrome
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Clinical and Genetic Data of Down
Syndrome - a Survey on Cases in the
Section of Medical Genetics - Slever
K. Kovacheva, P. Angelova,

M. Simeonova, Z. Kamburova,

V. Atanasova, V. Nedkova, Ch. Petrova,

. lonov

Down syndrome (OS) 15 the most COMMOIN LTINS SIT
disorder among lkive born babies and the most common genet
cause of mental retardation. Aim of the study was to surnmart:
the clinical and genetic informalion of Down synarama (D!
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cases, established in the Section of Medical Genetics, Medical Down syndrome is usually dlagnosed early after birth,
nwversity of Pleven for the period (January 2006 - May 2014). mainly in the early neonatal period. Most §0% of DS
A total of 55 children with DS were diagnosed by coutine | lchildren have young mothers (under 36 yoars old). About 1/3
cytogenetic analysis. The clinical and passport data were waken | of DS individuals have assoclated anomalies (mainly heart
from medical and genetic records. ) defects). There is an insufficiency in offering the screening

Most (90%) of the patients were diagnosed before g year | test to pregnant women that restrict theke opportunity for carly
age (53%in the fiest week after pirth), because of dysmorphic prenatal diagnosis of this condition and informed
teatres for DS. The distribution of DS cases, according to reproductive decision.

oganetic variant was as {oflows: 91% standard tdsomy 21, Key words: Down syndrome, chromosome abnormalities,
4,49 mosaic and 3,6% tranglocation DS, About 28% (16/55) of cytogenetic varlants, prevention

DS individuals have disease-associated congenital anomahes Address for cqrraspondence:

imainily hean mallormations 25%). Maternal age 236y8 atthe Section of Medical Genetics

e of tirth had 40% of the women. Maternal serum Medical of

screening fest was nel ofered during pregnancy inthe ma,ontg 1. Kliment Ohridski, Str.

869 (47/55) of mothers. About 73% (40/55) of children with O 5500, Pleven

are grown of thewr biotogical parents. Bulgaria
e-ma: katiakovach@gmail.com



28. KoaueBa K., ®@. ITanaypcku, M. CumeonoBa. Osteogenesis imperfecta — nuarmoctnynu
NpeAn3BUKATENICTBA. AKYIIEPCTBO U TuHekosorus, Vol. 40, 2001, 3, 41-45. (SJR 0.101)

E#:;_ -4

KA3YWCTHKA 41
OSTEOGENESIS IMPERFECTA - JMArHOCTAYHU NPEQN3BUKATE/ICTBA

K. Koaaveea', ®. lNandypcku?, M. Cumeoroea’

*Kareapa  Meanusicka reneroka®, BMMU-TUieperr, Prxosoasren: zou. M. quaeouosa
*Kareapa JAKYLICHCTIO 1t FHHCKONIOTHA", BMH-Tnesen, Poxosomres: ou. M. [onos

SRR Sk L o ek R L MR TR SIS BEBI IS WA . R

Peatome. Osteogenesis imperfecla (Ol) e edna om Hal-yecmume ckenemHu ducnnasuu ¢ wecmoma 1 Ha 10 000.
Xapaxmepu3upa ce ¢ 201AMa KMUHUNHA U 2eHemuNHa xemepozenHocm. KonzeHumanHo-nemanHama Ol (Ol type 1l

© Hal-MmeXKama hopMma, € 6bIMOXHOCMU 38 PaHHA NPEHAMaNHa exozpagpcka duazHoza. Aemopume npedcmaenm
Jea XNUHUNHU CAY“an Ha aHmeHamanya duazuoaa Ha Ol e 26 u 24 ['C, 2a6bPWUNU € NPEXBCBAHE HA GPEMEHHOCMU-
me. Cneyucbuyrama duazno3a Ha Ol type Il A ce 6azupawe Ha neCmNapmantio KNUHUYHO ONUCANUE Ha ghenomuna
u penmaeHono2uyKo uscnedeane. Mpu cnywal Ne 2 Gaxa yemaHo8eHu, Kamo donbanumenta Haxodka, acuum u
XUGPOMOPAKC KOUMO Ce OMUCceam pAdxo 8 nuMepamypama.

NocmasaHemo Ha MoyHa ynmpaseyxoea npeHamanya

AuazHoza Ha ckenemHume ducnnasuu u e yacmHocm Ha

Ol @ 6bIMOXHO 613 OCHOBA Ha ONPedenenu coHozpahcky Geneau eue 8MopuU MpuMecmLp Ha Gpemennocmma
Ex02pagbCumm CKPUHUHS Ha BCUYKU BPEMEHHU XEHU § PAHHUA 8MOpU MpuUMECMBP & ePEKMUBEH MCMOJ 38 PAHHO
OMKPUBBHE HA MANhoPMaYUL Ha nnoda. Toli u3UCKea CHEMECMHOMO YYacmUe Ha COHOZPAhUCMA U 2eHEMUNRUR
KOHCYNMAKM 38 U32PANOBHE HA CNEUUPUIHE 2016MUIHE duazro3a.

OSTEOGENESIS IMPERFECTA ~ DIAGNOSTIC CHALLENGES

K. Kovacheva, F. Pandursky, M. Simeonova

Summary: Osleogenesis imperfecta (Ol) is one of the

commonest skefetal disorders with an incidence about

one in 10 000, It is characlerized by clinical and genetic heterogeneily. Congenital lethal Ol (Ol type I1) is the most
severe from with a possibility of the early prenatal sonographic diagnosis. The authors present two clinical cases of
antenatal diagnosis of Ol in 26 and 24 weeks of gestation. The pregnancies were terminated. The accurate specific
diagnosis was based on the clinical examinination and radiographic features. In case N 2 additional findings were
ascites and hydrothorax, that may occasionally be found in literature.

The accurale prenatal sonographic diagnosis of lethal skeletal dysplasias and particulary of Ol is possible and
based on the specific sonographic findings during the second trimester of pregnancy. Ulirasound screening of all
pregnant women in early second trimester is an efficient method for detection of many fetal malformations. It requires
a participation of the both clinician sonographer and genelicist in a team in order to achieve a specific genelic

diagnosis

UcMOPEONOINHNTE CHRAPOMI CA NPEAMIBUKATENC-
T80 B CbBPEMEHHATA MEAMLIMHA HE CaMO 33 npogecuo-
MANHATA KOMNETEHTHOCT HA aKyWep-TMHEKONora — COHOm-
PaMCT, HO 1 33 FEHETHHHNA KOHCYITTaHT, OT KOFOTO 33BK-
CAT KAKTO NPEHATANHATA NPELEHKA 38 NEPCNeKTHBHOCTTA
Ha eaHa GPeMeHHOCT, TaKka 1 NOCTNAPTANHATa NPOrHo3a
33 PENPOAYKTHBHITE PUCKOBE HA CHNPYKECKATE ABOMKA.
CuBpPEMEHHATA eXOMPAICKa TeXHUKE PAsLUKPH BBIMOK-
HOGCTHTE 33 DarHA AMArHOCTHKA HA TEXKM SHOMANKA B DA3-
BUTHETO HA NNOAA. MarpaxnaneTo Ha Arariolara, oco-
BeHO NPH HANVMAE HA MHOKECTBEHW MANhOPMaLIML, € Npo-
UEC HINCKEALL CTPHKTHO W AMHAMUSHO HabnioaeHue, u3-
MON3BANE HA KAHECTBEHA eX0orpadicka TeXHKKA, Komne-
TEHTHOCT Ha CoHOrpachieTa 8 0BNACTTa Ha AMCMOpPGONo-
FUATA ¥ MYNTMAMCUMNNMHAPEH NOAXOA 33 AOCTHIaHE A0
cneumiuHa AManioa Ha CHHAPOMA.

Neranuure creneri ancnnasuy (JICQ) ca xeTepored-
Ha [PyNa OT PEAKA FEHETVNHW PAICTONCTBA XaPaKTEPHIN-
ALY CE C HAPYLLEHUA B PACTEXA W PAIDUTUETO HA KOC-
uTe ¥ xpywAnuTe. Haii-uectute o1 TAX Ca: Thanatophoric
dysplasia, Ostecgenesis imperfecta, Achondrogenesis,

Campomelic syndrome, Shortrib syndrome (12).

Osteogenesis imperfecta (O) npeACTaBNABa IEHE
neTepMHHUPaHo 3aB0oNABaHE Ha CheanHuTenHaTa THKaH
€ OCHOBHM (PEHOTUNHM GENean: YynNnNUBOCT Ha XOCTUTE,
dentinogenesis imperfecta, CuHW CKNIEPW, FIYXOTa u CTas-
1A NaKCATMBHOCT. YecToTara na 3abonseaneTo e okono 1
wa 10 000 (ocpeareHa 3a Beuskn Tunose) (6). Ol ce xa-
PAKTEPH3KPA C rONMA KNMHWIHE BapHAaGHNHOCT, peayn-
TaY OT reHeTVMHa ¥ GHOXHMIYHE XETEPOrEHHOCT 1 Ce Pa3-
nens Ha 4 ocrosky Tuna (O1 type I-IV) pedhminparint of
First International Nomenclature of Heretable Discrders
of Conneclive Tissue (10).

Mepuvnransto neranwara opma (Olll) e HAN-TeXNATA
dopma Ha 3abonneanero u e 05exT Ha Ha-rONAM MHTE-
pec OT CTPaHa Ha aKyWwep-rMHeKono3uTe, Nopanv Bb3-
MOXHOCTHTE 33 PAKHA AHTEHTANKA eX0rPadcka AMarHo-
2a. Toan Tvn Ol Chlio € XETEPOrEHEH U PEHTTEHRONOMHHE
ce noppaagens Ha 3 noatuna (7, 10) (rabn. 1). Knmsuvs-
nara nonumopderoct Ha Ol-ll e peaynrar oT reHeT4eH
nonumopduabiM. MoBEYETO OT 3acerHarmie NNoRose ca
XETepo3uroT 3a MyTauma 8 COLIAT unu COLIAZ rerwre,
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NIEHTANOrNA HA CANTRELL - KAIHWYEH CAVYAN

A. Bunkoea’, K. Kosavesa?, P. Pocmaroea', M. CumeoHoga’

| - Kivepa “ARYIICPCTBO 1 ruperonorns”, HCOHaTonornyHo OTACACHHE
2 - Ko “MeanmieRa renermxa”. Yuupepeurereka Gomma - [acnen

Pestome. [Neumanozuama #a Kanmpen @ paodka XOHeeHUmanHa aHOManua, exnKMeawa cnechume
XaPaKMEPUCMUKU:

1. Cpoduwe cyr.aymbunuranes deghexm Ha npedHa KopemHa CmeHa

2. feexm Ha yeHmpandama 4yacm Ha duachpazmama

3. fepexm & donuama Jacm Ha CmepHyMa

4. [ledrexm 6 nepuxapda

5, Bpodewa chpiesHa MandopMayus

fipedcmaeame cnywad cbe cundpom Ha Canlrell, duazHocmuyupan gednaza cned paxdaneino,
HogOPOGEHOMO UMAWE MHOXECMEEHU epodenu aHomanuu - oMpanoyens, dexcmpokapdus, eGHOKaMepHo
cupue ¢ dge NPedcLPOHo-KaMepHuU Knanu u NYNMOHANNE CMEHO33, duabpazmaneH Jeexm. Kie cmepHyM ¢
dechexrm & JonHAMa wmy vacm, ducmopghuver hayuec - MUKPOUBDANUA, XUNELMENopUILM, MUKPORHAMUSR,
HUCKO PAINONOKEHU yuwisu Muduy.

Knrovosu dymu: nenmanozus na Cantrell, HoeopodeHo, epodenu degexmu

PENTALOGY OF CANTRELL - A CASE REPORT

A Valkova, K. Kovacheva, R. Rosmanova, M. Simeonova

Abstract. Pentalogy of Cantrell is a rare congenital anomaly consisling of e luivaing it

1. midiine supraumbilical abdominal wall defects

2. deficiency of the anterior diaphragm

3. defects in the diaphragmatic pericardium

4. defects of the lower sternum

5. congenital cardiac malformation

We report a case of Cantrell's Pentalogy with rare cardiac malformation single ventricular chamber with (wo
atria ventricular valves and pulmonary slenosis. The newbomn had multiple congenital anomalies: omphalocele,
thoracoabdominal ectopia cordis, diaphragmatic defect, short stemum/sternal defect and dysmorphic fealures
- microcephaly, hypertelorism, down slanted palpebral fissures, micrognathia, low sef ears.

Bueegenne AMATHO3ATA HA CHHAPOMA CHIYDHA ¥ WIKNIOHMTEIHC

MNpe3s 1958 ronuxa Cantrell v CLTPYAHKUM ONUCEAT praxa. C uen YoMHa AUarHecTuka, Toyama npe3 1972
CHHAPOM C BEHTPanHa AvadparManta XepHua roavHa NPeanara CNeAHaTa KNacuduKkauma:
omanouene. TO3u CHHAPOM, HapeeH NEHTaNorATa
na Cantrell, @ NPeACTaBeH O CNeAHUTe eNeMeRTH:
cpeaunenr cynpaymbnnukaned nedexr Ha npegHa
xopemMHa cTeHa, Aeexr Ha ueHTpanuara wacr
wa auadparmara, acekT 8 AoNHara uacr Ha
crepHyma, nepaxapaeH aedexT, spoaexa cbpae-Ha
mandpopmauva [dur.1,2,3).

MNewtanoruata #a Cantrell e MHOro PAAKO
saGonssane. Cnopea AMEPUKAHCKATa CTATUCTHRA
gecrorara my e 5.5 va 1 000 000 xusopoaeru aeua
(1). Hosopopexute OT MBXKW non ca 3acerdarum
N0-4ecTo, Ho 3a60NABAHETO NPOTUYA NO-TEXKKO NpH
NOBODO{]CHMY& OT ¥EeHCx\ Non.

[l0 MOMEHTa €3 ONUCAHM WUIKNIOYUTENHO Manko
cnywaw, BEMOUB WU BCHYKA xapamcpv.cmm Ha
curapoma. NpeacTasaHuAY OT Hat Cry4an CoabPKa ‘ Duz. 1
QCUURK ENEMENTH HA NENTANOMWATA, KOBTO NPaBK — = |




HecBbp3anu ¢ aucepTaiusaTa 1 MOHOTpadusTa

H3z0a6anu 6 E’b]lZClpMﬂ CnucaHusd, Ha AH2UUCKU e3UK

30. Simeonova M., Kovacheva K., Angelova S., Dimitrova N, Angelova L. Malformations in a
Child with dup(10)(pter—q13) and del(10)(q26—qter) as the result of pericentric inversion in
one parent. Scientific works of the Medical University Pleven. 1992; XIV (2):14-18.

g from in the
inverted during meiosis of the balance inversion carriers /3/.
The reports on familial inat i ing 10
chromosomes are very few. In the available literature only a single
publication /6/ describing a family with inv(10Xp15-q25.2) was found.

Conclusions

1. The Minesotta code system and its amendments prove to be an
adequate method for 1HD detection during mass screening examinations.
2. Application of the Minesotta code system during obsecrvation of
high-risk il on an ient “basis (di izati is recom-
mended as a unified criterion for ECG in i
and recording newly appearing ECG changes in view of undertaking
an

P d P

Material and Methods

We present the description of a six-month-old boy (H. G. S.) (Fig. 1a)
born from first normal pregnancy, delivered at term in breech presentation,
weighing 3 700 g, length 50 cm, head circumference 35 cm. The prompt

SUMMARY

“The electracardiograms in a lotal of 791 randomly selected male palients, visiting the
outpatient consulting room, are assayed on the basis of the Minesotta code.

Significant differences in positioning of the electrical axis of the heart between 1HD
patients and clinically normal persons are demonstrated (5<0.01). In 81.49 per cent of the
patients Minesolta codes pointing to IHD are documented, whereas 70.03 per ceal of the
persons under study answer in the affirmative to more than 4 questions of the standard
Rose questionnaire.

Emphasis is 1aid on the refevance of the Minesolta code system in mass screening
examinations, and its practical in i ion of high-risk 1H
contingents.
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MALFORMATIONS IN A CHILD WITH DUP (10 pter—p13) and DEL (10q 26-qter)
AS THE RESULT OF PERICENTRIC INVERSION IN ONE PARENT

M. Si K. K S. 1 N. Dimi

L. Angelova

Pericentric inversions in humans occur at an incidence rate of 1-2 per
cent /3/. Their phenotype and reproductive effects are scarcely known;
most of the i i P i P ic i are
phenotypically normal, with ia or ies and

lacking cl i to a
anomaly, being described in isolated cases only /2/. Here, the likely
reproductive effects (infertility, spontaneous abortions, liveborns with
i i are i to ying i

14

inverted lips, big dysplastic ears, micrognathia, short neck, narrow thoracic
cage and pelvis, clinodactyly of the fifth digits, club feet, flexion contrac-
tures of the joints, evidence of musele hypertonia. The scanografic study
of the head showed evidence of external and internal hydrocephaly. The
infant was breast fed for nearly a month. and thereafter artificially

ished. It ingested food with di » vomited i after each
meal, hardly gained any weight, and presented neuropsychic and physical
development retardation.

The parents were 21 and 25 years of age respectively, clinically healthy,
with no evidence of blood kinship, denying any contact with and exposure
to ional and home ical, i ions and other noxae.

Cytogenetic assessment of the family was done over metaphase plaques
of lymphocyte cultures from peripheral blood, stained by conventional
methods and techniques for banding diff: iation of
Findings of the chromosome analysis — child: karyotype 46,XY rec(10),
dup p, inv(10)(p13q26) (Fig. Ic); father: 46,XY, inv(10)(p13q26) (Fig. 1b);,
mother: 46,XX. The cytogenetic alterations in the infant included recom-
binant 10th with si [} of dup (10pter-p13)
and del (10g26~qter).

Fig. 1b, ¢
Discussion

The child described presented most of the symptoms characteristic of
partial trisomy 10p(1), and only some of the symptoms (short neck,
dysmorphic ears, strabismus) typical of partial monosomy 10q(7) which is
very seldom encountered in born alive infants. In our patient the
malformation are consistent to a great extent with those in the only two
sibs so far described in a family with pericentric inversion of 10th
chromosome and karyotype 46, rec 10, dup p, inv(10)(pl 5-q25.2)(6). This
pericentric inversion, considered as the largest for 10th chromosome where
a bi i is di d, is quite similar in size and

to the i il by us. The cy ic changes in
our case may be explained by recombination between the inverted paternal
chromosome and its normal homologue, taking place during meiosis. As
a result in the child there is one normal chromosome, retrieved from the
mother, and a recombinant one from the father (Fig. 1b). The short arm

16

Fig. 1a

1

P physi i i he g
form of the skull, large open fontanelle, high forehead, slightly protruding

P! ! arches, a hair line on the forehecad, narrow
facies, large horizontally situated eye slits, strabismus, broad nasal base,

of the recombinant 10th chromosome is transferred from the father's
normal homologue, and the long one = from its inverted homologue. Thus,
the child presents moderate partial dup 10p and partial del 10q, with clinical
signs typical of either of the anomalies. Only in large pericentric inversions
i 1/3 of the length), r i

compatible with life after childbirth may be formed during meiosis /4/.
There is equal likelihood of both first and second type of recombinant 10th
chromosome formation — with partial del 10p and 10q - which is apparently
shorter and with greater loss of genetic material, lethal for the fetus, and
thus far not described in liveborn children. There is experimental evidence
that the frequency of formation of cither type of recombinant gamets
(duplication-deletion) among carriers of large pericentric inversions is
about 3040 per cent /4/. This implies a rather high risk of giving birth
once again to a recombinant pedigree, and facing reproductive problems
in the family with a recombinant child born and parent with pericentric
i ion, as in the case on. Some authors /5/, procegding from
the description of a family with a child with dup 7p, and del 7q, resuiting
from a familial pericentric inversion, similarly accept a rather elevated risk
of repetition exceeding 20 per cent. In the family described by us there is
a high risk of spontaneous abortion, and giving birth to a second infant
with imbalanced karyotype, and therefore in case of eventual future
pregnancy invasive prenatal di ics will be y. G logi
and cytogenetic analysis of the entire family along both parental lines is
forthcoming with the purpose to reveal the origin of pericentric inversion,
risk of giving birth to recombinant children, and medicogenetic prophylaxis
in the families involved.

SUMMARY

“This isa report on & child with | recombinant 10th chromosome, oblained after meiotic
crossing over in a heatthy father, carrier of balanced pericentric inversion, and anomalies
Lypical also far dupication 10p and deletion 10q. The genetie risk and prenatal diagnosis
in the family are discuseed.
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PARTIAL TRISOMY [3q14—qter IN MOSAIC ARM IN A CHILD
WITH A DYSMORPHIC PHENOTYPE

M. Simeonova', K. Kovacheva', N. Dimitroval, S. Angelova, S. Udeva’

'Centre of Mzdlcal Genetics, Medical University, Pleven
Reg«mal Hospital, Rousse

ABSTRACT. A child is described with a dysmorphic phenotype, which is typical of a distinct clinical
syndrome of trisomy 13q dist, characterised by a set complex of malformations — microcephaly, prominent
forchead and nosc base, long upward-curved cyelashes, malformed earflaps, long philtrum, narrow and
high arched palate, hexadactyly, mental retardation. The karyotype of the patient is mosaic — 75 % cells
with a derivative chromosome involving an additional segment in the short arm of chromosome 13,
identificd as 13¢14-»13qter. Since the parents have a normal karyotype, the chromosome translocations
are probubly of the postzygotic type. The possibilities of the diagnostic approach we propose are discussed.

KEY WORDS: chromosome 13, partial trysomy 13, dysmorphic phenotype

Trisomy of the distal 13g segment of chromo-
some 13, which was first described by G. Stal-
der ct al. (6), has been associated with a dis-
tinct clinical syndrome.

In most cases trisomy of the 13q type is the
result of a balanced translocation or inversion
inherited from one parent and rarcly occurs de
novo (2). Mosaic karyotypes, involving an ab-
crrant chromosome 13 have been described
only of late (3,4). The child we investigated
was with a dysmorphic phenotype and mosaic
karyotype, including a de novo mosaic line of
partial trisomy 13q as a result of postzygotic
rearrangement.

CLINICAL DESCRIPTION

The girl was the product of the first normal
pregnancy; maternal and paternal ages were
18 and 34 years respectively. The child was in
a slightly depressed state at birth with evidence

of intrauterine hypotrophy (weight — 2200 g,
length — 46 cm). The aberrant phenotype
(Fig. 1) included microcephaly, narrow tem-
ples, prominent forehead and nose base, anti-
mongoloid eyes, hypertelorism, long upward-
curved eyelashes, synophrys, long philtrum,
thin upper lip, malformed low set ears, narrow
and high arched palate, micrognathia, short
neck, clinodactyly of Sth finger, left-hand poly-
dactyly, malformed feet. Observation of the
child revealed physical and mental retarda-
tion.

CYTOGENETIC EXAMINATIONS

Routine chrgmosome analyses of the child and
parents were carried out, and G-, C-, Ag-NOR
staining techniques were also used, which re-
vealed a mosaic with two types of cells: 25 %
of 46,XX karyotype and 75 % of 46,XX,-13,
+der(13) karyotype (Fig. 2a). The derivative
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ADDITIONAL MARKER CHROMOSOME AND
CARRIERSHIP OF FAMILIAL INVERSION inv(6) 9P21Q25)
IN A BOY WITH MENTAL RETARDATION

K. Kovacheva, M. Simeonova
Medical Genetic Centre, Medical University of Pleven

ABS'I'RACI‘.AcascmpoanaS-ywoldboywimdelayofmenam-psydﬁcdevelopumanddimdys-
morphism was presented. Cytogenetic lymphocytic analysis established in his karyotype the presence of an addi-
tional marker chromosome (AMC) and simultaneous cariership of a pericentric inversion of the 6th chromo-
some in all the metaphases analyzed, i. e., 47, XY, +mar,inv(6) (p21925). The same inv(6) was proved in pro-
band's mother and his half-sister (from the first marriage of his mother), too.

The case reported was of interest because of the combination of AMC with inherited inversion in a child
with mental retardation. The significance of the cytogenetical finding for the genetic counseling and the possibil-
ity for prenatal diagnosis towards other relatives being balanced carriers was emphasized

KEY WORDS: marker chromosome, pericentric inversion, cytogenetics, mental retardation

Small additional marker  chromosomes
(AMC) have been detected in 0.5/1000 new-
borns (24). Recently, the identification of
marker chromosomes in most cases becomes
possible when using th% fluorescent in situ
hybridization (FISH) (3). In genetic counsel-
ing, however, the assessment of the signifi-
cance of AMC for the phenotype is difficult,
particularly if its origin remains unclear. This
is an important fact in the cases of prenatal
diagnosis, too (1).

Pericentric inversions present balanced
chromosomal reconstructions which can be
established as either sporadic cases or famil-
ially transmitted diseases. Their incidence
rate in the human population is between 1

and 2 % (6). They have already been de-.

scribed for almost all chromosomes.

Our case is of interest because of the
combination between a marker chromosome
and inherited inversion in a child with mental
retardation and isolated dysmorphic stigmas.

CASE REPORT

The proband was a 5-year old boy, the first
offspring of a second marriage of healthy
parents. The next pregnancy in the family
ended with missed abortion in m. 1. IV,
From their first marriages, both parents had
two healthy children each.

The patient was bom after a pregnancy of
normal colrse, by a normal delivery, with
birth weight of 3700 g, birth height of 52 cm
and parents' age of 33 years without any
blood relationship between the parents. At
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INCIDENCE RATE OF CONGENITAL ABNORMALITIES
AMONG NEW-BORNS IN THE TOWN OF PLEVEN
DURING THE PERIOD 1991-1995
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ABSTRACT. The results from the registration of congenital abnormalities (CA) among new-borns in the De-
partment of Obstetrics and Gynaecology, Medical University of Pleven, during a 5-year period were presented.
The aim of this study was to establish the incidence rate and etiologic structure of CA using a mass clinical
screening of all the new-boms as well as to compare them with data from analogous investigations in our coun-
try. Incidence rate of CA among 13124 livebom babies was 52.6%o, among 105 still-boms - 161.9% but among
84 newbomns deceased until the 7th day - 452.4%o. This incidence rate of CA exceeded the one revealed in the
comparable investigations occupying the upper limit of the theoretically expected rate. The proportion of isolated
(multifactorial) CA in the etiologic structure was increased (73.16%), while a certain diagnostic deficiency was
noted in single gene defects (10.31%) and chromosomal anomalies (5.9%). The effectiveness of CA registration
as an approach to their genetic prevention required systemic organization enabling the exact etiologic diagnosis.

KEY WORDS: congenital abnormalities, genetic prevention, registration of congenital abnormalities,

new-born screening

The interest in congenital abnormalities (CA)
has been steadily increasing during the recent
years. This is related, on the one hand, with
their enhancing relative role in the structure
of children's morbidity and mortality (1,2),
and, on the other hand, with the enlarged op-
portunities for their treatment and prevention
(4,7). Prenatal diagnosis and genetic counsel-
ling present the main approaches to CA pro-
phylactics. CA registration enables timely
genetic counselling of all the families in
which a child with CA was bom. Thus an
adequate care, observation and treatment of
the damaged child, as well as an opportunity
for a next delivery of a healthy child by
means of prenatal diagnosis can be provided.
There exist incomplete data about the real
incidence rate of CA in the Bulgarian popu-
lation, as well as about the underlying reasons
for their occurrence (1,2).  *

The purpose of the present investigation is
to establish the incidence rate and etiologic
structure of CA, and their comparability with
similar available studies by other authors.

MATERIAL AND METHODS

Clinical screening of 13229 new-boms
(liveborn and still-boms) in the only mater-
nity hospital of the town of Pleven during the
period from 1991 till 1995 was carried out.
Registration of those new-boms who had
showed single or multiple CA was performed
by filling-up a preliminarily standardized file-
card. It comprised an identity part; informa-
tion about the pregnancy and delivery; an-
thropometry, and a description of the abnor-
malities according to organs and systems es-
tablished as well. Genealogical, cytogenetic,
biochemical and other laboratory and instru-
mental methods of investigation, as well as
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REPRODUCTIVE

Intravenous Immunoglobulin in the Tteatment of
Antiphospholipid-Associated Miscarriages
- Our Experience

Emiliana Konova, Hristina Andreeva, Petrunka Petrova, Eleazar Mussa,
Katia Kovacheva, Kalin Popovski, Ionka Ivanova

Center of Reproductive Immunology,
University School of Medicine. Pleven, Bulgaria

SUMMARY The aim of this trial was to investigate the efficacy - pregnancy success rate of intravenous immu-
noglobulin treatment (IVIg) for women with a history of recurrent spontancous abortions (RSA) duc 10
antiphospholipid antibodies. The study included 19 women with a history of two or more consecutive RSA and
persistently positive tests for anticardiolipin antibodies (aCL). In two patients 1Vig (250 mykg in 1wo infu-
sions) started within 2 weeks of attempted conception. Once conception was achicved. in all p.mcnu IVig was
continued on a monthly basis at the same dose through 26-36 wecks of gestation. ACL (ELISA. INOVA Diag-
nostics, USA), platelet count, platelet autoantibodies and activation status (FACSort, BD, USA) were tested
before and after each IVIg infusion. We established that: I/ aCL were significantly suppressed afier each 1Vig
infusion (p<0.01) for about 3 weeks: 2/ platelet autoantibodies and activation status were decreased after cach
infusion (p<0.05) for 2.3 weeks: 3/ platelet count rapidly increased at the 241h hour to normal levels for a periad
of two 10 three weeks (p<0,01). Reproductive outcome: 19 pregnancics were reporied. 17 delivered maturely, the
infants were normal for the gestational ages. One woman developed missed abortion in § weeks gestation and
one in 13 weeks gestation, The rate of successful deliveries was 89.5% ( 17 out of 19). Conclusion: It seems that
1VIg therapy is a therapeutic benefit for the fetoplacental unit for women with 2 history of antiphospholipid-
associated miscarriages. Antiphospholipid antibodies (aPL) lead to early organ failure, defective placentation
and hypercoagulation. IVIG down-regulates the levels of these autoantibodies. This therapy is immunomodulating,
safe and well tolerated.

Key words: antiphospholipid antibodies. anticardiolipin antibodies, recurrent spontancous abortions, intrave-
nous immunoglobulin therapy

Introduction births and premature delivery. Women who experi-
ence RSA are at an increased risk to develop autoan-
Infertility is a serious health and social problem tihodies to phospholipid antigens that funetion as -
for approximately 1 in every 6 couples. About IS ta hesion molecules in cell fusion 1o syneviial struc-
20 percent of all pregnancies result in miscarriage. weres. There are several pathogenie mechanisms ol
and the risk of pregnancy loss increases with cach poor pregnancy outcome associated  wiih
unsuccessful pregnancy. About 80% of the miscar- antiphospholipid antibodies, They include: thrombo-
riages are duc to immunological causes. Interest in sis of the wteroplacental vasculature Ieading o pla-
the association of autoimmune mechanisms with cental insufTicieney 1. 2). impairment of trophoblist
pregnancy complications has grown tremendously in function and defective gonadotropin secrenion [6].
the past several years. Several immunological fac- implantation and invasion of the uterine decidua |3
lors have been associated with diagnostic subpopu- 4] as well as a réduction in eylotrophoblast celis and
lations of reproductive failure. It is well known that increased syncytial nuclei indicating enhanced
one of them - antiphospholipid antibodics are asso- apoptosis [5].

ciated with an increased risk of miscarriages. still- Studies in therapy Tor APS-associated recurrent
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CASE REPORT

Recurrent Vascular Thrombosis in Patient wifh Genetic
Variant C677T of the Methylentetrahydrofolate
Reductase Gene
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Emiliana Konova®, Lubomir Beshev?, Ogiian Matkov?, Ani Kamenova’

tDepartment of Biochemistry, Medical University - Pleven, Bulgaria
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Introduction

Recent investigations have clearly demonstrated
an association between carrier homozygous sta-
tus of genetic variant  C677T in
methylentetrahydrofolate reductase (MTHFR) gene
and vascular discase [1-3). The frequency of
C667T homozygosity is increased in individuals
with coronary artery diseasc (17%). arterial dis-
case (19%), and venous thromboembolism (11%).
The genetic variant C677T is also described in

The patient was hospitalized in emergency at
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female with history of stillbirths, recurrent preg- ["n{'r&"&mm l 3
nancy losses and fetus with neural tube defects. mi %
The genetic variant of MTHFR enzyme is charac- NMETHYLH, FOUATE 3
terized by reduced enzyme activity more than 50%. a
Damaged function of MTHFR causes abnormali- e 3aiied hoocymny
ties in folate and homocysteine metabolism (fig.1). __hihly reactive oxygen spoecies | :
Homozygous status for genetic variant C677T \ f *
in the MTHFR is reported in a 36-year-old female ! 1
with recurrent artery thrombosis pregnancy com- Lip'd peraxidation Vascular sndothesal injury ! 4
R T 1 od vasomois® |
plications and deep venous thrombosis. "‘”"“"";""""”‘“9" “‘”;’og‘mm ' 3
cell prolferation prothombotc sutfae | é
Clinical case 1
Athorogenesis Trombogenesis %

Vascular Surgery department, University Hospital
of Pleven. She was complaining of severe pain,
formication and restricted mobility of the upper
left limb fingers. The symptoms appeared six hours

Regina Komsa-Penkova

Department of Biochemistry. Medical University
Pleven, Bulgaria

e-mail: homsa@el-soff com

Fig. 1. Neiabalam of etkionine s bamocysiine {LAGEl VWi -

before the hospitalization and got worse. Local sta-
tus of the left hand: pale, cold, distally cyanosed.
without palpable artery pulse. An emergency
thrombectomia on the distal part of brachial ar-
tery was performed with Fogarty catheter, The
patient received anticoagulant therapy with Low
Molecular Weight Heparin and vasodilatation with
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About 5-10%

Bulgarian women.
exogenous factors (diet, sociocconomic
contraceptive, ete.) and
history of BC, age at menarche and MENOPause,
Familial clustering is accounting for
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GENEALOGY OF FAMILIES WITH BREAST CANCER ~ ATOOLTO

IDENTIFY WOMEN AT RISK

Zornica B. Kamburova, Summary

Katia S. Kovacheva,

Savelina L. Popovska’, Breast cancer (BC) is the most common malignancy in

The incidence varies according to 3ge,
status, oral
endogenous factors (family
etc.).

mutations increase the risk of BC two-tree
80%, respectively. We presentsix pedigrees of family BC.
In two of these cases there is a strong clustering of BC.
! Other cases reveal an association of BC with ovarian,
| pancreatic, prostate and gastric cancer. We pay attention
to healthy first-degree relatives at high risk of developing
BC during their lifetime. Genetic testing for mutation in
highly penctrant genes and preventive procedures to
decrease the risk of BC should be offered to these
relatives.
Key words: breast cancer,

cancer, genetic counselling

Medical University = Pleven

family history, risk of breast
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Introduction

Breast cancer (BC) is the most frequently diagnosed
cancerand a leading cause of cancer death in females
in Bulgaria (34.1 per 100 000 women in 2011). In
2009, 3809 new cases of BC have been diagnosed

Itis estimated that 1 in 14 women in Bulgana will
develop BC, witha life expectancy of 77 years. This
statistics accounts for an approximate 7% average
population risk for Bulgarian women.

There are three types of BC, depending on the
genetic basis of BC - inherited/hereditary, familial
and sporadic.

Hereditary
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BC (5-10% of all cases) occurs in

5800, Pleven l women with an alteration in 2 BC susceptibility
Bulgaria | gene, which has been inherited through the germline
e-mail: | cells, sporadic BC (70-80%) occurs in women
\ without such predisposition. Familial BC refers t0
X | BC ocewrring ina woman with at least one relative
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average-population risk include annual clinical
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Summary

Pulmonary embolism (PE) is a relatively common
cardiovascular emergency, though its exact incidence is
difficult to assess. Accurate diagnosis is critical because of
the high 30-day mortality in paticnts in whom the
diagnosis is missed on admission. Doubt for PE is often
raised by the presence of risk factors for venous
thromboembolism (VTE), which are categorized into
inherited and acquired. Among these, the importance of
inherited/genetic thrombophilic factors is increasingly
recognized. The most frequent markers of inhented
thrombophilia are Factor V Leiden (FVL) and G20210A
prothrombin gene mutation. Among the inherited factors
causal to thrombophilia, the C677T variant in
methylentetrahydrofolate reductase (MTHFR) gene as
well as factors like PIA1/PIA2 polymorphism in platelet
glycoprotein 1ib/llia (PIA2) and hypofibrinolytic
polymorphism 4G/4G in PAI-1 gene are discussed with
controversial results. In our study, thrombophilic and
hypofibrinolytic genetic variants were identified in 54.2%
of 115 patients with PE. The most common significant
genetic defects were FVL—16.5%in paticnts versus 6.2%
in controls (OR=3.102; p=0.05), G20210A PT 5.7%
versus 2.1% (OR=2.983; p~0.05). PIA2 was found in
27.3% patients versus 19.9% in controls (OR=1.523,
p>0.05) and PAI-1 27.8% versus 22.6% (OR = 1.501
p>0.05). MTHFR C677T carriage was inverse: 6.7% in
patients versus 13.4% in conteols. (OR=0.461 p=0.05).0f
all the patients studied, 15.65% had a history of recurrent
embolic incidents. The risk of recurrence was higher for
the carriers of RVL and G20210A prothrombin gene
mutation. The association between carriage of
thrombophilic genctic factor and the easly onset of the
first embolic episode was found in the patients with PE.
The awareness of risk factors and risk stratification is a
critical issue in treatment and prevention policy.
Preventive measures should be taken in particular medical
conditions.

Key words: thrombophilia, hypofibrinolysis. FVL,
PTA G20210A, MTHFR, GLPR IIb/illa, PAI-1,
pulmonary embolism

Introduction

Pulmonary embolism (PE) is a relatively common
cardiovascular life-threatening disease. Accurate
diagnosis is critical because of the high 30-day
mortality in patients in whom the diagnosis is missed




38. Kovacheva K., Kamburova Z., Popovska S., Ivanov I., Simeonova M., Angelova P. Study

of the carrier state for five BRCA1/BRCA2 deleterious mutations in Bulgarian women with
breast cancer. J Biomed Clin Res. 2013; 6 (2): 100-105.

J Biomed Clin Res Volume 6 Number 2, 2013

STUDY OF THE CARRIER STATE FORFIVE BRCA1/BRCA2 DELETERIOUS
MUTATIONS IN BULGARIAN WOMEN WITH BREAST CANCER

Katia S. Kovacheva, Summary
Zornica B. Kamburova,
Savelina L. Popovska" Geneti(_: tcsﬁng_ for BRCAI2 mutation is @ well
Ivan N Ivanov' recognized medical management tool. Identification of
A = ’ healthy carriers of such mutations allows effective risk
Maria N. Simeonova, ceduction procedures to be perfomed. There is no data
Petia N. Angelova reported on the founder mutations in the Bulgarian
population, To evaluate the contribution of genetic factors
Section of Medical Genetics, to breast cancer (BC), we investigated the carrier state of

Bulgarian women with BC for five common (according to

Medical University — Pleven BIC database) deleterious BRCA1/2 mutations. The list

’

Dep(.lrtmen't of P athology, of patients diagnosed with BC between January 2011 and
Med“'-'a_’ University — Pleven, April 2012 was obtained from the Cancer Registry of
Bulgaria : University Hospital, Pleven. Eighty-two women with BC

were interviewed and a pedigree was constructed of cach
of them. The patients were classified into seven
categories, according to personal, disease and family
history. Based on the preliminary prepared selection
criteria and the personal family history, we defined a
target group of 33 Bulgarian women with BC, They were
screened for five deleterious mutations: 5382insC in
BRCAI and 6174delT, 6079dcl4, 8138dels, 5946delCT
in BRCA2, by DNA sequencing. The genctic analysis
detected none of the tested mutations. Two polymorphic
variants were found in BRCA2 gene: ¢.5744C>T
(rs4987117, SNP databasc) in exon11E in one patient and
¢.7806-14T>C (rs9534262, SNP database) in exonl7 in
22 patients. In conclusion, without basic information on
the founder mutations in the population, the genetic
screening for the specific mutations in a small group of
tested patientsis ineffective,

Key words: BRCAI, BRCA2, Breast cancef,
Bulgnrianpopulalian.polymomhism

Introduction
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relatives of BC probands. Since then, tanulal
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PRELIMINARY DATA FROMA'STUDY ON POLYMORPHISM RS4244285
OF P4502C19 CYTOCHROME GENE IN PATIENTS WITH ACUTE

CORONARY SYNDROME, UNDERGOING TREATMENT WITH DUAL
ANTIPLATELET THERAPY WITH CLOPIDOGREL AND ASPIRIN

Summary

Administration of antiplatelet therapy Aspirin and
Clopidogrel (CLP) is a corner stone in patients with Acute
Coronary Syndrome (ACS) undergoing Percutaneous
Coronary Intervention (PCI) with/without stent
implantation. The CYP2C19*2 allele is the most
important genetic variant determining response to CLP.
We aim to investigate frequency of CYP2C19%2
polymorphism in patients with ACS and significance for
the individual response to CLP therapy. The preliminary
data of a study including a total of 120 patients with ACS
undergoing PCI with stent placement and treated with
dual antiplatelet therapy (CLP and Aspirin) are preseated.
So far 18 patients (41-81 year age) are tested for
CYP2C19*1/%2 polymorphisms. The genotype
CYP2C19*1/*1; CYP2C19*1/2 and CYP2C19*2/*2 is
demonstrated in 50%, 33%, 17% respectively, of the
paticnts. The established frequency of CYP2C19%2 allele
(33%) is significantly higher (=5.220; p=0.022) than in
healthy Bulgarian individuats (16%). In-stent thrombosis
have developed 3 (17%) of patients; 2are CYP2C19*1/*2
carriers, and 1 - homozygous CYP2C19*2/*2, The
preliminary data demonstrate high prevalence of
CYP2C19*2 polymorphism in patients with ACS and
point to significance of the variant for CLP therapy.
Further extension of the study with larger samples and
monitoring of the patients arc required to determine the
effects of the polymorphism on the prognosis for major
adverse cardiovascular events.

Key words: CYP2C19 polymorphism, Clopidogrel,
Acute Coronary Syndrome, in-stent thrombosis

Introduction

Acute coronary syndrome (ACS) is the most severe
manifestation of ischemic heart disease, which
remains among the leading causes of death
worldwide, despite the use of modem treatment.
ACS is a life threatening condition and includes the
following categories of patients: diagnosed with
STEMI (myocardial infarction with ST-segment
elevation), NSTEMI (myocardial infarction without
ST-segment elevation) and UA (unstable angina
pectoris).

According to the recommendations of the
European Society of Cardiology, in patients with
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Pezucmpayua na Bpogenu anomanuu npu nHoBopogenu —
Z-20gusuen enum Ho Meguko-zeHemuyHus Yyetimop B lineBen

Y M. Cumeonoea, K. X2acyeasa, J1. AHzenosa

MeOuko-zeHermuyen usHmep npu Mecuuukcku yHusepcumem — [IneseH, Pexmop —
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XawovoBu gymu: 3pogenu anomarvy, 108

POGEHU Gaus,

R IR TGRS 1A 2R 5D S KIS0 N O 5 U,

Ha $oHa HA NOCTHXCHUATA MA [IETCKOTO /1PANEO-
MAIDAKE ¥ WAC BCE NO-TPCHOKHA CTABA HEISNOBOAH-
TEAMATA NPOYPUIAKTHRA Hil HACACACTBEMHTE H BPOJIC-
Hi anomanau. 10 OPrUKAANH NAHHK Te Ca KA NBPBO
MACTO B CTPYKTYPATA Wil JIETCKATA HE CMBPTHOCT.
Cumeonon # cvrp. (1991 r.) nonueprasay daxra, ye
HHE HC JHACM WCTHHCKAYA HECTUTA NI BPOACHHTE
SHOMBNMK B HAHATA NONYNAUNR, KAKTO K HANHIHETO
HA TEOTPAGCKH, CTHHYECKH W NPYCH PAIAHYHA, BIAUA-
ClLK HA NOKBATA KM, HAMAME 1 METOAMYHO ENUNCTRO
npK HIyvasanero wa. Pesyatature or peawua npo-
BEAEHK Y HAC HICHENBAHNR (2), KAKTO 1l RAWK JLANNN,
NOKAIBAT, NE PEFUCTPAUMATA HA BPOJIEHNTE AHOMA-
AWK PR HOBOPONEHH RENE HMA TONEMHE BLIMOXKOC-
TH B DPODHAIKTHIHO OT HE, HO NIPK Y na
NBARO ODXBAUIAHE HA NOANEWIUNTE JICtld, KCHK KPY-
TCPHH NPH PETHCTPRAUNATA M NOBKWABANE XKAYCCTBOTO
Hil JIHATROCTHYHATA paGo*rn HA BCHYXM yNacTHkuw
HPes NOBMWABANE XBANUPHKAUMATA WM HAR-DEYC NO
AncMopdonorks.

C nacrosumero cuob UEAUM A3 M CBOR
ONMUY, PEIYATATH W NPOBAEMNH OT PErHCTPAUNATA Ha
Bpojientnye anorannu v rp. Nacser npes 1990 1 1991 r.

Mamepuas u smemogu

OpranulauroOHEHTE NPHNIMNK Ha PaBOTA NpPH pe-
FHCTPAUNATS HA BPONEHMTE ANOMEAHM Ca paspabore-
HH OT ChTpy/iNnun Ha CeKUMATAE NO KANRMYINA rene-
THka —~ MA — Codus ¥ wMerno Tax npraarame s
nocAEHMTE roaKrkK. MeTonT ca 3axmovana b nassp-
WBHAKETO HA MACOB KAMMKNEH CKPWHHNT Hil BCHYKN
HOBOPOJICHH (KHBOPORCHM W MBJHBOPOAEMN) W PErKCe
TPHPAHE MO ONPEJLENEH KANKI Hit ONEIN OT TAX, KOHTO
HMAT CMHRNIM HAK MHOKECTREN K aHOMAANKK. IleaTa
MA PErHCTPANKATA € NOCTABANE HA TOYHA JIMATHOIA,
HACOYDAHE HA POIIMTENHTE KbM TCHCTHNRATA KONCY A~
TAUNR 4 NPEAOCTABARE HA reNeTHYH2 MIPOPMALNS |
NPEANPUEMANRE KA MEPKK 33 NPOPKAAKTHXA NO BPEME
na cacneaula Gpemennoct,

OprauwdIaUKATY HA PErHCTPAUHATA HA BPOJICHKTE
AHOMANKK NPK KHBO— K MBpTBOpoicHuTe B Maceen
BK/IOYBA CHINACYDUHOTO YHACTHE HE ACKAPHTE OT
MenKko-reHETHYNMA UCHTBP, HECOHATOROINTE W aKY-
WEP-THHEXONOIUTE OT EAMNCTBENOTO & rpasa Popun-
o ovpencuue. Mome OGN uMENNO TODE, KAKTO M
HEFONAMOTO PAICTOANRE MEXY JIBETE J0CHL W LR~
HCBHRTE KONTAKTH MEXAY NOCONENHTE NO-FOPE AéKa-
PH OCHEYDABA IPK NAC CPADMRTEANO ROBPATA OPranK-
JAUKR ¥ NBANOTA HA oﬁxlamaue HA NOAACKAUIHTE HA
PEFHCTPAUNA ACU3 C BPOJIEHM aHOMankH. Macoskar
KAHHHYCH CKPHHWKT H3 BCHYKH HOBOPO/IEHH Ce HISHP-
LIBA OT HEOHATONOINTE K Axymep-runexononre. Mpu
NAAMNMC HAKH CLMICHHE 33 HAKAKLD BMA DPOsiEHA

—— N

akomanns T crobutanat no renedona s Fenernnus
HERTBP M Hal-KBCNO JIO CACNBAULIHR ACK NCKap-rene-
THK € BH/IAN JIETCTO HAH NICNATA C BPOMCKH AROMANHK
H & OBCHAKA JUEANO € WEONATANOrA OMHCANKTE KMit-
HHAHO SHOMSANM B CRSUHANNMR DU 33 perncTpains
Na Taxuna anomanun. Hexa ce doronoxkymenrauns
NPK BCHYKK JICUA C MHONKECTBEHM ANOMARHK M NDK
HAKOM C CAMHRNNN. AKO [IKATHOIATA HE € ACKA, ce
06CHHAA CHAMECTIO HEOBXONHMOCTTA OT HINOAIBANC
Ha UKTOTCHETHNHN, APYTH NAPAKAKNHANM W HHCTPY-
MCHTANHW MCTO/IX HA WICACADANE, KAKTO W KOHIYA-
TaumMn cvc cneunanuctu. Oute comms aew s Posn-
HOTO OTACACHWE NEXAPST-TENETHK NOCCWana
MalixaTa, NPaBM FEHEANOTHYHO NPOYYBAHE, BIEMA
BCHYKK HEODXONMMN JIUHHHM C UCA TOYHATA KNMHHYMA
K reNeTHYHA nuarnoda, Cnea npopexnane wa nupany-
NATE FENETHYNE KOHCYNTAUMA C POAKAKATA T8 Guna
n06NO 33 Hea ap AA NOCETH rENIO
CxC cunpyra cu Mepuxo-reneTuuuua xabuuner. Pas-
6upa ce, Te Guxa jlowan, ako jo6pe ¢ obacueno 3a
KAKDO CTABR IYMit K AKO CEMEHCTBOTO WeENUE CREBa-
WH NIETEPANIAAHKE H CC HHYCPECYDA OT TEHETHYRHR
prck u nporkoda. CemeleTnara Ma yacT OT Xuso— N
MBPTHOPOACHRTE JLCUH C AKOMMNHH, CACIT OKONNATEA-
HA SCHa MAN HEACHA KAHHHYMA AHATHOIA CE AINCNAK-
CEPHINPAT B MEHKO-TEHETHINHTE KONCYATAUNN.
VCTanosasaneyo ua YOMNZ AHArHOIR NPH penwua
CILHHMMHMK H HAKOM MUOKECTBENH AHOMANMHE HE NpCA-
crasasna TpynnocT. Mpobaem npw Hac e Auncara ni
NUAFOYTOBXA NO AKCMOPHONOrKA HA ACKAPHTE, KOETO
JATPYAKKBA KAK NPABK HEBLIMONKNO PEUIABAHETO Hil
BBNPOCA 34 TOUHATA KAMMMNNA ANACHOIA NPH PERHLL
CAYNAN N3 MHOXECTHENH ANOMANHH C HEACHA CTHO-
NOTHA R NOIONOFHMKA NpuMannexKocT. Toaw npub-
neMm € olLe NO-OCTHP NO OTHOWEHHE HA MBPTEOpPOAE-
unve peua. Npu TAX TaKapa OPraHN3IaUMA HA NBAKO
KNAHHHYHO ONUCAKKE, CHEMECTHO OGCUKILANE N inar-
HOJATA C UEA MIRCHRBANETO R , HAINAYABAHE WA
HONDARNTENNN WICACABANNR, QOTOHOKYMEHTALHN H
ApP. Hd NPAKTHKR PAAKO ce ocbuccTasna. Obuxnoeeic
CPE/l PANNANETO Hit MBPTHE MAOA, NPEAM HINPAWANE
33 ayroncks B OTACNEHHETO NO NATOAOIO-AHATOMHY,
AKO NAOABT HE & MaucpHpaK, GuBa Oracnan o Jekyp-
WHR AXYWEP-THNEKOAOT W CE perucTpupa Han-obwo
HM3A NIH BHJIHMH SHOMBNHK, XATO MHONO PRJIKO Ce
oTunTaT uucMopduinK crurmu. Te we ce orenrar u
OT NaToAOro-anaToMa. B FEHETHYHHR UCHTBD CE Ch-
06wasa CAMO 34 MBPTBOPOACHH C BHAKMH SHOMANNN
obu 0 Ma JIEH, XOFATO AYTONCHATA
seYe ¢ Hanspuwena. Jlexapar-resHerhx none ycnana jia
PAIFOBAPA € POARAKATA H 13 NPOBEAE NBPBAYNA rene-
THYHA KONCYATAUMS. 34 CRKANEHHE JIBE TPETH OT
MBPTBOPOAEHHTE ¢ ANOMANHK OCTanaT Gea nascKena
AMATHOA,
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ARYIIEPCT RO M THHCKGIOTHN

YYACTUE HA XPOMOSOMHMTE AHOMAIUN
B FEHE3ATA HA PENPOAYKTUBHUTE HEYAAYN

Cumeonosa M., K. Kosaveega, /1. Aurenosa, C. AHrenogsa
MV - Mneser. MegnKo-reHeTHYeH KOHCYNTaTUBeH LUeHTbD

Pourosonuten gou. M. CumeoHosa

11, Axrencna, C. Anrenosa

aM, K K

C
VYAC THE HA XPOMOIOMWATE AHOMANMK 8 FEME 3ATA HA PENPOAYKTHUBHUTE HEVOAYH

Peyoue:
{PH) « cropi

TTOCOCTIBEMI €O POIYNTATITE OF XDOUOTOMMIA QWA A T85 CONPYMOCKA JBORNN. HACNQQBANK NO NOBOA LENPOLYKTHEHK HEYLaW
O CNONTamM ABOPTH MBPTECLIRARMAR, DANIINE M2 Q0Ud & 80 . Baxa y 29
SOURITAT O CROGYINTO @ HOCITEN M@ XPOMOJOUNS AHOUANR (XA} - 15.68% T

8 KOHTO

-5 6p.

XA 81 vt - 2 8p., g

4
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The resuits from cf of 185

Ha LT 070 3
Fhe KAKTD 1 RS IOMMOCTTA NDIT COMBHCTEA & WOCHTENCTEO Ma XA 58 CO OCHIYDPH MORATHYHE NPOPHNAKTHXA YPe3 NP

NEHYHHATa 30 ¥aCT o7
MO PP

THE ROLE OF CHROMOSOME ANOMALIES IN THE GENESIS OF REPRODUCTIVE FAILURES
¥

Summary.
SPONINRUS OV Y
anomaiy (CA}

5 ShEbrins g Mmalrmed chicren arg presoniod. Twanly Nine couples (15 68%) with one of sp
astadished CA fypes include aneuploidy - 2. mosaic - 5. Robertson's fransiocation - 3, non-Robevlsc's ranskocation - 7. and

. Shahed on the occasion of reproductve tadwes (RF). such as stority.

-acamerofa

DONEENING I Son - 12 AGCCNINGN Of GENGLE CONGONS IS vl for ACCuale assessment of recurrence risks and in ordee m SOme inslances. o

PIoVIcSa Speces préital agnosis

HoCHTeAC TOTO 1t XPOMOTOMHH ANONUIHH B CIIH OT
CROPY G ¢ IR O NPHYMBNIC 44 PCIPOJYKIHHHE HC-
A0C Turhasoc T { PH ) - CICPIIHTET, CNOHTUHCK aBOP T, MBp-
FI6) PRrARIHE, PAALANC M JICTC € MHOKCCTHCHH aHOMa~
1t SeC 1O T 1 1 HOCHTEACTRO Mit DaNHCHPaK XPOMO-
onthis stoateT € XA ) CPe/t ODULITY BONYAUIHA ¢ OKONO
3% 020, T wecrora ¢ 5 o 1O nKr no-BHCoXa cpest
BPasHI 0K Che CTONTANHK SOOI WU JIPYE THI
PH (3210 13%0) (1) Orapyra crpana Hai-ronsasa ¢ pons-
fe o NA kw10 npiuvsieH daxrop ta PH v rpynats wa
criomraiine anopin. B S0% or cnonTaHHo abopTpai-
FC IIDJIOIE 18 PrIHYHI CPOKOBC Hit HPEMCHIOCT I €C 0T+
Kpinisr xpostoronen soepauni (1. 2). [o-roaamara vace
OF PAX Cit 15 SHIEHAMI CAYNUHHO (dc novo). & Manxa Mucr
Cit VHUC IS0 OF SIS POJBITCA,

10 e MM ONPCCAAT THIMCHICTO Ha LLHTOICHCTIY-
PO MR NPSETIRIS) COMCHCTIGL € OINC/ HEACHA-
AL P HE TG, IPONCAS NG Ha MCJIMKO-TCHCTHYHA KOH-
CYTIIIE 3 BPUAAEIHE NP3 HCODXOINMOCT Hi NPCHATAN-
Mk UNEETIOC TR QP CIICIBALEE DPCMCHHOCT,

B3 1aC 0o 5o HpovYIEHE Ca 0D0DLUCHI PCIYATITHIC
OF XPOMOIOMHIA 2T 1 1RS CHOPYACCKH JWOTIKIL, Wi~
CACIUE 15 MHIKO-TCHETHYCH UeHThp nph MY - [ae-
BN, 110 oo Ha paannina no Xapaxrep PH. Cemciterna-
Tu cu Hacoumnn 2 MUK npeiiumuo o1 akyuwep-1iHeKo-
O CCI NPCURIPITCAHO HIKMOUIHE Ha JPYIH BHIMOK-
e npaeiseen 3a PHL

Lien e HACTOALIOTO NpOyYBane 6¢ jla cC onpe/ienit
WECTOTuTY Hi PUINHIHHTE THIOBC XPOMOIOMHH AHOMa-
sk L XA) B COMCHCTIATA C PENPOJIYKTHBHA HEROCTETRY-
HOCT, K4KTO 3 jla CC AHANK3INPA POAATA HA TCIH OTKIOHC
HHUA 38 PCNPOAYKLIATA HA HOCHTCIIHTC MM,

MaTepHan u MeTOaH

Ha 185 conpysecks apoiiky, Hacosen 3a MIK no
MOBOIL PAINHHMKK OTKIOHEHHA B PenpoityKunsTa, Sewe
MPORCICHO WHTONCHETHYHO HICAC/ABANE N0 CTAHIAPTHHTE
MCTOMKI 3 10/TYHABAHE H2 XPOMOIOMMK W JINBepCHLN-

anHo ouncTARAHS, TCIH IIBOAKK BAXY PUIICACHH YCIORHO
1S rpynu:

| rpyna - cenpysecku joiikn (C1) ehe crepuanrer

[l rpyna - CI1 camo che cnonTeris abopTi (2 wim
noneyce)

I rpyna - CI ewe (RoKe | 51 NORCYHC) CNOHTAHNM
uBOPTH + MBPTIO PUKARHC WIH CUMO € MADTBEO PEAIEGHE

IV rpyna - CJ1 cne cnonTanch «BopT (noxe 1)/uan
MBPTHO PUAIKHC + DOJICHO JICTE C MIOKCCTICHI SHOMi-
nnn

V rpyna - CJ1 camo ¢ pojicko Jiwiv (none |) ¢ MHoKec-
THCHH GHOMANNH

XPOMOTOMHHRT aHaniiy GCIUC NPOIC/ICH RHPXY MCTa-
i ot MPOUNTHI KyTIrypH o1 tiepudepha kpbi. Ha
BeCKK nanscHT Hewe npinokeno GTG-DomHI ouReT?-
iane. [TPH YCTAROBRRSHE HI XPOMOTOMHI SHOMAHH HAX:
weonsHy sonhanurento C-. Ap-NOR-ouncrurciny
TCXHUKH. Aanusupany 6axa no |l meradaii Ha HHIM-
ML & NPK ChMHCHKE 3a Morailika - to 100, Kapuornnure
Haxa knscuduumpanm cnopezt Mea, IV HBPOJIHTS CHETEM:
43t UHTOFCHCTHYMA HOMCHKA@ YA ¢ IR T ),

PezyaraTh u obcnanaue

VETaHOBCHHTC AHOPMEH KAPHO T3 8 O'DICAHHTE IPY-
K JBOIIKH C PEAPOJYKTHIHE HCHOCTATHHOCT ¢ npelic-
TancHi B Tabn. 1.

XPOMOTOMHITC UHOMAIHN BAXat Pa/ICNCHI Ha TPH
W

1. Tpancnoxaussm

2. MUunepenn

3. [lpyru xposortomum aHomanin (XA)

YecTOTHTC HM B S=TC FPYNM JIR0ItKH Cit NPCACTABCHN B
Tabn. 2

TIpenBapHTCAHUTS JIAHAM O HAlLCTO WACACABAHE N0~
Kazpar, yc:

YecToTaTa Hit XPOMOIOMHITE aHoManHu (15.68%) ¢ 3
ITETH N10-BHCOKa O Ta3M, Joxnaipany ot E. Gadow ct al.,
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Mo3zauueH kapuotun 45,X/46,X i (Xq) B Mmomuue
¢ Turner ¢peHOTUN, HOCUTEA Ha YHACAeeHa
nepuueHTpuYHa MHBepPCUsA Ha 9-Ta XpomMo3oma

K. Kosauesa',M. CumeoHosa’, H. Cranumuposa*

1 MeauKo-reHeTUYEH UeHTLP

2 levcka knuHuka, MY, MNneser, Pektop gou. a-p K. UrHaros

CuiapomsT Ha TUrNer @ 8IHa OT HAR-UECTHTE XPOMOIOM-
HI aHomanus - 1/2000 o 1/5000 xuscponesw smomuyera (10).
Cnopen NOCNeAHHTE NYG/AKALIMM, CAMO NONOBUHATA OF BCHY-
K NAuMeTH cve cnnapom Ha Tumer (CT) ca pencremrento
MOMOZOMUUHY 33 UANATA X XPOMOIOMA; OCTAMANATA NON0BKH-
Ha @ NPEACTABEHA O XeTCPOraNHa IPYNa C PA3NUUHK CTPYK-
TP GHOMANKK HA NONOBKUTE XPOMO3OoMU (5), Modanyen xa-
PHOTHN (C BTOPA KNETBLMHA NHHWUA HOCELLA GPOMNA NAK CTRYX-
TYPHN aHOMANKH HA rOHO3OMUTE) € yCTanoseHa 8 30-40% or
naumerTure ¢ve CT (2). Npu 60 go 75% or »wmeopoacunte
Aeua ¢ 45, X xapwoTkn nunceawara X xpoMoaoma ¢ GawmHa
2

WzoxpoMo3somuTe No Avaro pamo - i (Xq). ca wai-yecrara
CTRYKTYPHA AHOMANKA Ha X XPOMO3OMATA W CE YCTAHOBRBAT
6 15% or cnyvaute ¢ Turner genorun (3). B nwreparypara ne
Ce cpetar cnyuan Hau3oxpomMo30ma No KuCoTo pamo - i (Xp).
Nuuara ¢ i (Xp) nne Apyrv CTPYKTYPHU X XPOMOZOMMIM SHOMA-
Nk, BONEUWM A0 NENSUMA HA X-MHAKTUBAUMOHHNR UEHTLD, Gu-
XA MMANK 18€ MM NOBEYHE AKTUBHO QYHKUMOHWPALLY KONuR
HA PAINMYHK FEHK BBPXY X XPOMO3ICMATA, KOETO HAR-BEPOAT-
HO € ChCTOAMME HECHEMECTHMO C wuBoTa (9). Bramomuara
NOKANUZAUMAH & X-MHAKTUBAUMOHHNA UEHTLP C8 CMATA, Yo e
8 AuArOT0 PaMo Ha X xpomozomara - Xqi3 (9, 1).

CouerammeTo na MoHo3oMUA X ¢ GANaHcHpano CTpyKTyp-
HO NPEYCTPOACTED Ha BBTOZOMUTE B C/1WH 1 Chiy MHAKBH €
PAAKO (4). Owe NO-PeRKM Ca CRYMANTE, NPU XOUTO TAKLE THN
CTPYKTYPHO NPEYCTPONCTBO C& OTKPHBA B NWLLA C MO3aWUHA
dopma na Tumer, NpH KOATO GAMATA KNCTLYHA NUHUA @ 45, X,
@ Apyrara - HOCH CTPYKTYPHA AHOMANKR Ha X XPOMO3OoMAaTa.
EYO 33U0 ONMCANKAT OF HAC CRYMAN NPEACTABAABA MHTEPEC.

MNpobanmet (B.E.1) e 13-roaMwio MOMUNE, HACOYEHO OF
FleTerm eHROKPHHONOMMNEH KAGHHET 33 LIMTOTEHETMYHO H3c-
NeABaHe NO NOBOA HUCHK PLET U APYTH GEHOTMANK Geneaun
racousauw 3a CT. Ta e poneHa oT I-8a, HOPMANHO NpoTexna
GpemenHocT, € Termno 2200 r, puer 48 oM, 603 BUANMM 3HOMA-
N, KNMHUUHOTO M3CNENBANE YCTAHOBM GEHOTUN XapaxTe-
pen 3a CT (¢ur. 1a, 6): puet 130 cm, verno 37 kr,
Gpaxuuedanits, KPLINO NWUE, HICKO PAINONOMEHN YLK, MyK-
POMHATHA, WHPOK BPAT C HWCKA NS HA OKOCMABAHE, WHPOK
TPLAEH KOW, PA3RANCUEHA MAMWUNK, AaHHA 33 TPYMKYCeH
cbesilas, naevi pigmentosi, WHPOKK ANAHW K XORNNA, KBCH
NPBCTH HE PLUE ¥ KPAKE, M3PAZEN0 CKbCABANE Ha IV-TH npyeT
Ha NBETE PBLUE, BLHWHM MCHNTANMK - HOPMANKK, 63 NPUINA-
UM 33 NyGepureTHe pasenTue. SIMNCBa MeHCTypaums. Hama

A2HHN 33 YMCTBEHO H3OCTaBane,
PerIreHonoMmyHOTO K3chen-
BAM0 YCTAHOBH YMEPEHO H30CTa-

Qur. 13,6

Denorun va npobanna
BaHe B KOCTHATA Buv3pacr, ocre- -+

ONOPOTVMMM UIMEHEHUA W U3PA- © |

3EHO CKLCABaHE KA V-ta mara-
KapnanHa Kocr,

YNT1passyxosoTo uscnenna-
HE Ha TA30BM OPraHk yCTanosu
xunonnacruuHa marka - lil-ta
CTeneH, NCHTOBUANM RAYHKUM C
nosnwena $ubposHocy, Ges
3peeus GonuKynm, [

XOPMOHANKMKUAT NPOPUN No- e
K32 XMNepProHanoTPenta Xuno-
ECTPOIeHEMMA: GONMKYNOCTUMY- .
nupawg xopmon (FSH) - 76 U/
(Hopma < 21U/1); nyressmnanpauy
xopmost (LH) - 28 IUA (Hopma <
2 1U/7); nponaxtuk (Prol) - 14 ng/
mi (vopma 2-23,5 ng/ml); ectpa-
Aano (E2) - 0,1 pg/mi; TcrocTepon
(Test) - 0.2 ng/ml (Hopma - 0,1 -
0,65 ng/mi).

Pogurennte ca knnuuuHo i
3npasy. SIUNCEAT aMunHM AaH- .
MW 32 ipyTM AMua € Genesmma o
Turner u No ABETe PORMTENCKH
Nenn. Mankara ¢ ¢ mesapxe oy
12 roMwHa BL3PAcT 1 HoPMa-
NEH MexCTypaneu umxen. Tre ¢
pyeT 163 em w Terno 58 kr, ma-
Na € NBe GPEeMEHHOCTH, HA Bb3-
pacr - 18 » 22 r., 33pbpwwnm ¢
PAXAAHETO HA NPOGaMAA 1 HeR-
HuA Gpar,

LinToreseTmuHOTO wachensa-
HE CO NPoBeAe BbPxy meTadaszu
OT KyNTHBHADaHM NedOoLmnTI, oLl
seTenn ¢ GTG - u GBG- Texnkm
33 AndOPCHUMANHO OUBCTABANE
(no cTamgapTHuTe MeToauxw). k
Mpwn BCHYKK M3cneasany nuua
CE AHANMINPAXE 1o 100 KNeTxK.

3/96 neguampun
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45. HenxoBa B., KoaueBa K., TanueB C., Tome H., CumeonoBa M. Cunapom Ha
TEeCTUKyJIapHa (DEeMHUHHM3AIMS ChYCTaH C JUCEMUHHU3MpaHa XEMAHTHoOMaro3a. AKYIIEPCTBO M

ruaekonorus. 1996; XXXV (4): 35-37.

AKyUIepeToo i THIUCKONOrHA

CUHAPOM HA TECTUKY/TAPHA QEMUHU3ALNA CBYETAH
C ANCEMUHNPAHA XEMAHIVIOMATO3A

Hepxosa B., K. Kosayesa, C. Tanyes, H. Toues, M. CimeoHosa

Karegpa fletcxu Gonecrs, BMY - Mneser, Pexosoguren karegpa: npog. H. Mywaxares - gux
Megxo-reHertien KoncynTarneeH yenTsp, BMM ~ Mneser, PexosaguTen xateqpa: A0y, M. Cumeonosa - kuH
Karegpa Axywepcrso # rinexonorns, BMY - Mnesex, Poxosogiten kareapa: CT. Tanues - KuH

xaregpa: goy. H. Toves — xaH

Karegpa Perreronorns u paguonorna, BMY - Mnesew, Pexosoguten
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Pe. 2 ONIHCEHO 8 MOBOPOIEND MOMIHYE C 130 KOXETE Ha TRIOTO it Yepiied 008 C 0FNER HIXMOHEAHE Ha XDOMOICMNHO 3960NRSaNS

JCHmaDou Ka Bong-Xupuxopw @ HANPASEHA KAPHOrPALS. YCTEHOGH C8 MY KADAOTHIL 46 XY - cougpou Ha Morn's.
. Kacse ce 33 PAGNO CHMETAHHE HA TECTHNAPHA ow (DEHA XEMAMOMATON, CNEA NPOBEREHO NENEHIE C BHCOKM O KOPTHIOH
XOMANTHONATE NRMANAXE NO P3IMEDH. .
Nedkova ¥, K. Kovalcheva, St. Tanchev; N. Totcey, M. Simeonova .
SYNDROM OF TESTICULARIS FEMINIZATION COMBINED WITH DISEMINIRAINED HEMANGIOMATOZA
Summwy:#smdammdﬁdmhmmymangmummmu#mwuww(oexd.de.mopossimtydmmamdsmsa.
We fixed male canofype 46 XY = syndroma Morris. We found out that itis & rare combination of testicular feminizabon with diseminirained hamangiomanzs,
Aler the medical treatment with high doses of cortisone the hemangioms decreased thewr sizes. :

Kacae ¢e 30 panxo cpeman cHugpom ¢ yectora 1:20 000 Hue npencTapaMe HAL CTYHAMN CBC CHHAPOM Ha TECTHKY-
70 1:60 000 Meauty HOBOPOJCHHTE fiena, NpeAcTasnABaiy 15 AapHa PeMHHH3ALMA, CHHETAH ¢ MHOKECTBEHA XEMAHTHOMA-
~ 20 % OT BCHMKI HHTEPCEKCYATHH CHoTOMMA (2). Omicani e T03a, AMarHoCTHUMPaK HeoBiaiito paso (OKMH . 2. Ne327).
nipes 1952 r. or Botella et Nadales, xato MB&KH neeajioxep- Kacae ce 3a gere #a HBYMECedHa BH3PAcT, OT HOPMAJO
Madpomrrzwar. Tpes 1953 r. J. Morris susexap nonstiero  nporexna Il-pa GpementocT i paxaane. Pogeno 0RoCeH0 ¢
“TECTHRYNOPHA DEMITIERUMA" H ONMCBA 34 MLpBH BT NOf-  Terno 2600 rp. u pyer 48 em. Ha 5-Tua Heonataneu nied ce
pobro xmimynaTa xaprena (1, 7). 3acernaryre MHIDEUAN  NOABIUIN XCMAHIHOMI HA BBPXA HA HOCA, 110 Y€/I0TO, MEpTE
BHNPEKH HATINHETO HA TECTHXYMM, HMAT XEHCKH FeMuTaniy, | rasara. Te Porpecuio HapacTRa, Ho He kupasm. [Tonon
A0Gpe PassHTIl TPBIUGE KAE3H, C/UNO JABHPIIBAA BarHHa, 33 nocTnBane B I-sa [lercka xunmxa BMH - Mnesew ¢

. HAM=YECTO IMTICBA MATKA, HECTO CE YCTAHOBABAT HHIBHHANHA  YTONEMABAHETO HA XCMAIIHOMHUTE,
XCpHH, OTCLCTBA NYBHCHO M aKCHNApHO okocmasane (3, 5, Om emamyca: Jlobpo obuio cucromute, Koxa — posoea,

7, 9). Hamtue e neramusen X NOMOR XPOMATHH M KADHOTHII  XSMAHTHOM HA CENTYMA Ha Hoca ¢ pasmep 12/11 am., Ha
46 XY (1, 7). Or xulpuansauusd HA COMATHYHN XAeTXi ¢¢  4enoro — 10/11 M., B AACHO 10 npeyia AXCHNAPHA THRIA —
YCTAHORABA, Ye MYTAUMATA 3a TexTuxynapra desoomzawns  15/10 Mm., apyctpanno Temmopanto 0,8/0,8 mm., no
ce nasmpa mexay Xq 13w Xp 11 (8).

Gurypa 1: Cunppom Ha Morris - poHwen g Qurypa 2: Curapom Ha Morris ¢ xemaxruoma w
) MapKHpaHa XemaroMeranua

MHrasuIaTa Ka goaka yemoct - 0,5/0,5 s, /ur. 1,2/, Inasa
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Cnyuait Ha Down-Turner mo3auiusbpm (45,X/47,XY+21) B mamment ¢ Psoriasis vulgaris.

Hepmaroinorus u Beneposorus. 1997; XXXVI (1): 36-38.
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CJYYAN HA DOWN-TURNER MO3AHMIIAIBM (45X/47,XY,+21)
B ITAIUMEHT C PSORIASIS VULGARIS
JI. Anzeaoea’, K. Koeaueaa', H. Cumeonoea’, C. Anzesosa’,
M. Tpauruesa-Koiivesa®

BMI — ITaeeen, Meduxo-zenemuyuen Koncysmamueen yenmup',
Kamedpa no xoxnu u 6enepusecku dosecmu’®

Pestome. Onucea ce nos caywali na Down~Turner cundpos npu mwx ¢ 45,X/47.XY,+21 mosauyurom. Toi
NPEOCIasA CHUeManue om KAunusnu Beae3u, XapaKmepu 3a 6cexu om dgama cundpoma ¢ npeobaadasaiyu
cmuzmu na Down cundpos. Llumozenemuuno uscaed 8 UMK KYAMYPU Pa3Kpusa 08e KAEmbuHu
Aunuu - 47.XY, 421 u 45X, 6 6ausxu 0s.206u coomuowenus. Heobuxaiino 3a cundposa nayuenwmym pa3suea
KoXHO 3aboAseane, duaznocmupano xamo Psoriasis vulgaris. Coxemanuemo na d806HO XpomO3IomHO Hapyue-
nue ¢ Jep.mMamo3a, NOXA3IBAA MYAMUPAKMOPHO YHACALO. € HACACOCMBEHA NPEUCROIUYUS, MOXE Oa Ce
PAFZAENOA KAMO EOHOBPEMENNO CAYHAINO CHARAOCHUE RPU AUNCA HA ORKHU 30 IHAYUMA EMUONGIMOZEHEMUNHA
ACOUUAYUR.

Kawsosu aymu: Down~Tumer cundpos, moszauyuzvs, Proriasis vulgaris

DOWN-TURNER MOSAICISM (45,X,/47,XY,+21) IN PSORIASIS
VULGARIS - A CASE REPORT

L. Angelova, K. Kovacheva, M. Simeonova, S. Angelova, M. Trashlieva-Koycheva

Summary. A new case of Down-Turner syndrone concerning a male patient with 45,X/47,XY, 421 mosaicism is
described. It is @ matter of constellation of the clinical signs charactenzing either of the syndromes, with
predomination of the Down’s syndrome stigmata. Cyrogenetic study in leukocyte cultures reveals two cell lines:
47.XY, +21 and 45X in similar proportions. The paticnt develops a skin disease, diagnosed as Psoriasis vulgaris
which is uncommon of the syndrome. The combination of a dual chr aberration with dermatosis, exhibiting
multifactorial inheritance with hereditary predisposition, may be in interpreted as a simultaneous fortuitous

coincidence in the absence of data pointing to a significant etiopathogenetic association.
Key Words: Down-Tumer syndrome, Mosaicism, Psoriasis vulgaris

JpoilnaTta aMeynnouaua (CHIECTBYBAKCTO Ha ABS
XPOMO3OMHY OTKJIOHCHHA B CIMH M CbIll MHAMBHA)
€ PANKO ABNICHHME M 3ACATa KAKTO ABTOIOMM, TaKa H
nonosu xpomosomu. [TonoBOXpoMO3OMHaTa aHeyr-
JIOM4A B ChUCTaHKE ¢ TPissoMita 21 srmousa Down-
Klinefelter, Down-XXX, Down-XYY u# Down-Turner
CHHIPOMH, OT KONTO NOCHEIHHAT € Hait-PAAKO Cpe-
man. B caera ca aoknansany obwo 28 uurorene-
THYHO NOTBBLPACHM cayyad (6). ITo mawm panum
JI0CEra HAMA ONMCAK C1yyail Ha KAKBATO M J1a ¢ NBO#-
Ha AHEYTUION/IMA B ChuCTaHMe ¢ Psoriasis vulgaris,

Hue npencraname wos cayyaii na Down-Turner
(DT) mo3amnum3 M y nauneHT, ctpanaw ot Psoriasis
vulgaris B nponbakenye Ha 19 roauun. Jsoiiara
XPOMOIOMMA AHOMAIA BKNIOUH CAC/HUTE KACTHY-
HIE IMHMI €IIHA € MOHO30MMA X # Apyra ¢ aonsa-
urenna 21 xpomozoma.

Onucanne Ha caydas

K. C. P., Mbx Ha 29 roaunu e posen caea 39-cen-
MUUHA HEYCIOKHEHA OPEMCHHOCT B CEMEICTRO Ha
Maame popuTens, ¢ Terno 3500 g u puer 49 cm.
(Du3UKaNHWAT OrAen CNen PAKARHETO HE YCTAHOBA-
BA NHUCBO-YCPENCH W TPYHKYCCH IHMCMOPPHILM.
TMauuenTvT ce emATa 3a 3npaso aere. Mopaau aan-

HH 33 YMEPCHO HIOCTABAHE B HCPBHO-NCHXHHECKOTO
PA3BHTHE [ICTETO € HACOYEHO XbM [ToMOLIHO yuu-
JMue Ha 7-rogniusa e3pact. ITo Topa Bpeme He ce
NPEAnpHEMa HICTCABAHE 33 NPHYMHATA 33 H30CTa-
BAHETO; NHCMOPPHuNn GENCIH CHILO HE €A ONHCa-
MM,

Ha 10-ronsusa BL3pacT NaUKHEHTLT € KOHCYR-
THPaAH C IEPMATONOr NOPaaK IIOABA HA CPHTEMO-HH-
PHATPHPAHY CHMETPHYHH MATMONNARTAPHH JL1AKH,
Pa3nNONOKCHH NO aKpuTe, GONKY B TAKBTHHTE CTa-
BH M NPYPHUTYC, NOPagl KOETO CC AHArHOCTHpA
Psoriasis vuldaris. B nocaensaaus nepuon Gonecrra
€ NPOTHYANA XPOHHUHO-PEUMAKMBHPAINO C H3RBEHO
MOCTORHCTEO M PEAKH KBCH peMucHH. Hama aanuu
32 GaMHAHA HCTOPHA HA KOXHOTO 3abonssaHe, C
HIKMIOHEHHE HA RANOTO NO GAWKHA NHHKA, aHaM-
HECTHYHO ONHCAH 33 HANHYHHM CKBAMO3NM NE3UH TI0
KoneHa u NakTH. TTaMenT»T € HacokeH 3a uuTore-
HETHYHO M3CNEABAHE OT AEPMATONO3HTE Ha 29-ro-
NHUIHA BB3PACT NOPanH PHIHKANHK BENCIN, HACOU-
pauy Kum Down-cuuapom.

Kaunnany Genesn. OGCKTHBHOTO HICNEABARE Pas-
KPH MDA C MHCBLK puet (156 cm, <3 centile) u
sucoxo Terno (80 kg, 50 centile), Gpaxuunedanen
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[TocTHaTajeH CKPHHHUHT Ha BPOJACHUTE aHOMAJIMU — BH3MOXKHOCT 3a OTKPHBaHE Ha CEMEHCTBA C

MOBUIIICH TeHETHYCH PUCK. AKyIIepcTBO U TuHekoiorus. 1998; XXX VII (3): 18-21.
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MOCTHATAANEH CKPUHUHIT HA BPOOEHUTE AHOMAAUN :
Bb3MO)KHOCT 3A OTKPUBAHE HA CEMEVCTBA C
NOBULWEH TEHETUYEH PUCK

K. KoBaueBa, N. AHzenoBa, M. CumeowoBa, I. LlankoBa’, C. MapkoBa’, A. Mono@!
R -mcqgn Meguyuiicka zenemuka“ = BMU - [MacBen
.uncgp« wAkywepemBo u 2unekorozua® = BMU = MaeBen

TR 5 RVNRERDEI B 005 PSRN PSR By 3¢ A #: A RN PR
Penome; Le t na erofiugenuemo ¢ ga cnnge.au.s onuti om pe Ji na Bpog anomaiuu (BA), kaknd
i i oneriien efekmubiocrnma om npogictakmuniama gedi . koncy. 8 ceaed
I, Cpeg 19174 geya, pogera wsu pranu 8 AT, BMH = [LaeBen 3a nepuoga 1990-1996 2. ¢ yemanoBena w«mad
v BA = 26.1%. Ana.noupara e eonpykmypama na yemanoBenume BA. Om paskp 300 cemeilemBa, pogudu geme ¢

sa 226 (457%) e ocurypena peguko-cenemuair keovey.myus, [pegemaBeiu ca gantume om npegAoKenume memogu 3a np
sumntiea guazinocnuika (TU1) npu obujo 142 puckoBu ceneicmBa, kakmo e penpogykimub) 2

um genie npu caegBaud
e vennoenu, Ohictokgam ce wegoentunivius vhen g udkiwfuama [U1 8 Bvazapur u npegumemBama na Y3/, kodrnd
izl g ce npelupue 8 memey 1 macoBo chpunnjane 1 gomanu anona.uu cpeg Gpe.werwme kenu,

POSTNATAL SCREENING FOR CONGENITAL ANOMALIES AN APPROACH
FOR DETECTION OF FAMILIES AT HIGH GENETIC RISK
Kovacheva K. L. Angelova, M. Simeonova, G.Tsankova, S. Markova, J. Popov

.Sumnmry' The aim of the suuly was (o present oul crpmmce with the registration of lies (CA) and to ass
the effect of the preventive genetic = consultive activities in affected families. In the period 19904996 19174 infants born or
pitalized at the Clinics of obstetrics - Pleven were screened for CA, showing [rtqnmcy of 26.19%. Structural analysis of the CA
presemted, 226 vut of 500 (45%) families with and affected child were.c d by a genericist. Data an p tal diagnosis (
wlfered to 142 fumiilies at high risk amd their reproductive decision are sibniiited. The low rate of families made use of invasive
is pointed vut; the real benefits of ultrasonography as a screening test for detection of fetal lies has been r ded.

Bpogenama u nacacgemOena namoaveun npeye-  (BA) ce onpegean kakmo om Bucokama unt yecmol
natanGa matumeana yacm om mMeguumnickomo v gu- = 2-16%% cpeg noBopogenume geua, maka u om
jencolio Gpese 1e CaMO 33 OMGCATIUA NAUUCHM U ¢e-  WOmMO MAcmo, koemo me 3aemam cpeg npuyunume
seliemBomo sy, 1o u 3a usaomo obweembo. Megu-  gemcka carbpmiiocm go egna zoguwna Beapacm (1
Ka-conttaanomo  3uasenue Ha Bpogenume anozasuu  OGemoamescmBama, ue noBevwe om 50% om BA n
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Acute Hepatitis B in immunization Age
1992 - 1997
N. Viadimirova

Extensive immunization of infants against hepatdis B started
in August 1981, the vaccination coverage reaching 95%. The

period after 1992 marked asaresulia substantial reduction of’

cases with symptomalic viral hepatitis B in neonates and in-
fants. During the period 1934 - 1987 107 cases with jaundice
among children 0-3 years of age were registered, Of them 81
were epidemiologically follow up in order to disciose their vac-
cination against hepatitis B, the source as well modes of trans-
mission. Over half of sick babies and infants remained
nonimmunized. Hepatitis B vaccination s the major efeclive
measure in control of hepatitis B infection bul unfortunateley in
our cases it was not performed completely and in time. Due to
this reason preventive activities were not implemented as a
whole and in 74% of cases, misoportunities have been ob-
served.

Key words: viral hepalitis B, hepatitis B virus, hepatitis 8
vaccine, immunization status, epidemiological investigation

Genetic Counselling in Paediatrics
K. Kovacheva L. Angelova, M. Simeonova, V.

Nedkova, G. Tsankova

Structure and genetic factors implicated in congenital
anomalies (CA) and hereditary disorders as well as genetic
service. e

In 523 children {0 - 14 years of age) wre prospectively stud-
ied over a three year period (1934 - 1896). CA were classified
as multiple, revealed in 234 cases (44.74%) as well isolated
single-ones detected in 289 cases (55,26%). Most common
systems involved in children with isolatled single system
anomalies include ¢ | nervous system (17,97%) and car-
diovascular system (15,30%). Genetic causes have been dis-
closed in 309 (60%) of the 523 cases with CA. Multifactorial

inheritance (33,84%) is quoted with single gene defects

(16,06%), chromosomal abnormalities (7,46%). Sporadic syn-
dromes (1,723%). 214 (40%) of the cases were affecled by non-
genetic of unknown factors (the vast majority presented mul-
tipie CA). Genetic counselling has been carried out in 263
(50,28%) i.e. families having a child with CA. Routine antinatal
screening and available prenatal diagnostic technologies have
been submitted. Preventive medical care of pregnancies at risk
in such families sugges!s a need for comprehensive service in
which genetic counselling and prenatal centzes cooperate and
provide appropriate information.

Key words: congenital anomalios, genetic counselimg, pre-
vention of genetic disorders

Family with o - Thalassaemia

Z. Zareva, Ts. Alaikov

Screeing newborn infants for carrier state of
thalassaemia gene a family has been disclosed in which

¢ the infant is a carrier of a-thalassaemic ,trait” tye 2. The

father revealed present HbH. This diagnosis has been
precised by checking globin biosynthesis in reticulocyles
by means of marked aminoacids, i.e. (*H)-Leu. Resulting
from these investigations in both individuals a reduced pro-
duction of a-polypeptide chains has been disclosed on
account of proven f-chains surplus. This leads o a re-
duced survival of erythrocyles and appearance of
haemolytic anaemia in the father which led to the disclo-
sure of HoH. Carrier state of a-thalassaemia gene in the
child is accompanied by a pronounced anaemic syndrome

i tiltthe age of 3 years (i.e. the duration of survey).

Key words: a-thalassaemia, carrier of a-thalassaemia lral,
genealogical analysis, giobin biosynthesis

Position of Soybean Milks (Frisosoy)
in the Treatment of Incompatibility to
Cows’ Milk Proteins

M. Georgieva-Shakola, V. Tsaneva, M. Popova

A varierty of soybean preparations can be successiully
applied in case of incompatibility o cows’ milk proteins
(ICMP), allergic reactions are also present in approximately
30% of the cases. Present study is being aimed at the inves-
tigation of clinical features of ICMP and the position of
Frisosoy (Fristand) soybean milk kindly provided by the manu-
facturer in the treatment of ICMP in infants aged up 103 years
as well as allergic reactions. Ouring the period from January
1998 1ill July 1998 33 ICMP infants brought on the bottle and
aged between 1 month and 3 years (mean age 6,2 months)
were consulted, ICMP diagnosis was based on clinicaly and
laboratory parameters. Adapted milks or sour milk that had
been previously used were replaced by frisosoy in age-
matched dosage. Therapeutic effect was assessed accord-
ing to clinical and laboratory data 2 - 6 months atter the initia-
tion of treatment. Prior to it patients revealed loss of appetile
(100%), unest after taking cows' milk (60,6%), colic (48.5%).
vominting (66,7%, diarrheal syndrome (93.9%), blood in the
feces (21.1%), absent weight gaining (21.1%), asthmatic bron-
chitis (18,2%), atopic dermatitis (15,2%), hypochromic
anaemia (39,4%) blood eosinophilia (27,3%), fecal-eosino-
philia (57,6%). Besides laboratory examinations for dysen-
tery, salmoneliosis, E. coli infection, facultative pathogenic
strains and parasites (Lambiae) all proved negative (D-xy-
lose test was positive in 24,2%). Total IgE were increased in
10/15. .Cobblestone pavement” rectal mucosa was found in
8/12 cases. Therapeutic effect in 31/33 infants (93.9%) con-
sisting in disappearence of symptoms in the res! 6,1% de-
spite persisting reactions, e.g. there were aflergic cross-re-
actions. In these cases soya milk was replaced by a hydrolizate
milk (Frisopep or Frisopep 2). It can be concluded that
Frisosoy formula provides very good results in ICMP treat-
ment of sucklings and small infants manitested in good ac-
ceptance and by lowering the incidence rate of allergic cross
reactions as well,

Key words: Soybean milks (Frisasoy). ncompatibikty to cows”
milk
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IMPAKTUYECKM ACITEKTH M EQEKTUBHOCT HA IEHETMYHOTO KOHCY ATUPAHE |
[TPY CEMEVICTBO C ANIRIDIA ¥ MYOPIA EXCESSIVA

M. Cisteorora, A. Arreaoea, K. Kopatcsa 1
Kareapa no seautsuicka renersxa, BMM - [Taesen
Practical aspects and efficiency of Genetic counselling

in a family with Aniridia and Myopia excessiva
M. Simeonova, L. Angelova, K. Kovajeva
Depastment of medical genctics Higher Medical Institute - Pleven

Pesrome
» TenersynnTe XoHCYATaHTH GOPABAT € eTHYHM NpoGACMI, BIEMANIKH TONAKONA TPYAHO pemieHye KAK A3 ChBMe-
CTAT AGAQHWATA HA POAKTeAHTE, KATO CC ONMTAT EANOBPEMEHHO A3 JAUUITAT MHTEPECHTE HA MOTOMCTBOTO.
TToctossusTe TPYAHOCTH MPH TEHETHYHOTO KOHCYATHPAHE €A CBLPRNM C OTCECTBMETO HA AMPEKTHBHOCT MpH
AJBAHETO HA CHBET, ABTOHOMHOCTTA HA KOHCYATHPANIMA CC MPH BIEMAHE HA PEHICHNE M Ap.

B XAMHHUHOTO CHOGIICHME ABTOPHTE AMCKYTHPAT MPOGALMH, CHLPIANM. € AABAHETO HA CBHEET MPH ACOPTATHBHK
Gpakoee Ha GOAHI C HACACACTBOMH PAICTPOACTBA, BOACHIM A0 CaenoTa, Cemeftiia ABOSKA OT ApANOBO C¢ KOHCYA-
THPA C OCACA FEHETHYHIA PHCK M PENPOAYKTHBHMTE HIXOAM B TAXHATA KOHKPETHA CEMefiHA CHTYAIA ~ HACTOANL
GpemeHHOCT, CLapyr ¥ ABeTe mM Aeua ¢ Aniridia n cenpyra ¢ Myopia excessiva. [lpeactasenoto cemeiicteo
NOBAJTA BLIPOCH, CEBPIARM € MOAKPRNIAILA POAA HA TEHETHUHWA KONCYATAHT B Takupa cemefictsa. Te ce otxacar
A0 BBLIMOKHOCTTA 32 JOOATBANETO HA HACACACTBEHM 3a00AABAHINA € BHCOK PUCK 12 MOBTOPENHE M HHAMBMAYANIHA
N0AXOA 1A ODACHEHME HA PHCKA ¥ COUMAAHOTO (peme BBE BCAKO KONKPETHO CEMERCTBO, € eA BIMMAHETO Ma
CAMHHO 3 AACKBATHO PelICHHE 0T CHIPYIUTE, WMATIKH NMPEABIA i COUMAAHATA TeXecT 3a obmiectsoTo. Hama rechn
oTrosopi Ma T BBIPOCH. [1podecHORANHIMTE JHARMA W AABAHMA CHBCT CHABPAAT OTTOBOPHOCTTA 32 BHUMATEA-
HOTO MpETErARNE HA PHCKA M MOAJATA BBB BCEKM KONKpETeH CAYYal, ChOAONABAAKI NPHHIKNA, e MPeACKAIAnKA
PHCK HUKOTA He 6MBa A3 HAABMIUABA GAHA BBLIMOKHA MOAJA.

Kawuopn Aysi: [eleTano XOHCYATIpaHe, AHUPHANS, ACOPTATHEBEIl OpaKk

Abstract

Genetic counsellors deal with ethical problems, somehow bridging the difficult decision of whether to go along
with parents wishes and yet on the other hand trying to protect the offspring. Current dnfhcu]tnes in genetic
counselling involve nondirectiveness, respect of autonomy for the consellce.

In a clinical report the authors discuss on the problems of advising assertive mates affected by inherited
disorders of blindness. A couple from the town of Drjanovo seek advice about the genetic risks and reproductive
outcome in their particular situation of present pregnancy when the husband and his two children have Aniridia
and his wife - Myopia excessiva.

The presented family puts down (a certain amount of essential} questions on the supportive role of the genetic
counsellor in such families. They deal with the avoidance of genetic diseases providing high recurrence risk,
inappropriate terms for assimilation and reproductive decision, psychological sensitivity and specific communicative
approach to each parent having in mind the social impact of such mates for the society.

There are no casy answers to these questions. Professional knowledge and expertise carries with it the
responsibility for the careful weighting of risk and benefit in every particular case following the principle that the
predictable risk should never outweight a possible benefit.

Key words: Genetic Counselling, Aniridia, assertive mates

Ocuopent NoAX0A 72 TENETINHA NMPOPHAAKTIKA Ha ¢ MPOUCS B PEIYATAT HA KOATO GOAISNTE MAM Texisl
BPOARHITE 3 HACACACTBEHIt 3200AABAHIA MPH YODEKA ©  POACTBEHMIM C PUCK 33 HACACACTHEHO JafoaABane no-
MEAMKO-TEHETHTIOTO KoHcyaTHpane. Cropea (1), Tosa  AVUABAT MHGOPMAUNA 33 MOCALACTBMATA OT AAACHOTO
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XPOHUYHA MUENOUAHA NEBKEMUA: AUHAMWKA HA UWTOTEHETUYHUTE
NPOMEHU B 3ABUCUMOCT OT NPUNATAHOTO NEYEHUE
C. Anzenoea’, K. o6pes®, fl. lepyeaa’, A. Xensxoea®, A. AnmoHoe’, B. Mapesa’,
I. Banayenxo®, K. Kosavesa®, H. L ?uM. Ci g
TYMBAN - MNneaen, MAJ NO MEARYMHCKS FEHETHXA; YYMBAN - MneseH, Knvuuka no XEMaTonormsa;
*YMBAN “Ceera MapuHa™ - Bapna, KnuHuKa No X@MATONOMMA;
“HaUMOHANEH LEKTLP NO XEMaTonoms u Tpancdyswonorma — Cotna

CHRONIC MYELOID LEUKEMIA: DYNAMICS OF THE CYTOGENETIC CHANGES
DEPENDING ON THE THERAPY
S. Angelova K. Dobmv’ L. Gercheva’, A. Zheliazkova®, A. Anronov’ V. Mareva', G. Balatzenko®,
K. Kovacheva®, N. Tzvetkova® and M. Simeonova'
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P L Jam mapxep H(9:22)(q34,q11) @ edun om ocHoeNuMe JUaHOCMUNHU KDUMepuy hpu
6ONMUME € XPOHUYHE Muenoudna (xXMn). U oceeH O umMa u npoa-
HOCMUNHO 3HYONUE NPU Me3U Nauuesmu. TR Cryxu Kamo He3asucum J, oyl W e om npuna-
2aHOMO Nevenve, M3nNon3sanama y Hac d IR HE O da do Noci Ha Y
HemuuKa pemucud. 110 madu NpUYUHa noaeuemo Gonnu ¢ an 8 Bunzapus He ce np V) yumozene-
MuNHO. BbEeXIAHEMO Ha MPUHLUNHO HOBY Mepar o xamo Interfe u Gleavec ]
nodxod 3a np ) Ha NP 8 Kap na6onnchMﬂB a ca nped pe-
ynma e Om Y JNHO 1P 0 wa 08e 2pynu GonHu: eOHaM3a ¢ NEXY8ana CbC cmandapmua
XL A, 8 Opy - ¢ Interferon. MpeX e u edna BonKa, nexysaHa nocnedosamenno ¢ Inter-
feron u Gleevec Mpu Hena ca np U u uschedeanun. 3a NEKY8aHUMe ChbC CMan-
QapMHa XUMUGMBPANUA YUMOIEHEMUNHOMO npocnedmuo ce MANKO UHGOP 3a 6
nexyeanu ¢ Interferon He NO-ManKko om edxa 200una, OIMCHCMEUEMO Ha yue PeMUCUR €
cuenan 3a np na 17 Nodx0d. I M8 donb xpe 6 U8
Xapuomuna na 6annume nexysanu ¢ Interferon, no 6pPEMe H3 KNUHUVHE POMUCUR € oo»oa 38 npedcnmma
H8

poeP

Summary. The cytogenetic marker 1(9,22)(q34,q11) is one of the basic diag ic criteria for patients with CML.

The cytog ics has a prognostic in addition o its dvagnosr:c significance and can be used as an independent
evaluation method for the efficiency of the applied treatment. The dard ch y In Bulgana does not
lead to cytogenetic remission. For this resson mosl of the CML patients are not Iollmd up cytogenetically.
The introduction of entirely new treal as Interferon and Gleevec imposes a new approach 10
foltow up the karyolype changes of CML patients. We present the cytogenetic foliow up results of two patient
groups; one, treated with standard ch therapy and ther - with Interferon. Aiso, we presom one Iemafe
patient d ely with Interf and Gleevac. Shs was tested Dy fecul , (00,
The cytogenetic foliow up proved to be less i i t d with slandard chemo:herapy The
absence of expacted cytogenetic remission in Interferon lmeled patients for a period of at least one year is 8
signal for a of the treatment approach. The appearance of the additional chromosome aberra-
tions in the karyotype of the Interferon treated patients during their clinical remissions is a feature of the forth-
coming disease progression,

Key words: leukemia, myeloid, chronic/genetics, drug therapy: pip peulic use; pyrimidines/
rapeutic use; interferon alpha/ therapeutic use (source: MoSH)
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THROMBOPHILIC GENETIC FACTORS IN PATIENTS WITH PULMONARY EMBOLISM

P.Ilvanov’, K. Kovacheva’, R. Komsa-Penkova', Y. lvanov®, P. Paviov® and V. Nojarov®

'Department of Biochamistry, “Department of Medical Genetics, Medical University - Pleven
?University Lung Diseases Hospital - Pleven

Pesome: BenoapobruaT TpomBoembGonuaem (BTE) @ CheTonHre, 3anN04BaWLO C NepUdEpHa
BeHOIHa TpomB0o3a, NOCNeAsawa emGoNU3aLMA W PeTPOMB0Ia 8 KNOHOBETE HA
Genoapobnara aprepun. Bogewa pons 8 narcreHesara MY UMAT OTKNOMEHHMATE B
KOAryNAUMOHHUR CTATYC, © MOBMIEHA CKNCHHOCT KbM (DOPMUPEHE KA TPOMGK
(TpomBodnng). Paxtop V Leiden (FVL), mytayus G20210A 8 npoTpombusosus
ren, Myrauus C677T 8 rena wa meTunenTeTpaxuapodonar peayxrasara (MTHFR)
1 nonumopduamsT PA1/PAZ B rexa Ha TPOMBOLUMTHUA FnukonpoTess libila (GP
1Ib/ltla) ca xai-vecTUTe reHeTwain DAKTOPH, BOABLLM A0 NPEAPAINCNONEHHE KbM
TpomBoau v TpomGoemBonmam 3abonasasua. Lien Ha npoyusanero Gewe a3 ce
ONPEASNAT YECTOTATA HA HOCHTENCTBOTO HA YE3W reHeTHHHW PaKTOPU 3a TPoM-
Goprnua Cpen NaurenT ¢ Nponsu Ha BTE W PONATA UM 32 10-PAHHOTO HAYANO W
MO-4ECTO PAIBUTHE HA CHAOEN MHUMAEHTH. Ypes [IHK ananas Gaxa uscneasann
cbwo 32 nauMenTd ¢ wHuuaeHTM Ha BTE u 25 KNMHMYHO 3APABM MHAHSMAM
(koHTponKa rpyna). Obwo npu 18 (56%) ot wacnegearuTte Gomiw ¢ BTE ce goka-
33 HOCHTENCTBO A NONE BAMH OT MICNEABAHKTE reHeTHYHN RedexTH B CpasHe-
Hue ¢ 4 nuya (16%) ot kowTponuata rpyna (p = 0.0005). HaR-YecTuRT reHeTHYEH
Aepext, ONpMT B MICNERBaHaTa rpyna, ¢ FVL — ¢ vecrora 25%, npu wecrota 8
YOHTPONHKATa rpynNa — 8% (p = 0.04). HOCUTENCTRO HA NOHE eANUH reHeTHeH Je-
thexT Bewe ycrasoseHe npu 65% OT naumeHTUTE ¢ PEUWAMBUPALLA dopua Ha
BTE v nput 74% — ¢ mupau wiyuaent Ha BTE Ha en3pact noa 45 roa. B reau rpy-
N1 ocobend BUCOKA, B CPaBHEHUE ¢ xONTponure, Gewe wectorara Ha FVL «
G20210A myTayuma 8 NpOTPOMGUHOBHRA reH, XOETO NORYEPTABE KNUHWMHATA UM
3HAWAMOCT 33 Ta3u NATONOMMA. MIcnesBaneTo 3a HOCUTENCTEO KA FeHETHYNK Qe-
thexTvt 32 TPOMBODMINA NOIBONARA OTKPUBAHE HA NAUNEHTH C NO-BUCOK PUCK 33
PAIBATHE KA TPOMEOIN M MIPABOTRANE HA UHRWEBMAYANEH NOAXOR 33 TEPANUA U
NPOPUNAXTILE HA CNEABAWLM CHR0AM MHLWABHTH.

Kniouosu aymu: Genoapoler TPOMGOEMBONMILM, TEHETUMMHU (DAKTOPH, NPEAPAINONOKEHWE,
TpomBodunun

Adpec 3a kopecnondenyusn: A-p Nemup Hganos, Cexmop Suoxumus, MedUUUHSKU yHUGERSUMEM,

yn. “T. Kowes™ Ne 8A, 5800 Mnesen

Summary: Pulmonary embolism (PE) Is a state started with deep venous thrombosis fol-
lowed by embolisation and rethrombosis of pulmonary artery. The impairment of
coagulation resulting in formation of thrombus (thrombophilic state) has an im-
portant role in pathogenesis of PE. Factor V Leiden (FVL), G20210A prothrom-
bin gene mutation (PTM), genetic variant C677T in methylenetetrahydrofolate
reductase (MTHFR) gene and PA1/PA2 polymorphism in platelet Glycoprotein
lib/llla (PIA2) are more common genetic factors predisposing to thrombotic
state. The aim of the study was o estimate frequency of thrombophilic genetic
factors among patients with PE and contribution of these factors for recurrent
development and onset of thrombotic incidences in carriers of the factors. Thirty
two patients with PE and 25 healthy controls were tested with DNA analysis.
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Eighteen patients (56%) with PE were carriers of at least one thrombophilic
factor compared to 4 (16%) in controls (p = 0.0005), FVL was the most common
genetic defect found in 25% of patients, versus 8 % in controls, (p = 0.04). Car-
ners of at least one thrombophific factor were 65% of patients with recurrent in-
cidences of PE and 74% of patients with onset of the first PE incidence under
45 years. The frequency of FVL and G20210A prothrombin mutation in these
subgroups was significant higher compared to controls which emphasizes the
clinical importance of genetic defects for development of PE, Testing for throm-
bophilic genetic factors aliows an early detection of patients at high risk for PE
as well as individualizing of therapy and prevention of recurrent incidence of PE.

pulmonary embolism, genetic factors, predisposition, thrombophilia

P. lvanov, M. D., Dopaﬂmonrof&bchemistry. Medical Univorsity, 8A G. Kochev
Str., Bg - 5800 Pleven

BLBEQEHME

Benogpobruar TpomGoemGonuanm (BTE) e
CeCTOAMMe, 3anoveawio ¢ nepudepHa senozHa
TpomBoaa, nocnepsawa emGonuaayus u perpom-
603a B knoHoBere Ha Genogpobuara aprepus. No-
pRako BTE mowe aa ce NPoABK Kare nupsuuma
TpomGo3a e Genoppobhure apvepun [1). Be-
noppobuure TpoMmBoeMBonuyHu YCNOXHEHUA ¢a Ha
TPETC MSCTO nO YecToTa (30%) cpea cvaosuTe 3a3-
Sonssanua. Oxono 10% or cMmuprHuTe Chysaun 8
6onnuukara npakruka ce ABNXAT Ha Bsewosen
TpomBoemBonnuabm, karo Toi AonpuHaca 3a owe
oxono 15% or Bonnuyxara CMBPTHOCT {2, 11].

B narorenesara wua BTE sopewa pons uma
TPoMbopunuara - CbCTORKME Ha nosuwena
CHMOMHOCT KbM (hopMupane Ha TPOMBU, Ta moxe
Aa 6vae ynacnegeqa — AbNXAla Ce Ha reMeTHYHy
M3IMENeHUA, u npugobuta — ¢ YHacTHe Ha BBLHWMK
NPOBOKMPaLYM chakTopy, Brageiictenero Ha teau
dakTopn ce ocvwecrsnza HPe3 noBNusBane: ak-
THBHOCTTZ Ha ecTecTeHnTe NPOTEa3HK MHXUBUTO-
P4 (npoTeun C, nporeus S, auTUTPOMBIUM ); u6-
PHHONUTMYHETE  axrupHocT (Hamanern Toxanen
NNaMuKHoreHey SKTUBATOD — (PA, NOBKLEH WHXK-
GuTop Ha NNAIMUHOreHHKuA aktvearop PAI-1); xaxro
¥ NOBUWAEBAHE aKTMBHOCTYZ Ma XeMOCTa3HuTe
akTopy (nosvwena KOMUEHTpayus Ha dakrop Vi,
YA®LNKEH nnasmen RONYXWBOT Ha dhakrop V, xu-
nepubpunorenemus u ap.).

Hait-yectute reHenvmimy AedexTd, npeapaanona-
rau KoM paentve Ha semMoamu TpomBosu (BT) u
8TE, ca: myrayun G1691A 8 resa Ha cpakvop V -
Gaxrop V Leiden (FVL), myrauus G20210A 8 revna Ha
nporpombusa (PROTHR), MyTauus C877T B rexa wa
Mermemefpamapocponar
(MTHFR) u nonUMopdmMabM A2 (A1/A2 u A2A2) 8
réHa Ha TpomBoywmHun rukonpoTeny IIb/lla (GLPR
ibflita) {7, 9, 14, 15]. Coueranmero va FEHETUUHM Che
CPEAOBM NpOBoKMpaUM daxTopH ysenuyaaa pwvicka 3a
PalanTve Ha eeHoaHN ¢ apTepAantm TpomGoa,

FVL npeacraenssa TONKOBATA MYTAUWA B rema,
X0Avpaw daktop V: 3amsHa Ha G ¢ A Hykneorug
Ha 1691 macro, Toea BOAW RO NpoMAHa B nonunen-
THAHaTa sepura Ha daxtop V u ro NPasu pesucrex-
TEH Ha ReACTBUETO Ha KOMANeKca AKTMBEH NpoTeMH
C (APC) u nporeux S. B PesynTaT pasrpaxganero
Ha cpakTop Va ce M3BBPWBA C MHOrO no-manka
CKODOCT, KOTO Chb3gasa ycnoaua 3a nosuweso
TpomGoobpasysane [3].

Mytaywa G20210A npeacraenssa samana s
feéHa Ha nNpoTpombBuMa Ha Hykneotua G ¢ A wa
20210 mncro, xoeto 804U R0 nepcucTMpame Ha
TPOMOMHA B KpbeHaTa NNama, cvapasaixu ycno-
BME 33 NOBUWEHO KPBBROCHCHNBAHE [14].

Myrauuara C677T e Haii-wecrara myrayua s
féHa Ha eHauma MTHFR, XOMOIUroTHOTO CheTos-
HHE N0 Tasn myrayua eoau go Hamanexa akrus-
HOCT Ha enauma MTHFR u nosuwenu HWBA Ha XO-
MOUMCTEMHA B XpbBHaTa nnasma. Xunepxomoyuc-
TEHHEMUATA NPUYMHABA yBPEXAAHHA Ha Cvaosus
EHA0TeN, Cb3NABANKN BLIMOKHOCT 3a ofpasysane
Ha TpomGu [13].

TpomBoyuTHuAT favikonporens 116/ila npeacras-
N983 vacT o1 MembpaHHka KOMNAEKC, yvacTsaw B
arperauuara Ha TeoMBoyuTUTe, Chyweik 33 peyen-
TOp Ha @ubpurorewa. Hocutencrsoro Ha no-
nAMCppMIBM A2 ce cavpisa ¢ nNpespaInonoxeHne
KoM nOsMwena arperayns Ha TpomBeoyuTiTe [10).

WNacnensarero 3a vocurencrao Ha u3bpoenure
reneTunm aedext noasonssa OT¥puBaKe Ha na-
UMEHTU C NO-BMCOK pucK 23 passuTHe Ha TpomSo-
DunuA 1 n3paGorease wa MHAMBUAYANeH noaxon
33 TepanMa v NPOMUNaKTHKa Ha cneasawy ceaosk
MHUMAenTH. CrkpuHupaneTo wMa POACTBEHMYM Ha
Tax¥Ba NAYMEHTA 1382 BBIMONHOCT 3a npegorepa-
TABAHE M3 TPOMOOTUNHM MHUMAHTH (Mopena
npodwnaxTixa) v Hocurenu \pes usbsreane wa
NPOBOKMPELYM PUCKOBK axTopu,

Uen wa wuscnegsanero Gewe pa ce npoyyu
HECTOTATa Ha HOCUTENCTBO Ha reHeThYMHM dakropu
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Peatome: Malvunama mpombounus (vacnedcmeenama u npudobuma) e Hal-vecmuam
npedpasnonazau thakmop 3a mpombembonusem no gpeme Ha GpeMeHHocmma, kKamo ma moxe da
cwdelicmea 33 Hebnazonpusmen usxod Ha GpemeHHocmma u noemapawu ce 3azybu Ha nnoda (MN3n).
Hoxamo npudobumama mpombochunus e doxazax (hakmop 8 emuonozuama Ha GpeMeHHocmu cue
3azybu xa nnoda, Mo No OMHOWeHUe Ha HacnedcmeeHama mpomboUNUA U NPUHOCE Ha CneyuguYHU
mpomBOUNUYHU 28HU 28 Pa3BUMUE Ha Me3U OMK/TOHEHUA, MHEHUAMa ocmaeaam npomueopeyusy. Had-
yecmume 2eHemuynu dechexkmu 3a mpombBoghunus ca decpuyuma Ha asmumpombun, npomeun C u npomeun
S; @akmop V Leiden; npompombux G20210A u MTHFR C677T. Tosu 0630p pasanexda acouuauusma
mexdy 6pemennocmu cue N3I1 u cneyuguyHu 2enemuyru degexmu 38 mpomboghunus. Oxono 52% om
HMeHume ¢ aKywepcKu ycroxHenus Ha Gpemenrocma exn. F13f1, ca Hocumenku Ha makuea 2eHemusHu
deghexmu. Ponama Ha omdenHume 281U 8 BMUONO2UAME Ha PAHHUME U KbCHU 3a2y6Uu Ha Nnooa e PasnuyHa.
Hacnedcmaenama mpombochunus ceza ce pa3znexda Karmo MHO2OMHAKMOPEH Moden ¢ KNUHUYHU NPORBU,
KOUMO €& Pe3ynmam Om CAOXHU 83auModelicmeun 2eH-2eH U 2en—-cpeda. Emo 3awo kpumepuume 3a
2EHEMUYEH CKPUHUHE Ha XeHU ¢ ucmopuA 3a MN301 He mpabea da 6u0am mHO20 cmpozu. [posexdaremo Ha
CKPUNUKZ 38 MPOMBOUAUNHU MYyMEYUU NOIE0NAEE OMKDUBEHEMO Ha XEHU C PUCK 38 mpombo3u U cbdosu
YCNOXHEHUS Ha BPEMEHHOCMIMA, NPU KOUMO aHMUumpoMBomuyHa Mepanus Moxe 0a uMa NOMeHUUanex
Gnazonpusimen egpexm.

Kniouosu aymu: nacnedcmeena mpombopunus, noemapawu ce 3azybu Ha nnoda, ®akmop V Leiden

INHERITED THROMBOPHILIA AND FETAL LOSS

K. Kovacheva®, M. Simeonova’, P. Ivanov?

1 - Section of Medical Genetic

2 - Section of Biochemistry

University Hospital, MU - Pleven

Summary: Maternal thrombophilia (inherited and acquired) has recently been identified as a major cause
of thrombembolism (TE), but it may also contribute to adverse pregnancy outcomes and recurrent pregnancy
loss, If the acquired thrombophilia is a well-established factor in etiology of fetal loss, the contribution of
specific inherited thrombophilic genes is still controversial. The most common inherited traits are deficiency
of antithrombin, protein C or protein S; Factor V Leiden; prothrombin G20210A; MTHFR C677T. This review
focuses on association of recurrent fetal loss with specific gene thrombophilic defects. Overall 52% of women
with obstetric complication other than TE carry thrombophilic gene defects. The role of specific genes is
different in etiology of early and late pregnancy loss. Inherited thrombophilia is now view as multicausal model;
clinical manifestation can be heterogeneous resulf of gene-gene and gene-environment interactions. Therefore
the criteria for genetic screening affected women with history of fetal loss should not be very stringent. The
implication of screening for thrombophilic mutations allow to find women at risk of thrombosis and vascular
gestational abnormalities in which antithrombotic drugs may have potential therapeutic benefit.

Key words: inherited thrombophilia, recurrent fetal loss, Factor V Leiden

Hacneacrsenara u npuaobura tpombodunua Yenewnuat usxon Ha GpeMeHHocTTa ao ronama
ca Hai-yecTure npeapasnonarawy akTopu 3a CTeneH 3aBuCKH OT afAeKBaTHOTO NNaUeHTapHo
TpombBembonuasm no epeme Ha GpeMEHHOCTTa. KpbBOCHabaABaHe. AHOManUMTe B NNALERTaPHOTO
Maitumnara rpombodunua cbwo Taka Moxe Kpbsoobpawexue e BL3IMOKHO A3 AoBeaar Ao
Na CbAencTsa 32 peavua NnatoduU3MONOrUiHK pasBUTUE Ha NaTtonorus Ha GpeMenHocTTa C
HAPYLWEHHUA 1 CBLP3AHM C TAX APYIM YCNOXHEHUA W TPpomb03n Ha nnauewHTara, nnauexTtapHa abpynuua,
HeBnaronpusTeH naxon Ha Gpemennoctra (20). npeeknamncus, 3abassiHe 8 pacrexa Ha nnoaa vH
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3HAYEHWE HA TEHETWYEH BAPWAHT C677T MTHFR 3A PAHHW NOBTOPALUN CE
3AIrY6N HA ThOQA

N. Neanoe*, K. Koeavyeesa™, P. Komca - lNeHkoea*, E. Konosa***, M. CumeoHoga™,
W. Nonoe***, C. lNewesa***, C. boxuxoea™™*, C. Tan4yes*™**, M. Llachapoe****

* Cekrop Buoxumus, Meunuicku ynnusepeurer [Tnesen, P-n Kareapa - ﬂou Peruna Komca-ITenxosa
** Cexrop Meanumncka lenernka, Meanunncku ynusepenrer [Inesen

*** Lenrup no Knunuuna nmynonorus, YMBAJIL I Crpancku™, lnesen

*e** Kareipa no AKYMICPCTRO H FHHEKonorHa, Menuumkcky ynusepentet [nesen

Pezrome: Llenma Ha HacmMoOAWOMO NPoyveaHemo e da ycmaHo8u chujecmeayea fiu 8pb3Ka
mexdy Hocumencmeomo Ha TT eapuanm Ha C677T edHOHyKNneomudHa 3aMAHE 8 20Ha H8 @H3UMAa
memunesmempaxudpogonam pedyxmasa (MTHFR) u pazsumuemo Ha paHHu CrOHMaxHu 3azybu Ha nnoda
(PC30) npedu 10 2ecmayuonHa cedmuya. B nocnedro epeme ce obecbxda udenama 3a 3HANEHUEMO Ha
apodernama mpomBOPUNUA KaMOo PUCKOE (hakmop 3a Pa3suMUeMO Ha PaHHU CNOHMAaHHU 3a2y6u Ha Nnoda
(PC3N). Hue uscnedeaxme Hocumencmeaomo Ha C677T ednonyxneomudna 3amana 8 MTHFR cped 54 xexu
¢ PC3M1 npedu 10 2ecmayuorna cedmuuya u 67 xenu 6e3 penpodykmusHu Heydayu. Bewe ycmaHoeeHo
cusHUGUKaHMHO NO-8UCOKO Hocumencmeo wa CE77T 2exwemuyeH sapuanwm 6 cped xewume ¢ PC3M e
cpasmenue ¢ xonmponu (p=0.005). Benpeku 4e ca HeobxodumMu No-20M1emMu NPOCNEKMUBHY NPOYHEaHUS,
YCMaKo6ABaHUAM BUCOK NPoYeHm Ha Hocumencmeo Ha C677T 2enemuyeH eapuanHm, onpedens 3Ha4eHue
MYy 33 pa3GuUMUEmOo Ka cnosmanHu 3azy6u Ha nNnoda 6 MHO20 paHHa BpemeHHocm.

Knwovoeu dymu: mpombochunun, C677T 2eHemuver eapuaim 8 MTHFR, parru cnosmannu 3azy6u Ha
nnoda.

GENETIC VARIANT C677T IN THE MTHFR IN WOMEN WITH RECURRENT EARLY FETAL LOSS
Ivanov P.*, Kovacheva K.**, Komsa-Penkova R.*, Konova E.***, Simeonova M.*",. Popov J.****,
S. Gecheva***, Bojinova S.****, Tanchev S$****, M. Zafarov****

* Department of Biochemistry, University of Medicine Pleven

** Department of Medical Genetics, University of Medicine Pleven

*** Center of Clinical Immunology, University hospital Pleven

**** Department of Obstetric and Gynecology, University hospital Pleven
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Peziome. Llenma Ha HACMOAWOMO nNpoyyeane € 08 ce 0YeHuU 3HaYeHuemo Ha Hali-yecmo cpewjanume
yHACNEOEHY 28HEMUNKHL (PaKmopu npedpaznonazawiu KeM mpombogunua 3a paseumue Ha noemapawu
CE HEYCEWHY aCUCMUPaHU Penpodykyuu (ART) - un 6umpo chepmunusayus (IVF) u urmpayumonnasmena
cnepmanna unxexyus (ICS)). Wecmdecem u cedem XeHU C HEYCNewHU ART u 96 kowmponu - xexu
ez penpodykmusku Heydayu Bfxa u3Cned8any 38 HOCUMENCMEO HOCUMEIICMEO Ha ®axkmop V Leiden
(FVL), mymauun G20210A & 2ena na npompombuna (PTM), C677T eOHOHYKNEOMUOHa 3aMAHa € 2eHa Ha
memunenmempaxudpoghonam pedykmasa MTHFR u Ha nonumopgusbm A1/A2 8 2eHa Ha mpomGoyuUMeH
2nuxonpomeun lib/ila (GIPr lib/lila A1/A2).

Uacnedeanemo wa nonumopgpuasm A1/A2 6 2eHa Ha mpombOyUMeH 2NUKONPOMeuH lIb/llla noka3a
CUZHUUKINMHO NO-BUCOK NPOUEHM, NPU XEeHU C Heyc1eWwHa acucmupaHa penpodykyus 26,1%, cpagHeHo
¢ konmponuama zpyna 12,5 % (OR: 2.571, 95% ClI: 1.066-6.258, p=0.033). Hocumencmeomo Ha G20210A
Mymayus & 2eHa Ha npompomGuHa be CbULO Maka 8UCoKO, HO He GOCMOGEPHO PaITUYHO NPU NAYUeNMU, 8
cpaeuenue ¢ kowmponu (cxomeemo 5,8% u 3, 13%, OR: 1.968, 95% C1 0.356-11.539). .

Hocumencmaomo Ha chakmop FVL 68 Manko no-uCOKO NPU KOHMPONHAMa 2pyna XeHu 6e3 penpodykmueHu
Heydaiu. Hocumencmeomo Ha 2eHeMUYHUA 83PUaHM C677T e 2eHa Ha MTHFR 6e npakmuyecku edHaxso
npu xeHu ¢ Heyenewna ART u koumponu. [Tpednonazame Ye HocUmencmeo Ha nonumopguzem A1/A2 u
G 20210A Mymauua mMoxe da nosuwu pucka om Heycnewsa ART. Tosa npednosiaza mecmeanemo Ha XeHu ¢
npedcmosua ART 38 HOCUMENCMEO Ha nonuropepuama A 1/A2 6 GIPr lIb/llla u mymayus G20210A e 2eHa Ha
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TEHETUYHN RE@EKTN 3A TPOMBO@UANA (DAKTOPY LEIDEN, NPOTPORBITH
G20210A, MTHFR C677T) TPY XEHY C NOBTAPALLY CE 3ArVEY EA NNOMA

K. Kosayeea’, 1. UsaHoe?, E. Konosa®, M. Cumeonoea’. P. Komca-lMenxoaa’

1 - Cexrop Mezunumicsa renciika

2 - Cexrop Bioxumung

3 - Cextop Mmynonorus

YMBAJ- Thienci. Hannmmrrencn anpexrop - poit. B. Tojopors, 1. .
MY- Tacrcn, Pexrop- npods. I Fopucs, a.M.

Peatome: Maduurama mpomGoghusius (Hacnedemeenama u npudobuma) e Haii-yecmusm npedpasnonazaw
hakmop 3a MpoMBEMBONUIbM NO 8pere Ha BPEMEHHOCMA, Kamo M Moxe da cudedcmaa 3a weGnazonpusmen
u3x00 Ha BperMerHOCMa U noemapawu ce 3a2y6u na nnoda (N311). 3a da onpedenur acouuausma Mexoy
Hacnedcmeena mpombohunua u N30, Gaxa uscnedsanu MPu 2eHEMUYHY dedrexma 33 mpombohunua
(@axmopV Leiden. npompombun G20210A, MTHFR C677T). Yecmomama na mpombodunuiIMe Mapkepy
Gewe uscnedeana @ 156 xeru ¢ ucmopus 3a 3az2ybu Ha nnoda (3N) e paznuven mpumecmup ia Gpemensocma
U 8 Kowmponka zpyna om 80 chepmuniu xeru. HOCUMENTMEo Ha MoHe edun Om seHemuMIme dedbexmu
Gewe ycmaroseno @ 28.2% om xenume om o6wama 2pyna, cpaenena ¢ 16.2% g Koumponume (p=0.002:
OR-9.0) u 8 50% om xerume cvc 3116 Il mpumecmup (p=0.008: OR-5.1 5). @akmop V L eiden Gowe no-wecm
6 2pynama na xenume cwve 3716 Il mpumecmup (37.5%). 6 cpaerenue ¢ KOHmpommme (6.2%) (p<0.002; OR-
9.0). Hocumencmeomo Ha FVL acoyuupa cbe CUHUGHUKBHMNO NOBUIWeEH puck 3a 31T ane I i 1 mpumecmbp
(OR-6.25; P<0.001) u cuzHuthukarmHa Npomexyus no ommuowenue #a | mpusiecnup (OR-0.16: P<0.001)
Mymayuume - npompombun G20210A unu MTHER C677T 6axa no-vecmu e 2pynama na xenu cue 3 el
mpuMecmyp, 8 cpaereHue ¢ KoHmponume (cvomeemno 28.3% w11.2%: p=0.009: OR-3.11 ). Mocumencmso
3a 6ceKu eduH OM M3U MAPKEPU e CAbP3EHO ¢ HECUZHUPUKIHIMHO MOKaHGaKE Ha pucka 3a 31T npedumio i
8 | — 6u mpumecmep (OR-2.5). Menemuyrnume dedhexmu 3a mpombothunus ca vecmu cped ke ¢ N3N,
Kamo nokaseam acouvayua ¢ KucHu 3f1 Acoyuayuama e uipazena Npedurno no omowenue 1a FYL.

Kniovoeu dymu: Hacnedcmeena mpombotbunus, noemapsuyy ce sazyGu na nnoda. Qarmop V Leiden
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HACIEACTBEHA TPOMBO®UNUSA - FTEHETUYHU OEDEKTU U CKPUHUHI
K. Kosayeea' u A. Aumoroe®
"Cexunn Meauumncxka reserxa’, Knikixa no xemaronomsa
YMBAN Li-p . Ctpancku”, Meauumnexs yHusepeurer - MNnepen

: INHERITED THROMBOPHILIA - GENETIC DEFECTS AND SCREENING
| K. Kovacheva' and A. Antonov®
"Section of Medical Genetic, *Clinic of Haematology
University Hospital, MU - Pleven

Pestome. Tpombogunuama ce onucea xamo NPEOPAINONOKENUE KoM (HOPMUDPAHEMO Ha mpomEU & KpBEOoHOC-
Hume cbdose (MPoMB03F), CEBPIANO C HAPYWEHUE @ XeMOCMazama. Bexoanume mpomboau ca vecmo 3a60-
N1ABaHe, 38CAZAW0 ox0n0 1 Na 1000 undueudy 200uwHO. Mrozohaxmoprama npupeda na mosa 3abonseane
CE UNCMPUPa OM HANUNUBMO YECmOo Ha eduN unu noeeve npedpanonazawy 2eHnemuyny wWunu cpedoeu
PUCKOBU PAKMOPU NPU NBUUEHMU ¢ MPomB0o3y. Had-vecmume Hacnedcmeenu deghexmu 3a mpomGopunus

(degpuyum wa mpoMSUN, np C unu np S ¢ p V Leiden, mymauus G20210A & npo-
MPOMEUKOBUR 2€H) U PXOMOL AMa ca yo U npu noue 40% om nayuwmume ¢ 6eHOINLY
mpomGosu. O6zopsm p exoa 3Ha ) Ha u @ haKmopy & ma Ha dcmee.
nama mpomGohunus (HT), kakmo u noxa 2 u @ YHUA NaKen 33 cxp 2 38 HT. Yecmomama
Xamo uAN0 Ha HOCUMENCMeo Ha u deg 3a mpombodunus e ob nonynayus & omwocy-
MONHO BUCOKA = oxono 10%. [owac LEM MPOMEOD ©8 PaI2NeXTA KAMO MHOZOPAXIOPEN MOden, Npu

mmmmwmsymmmwmmumnumw. Knu-

pucx om mpombomuvsu cvbumus no. npuy 0 Ha undueulyanen nodxod 2a nevewws. Mo mou
NAYUH T Ha uHdusuda Moxe 0a co npesbpke & onpedensus axmop npu uIzpaxdanemo Ha demad-
nume & nup U emap npogh uxa, np NP OMKPUMUME HOCUmenu,

Knwovoau dymu: nacnedcmeena mpombog , 28 YHU Beghexmu, CrpuHUNE

Summary. Thrombophilia can be defined as a predisposition to form clots inappropriately. Venous thrombosis is
@ common disease annually affecting 1 per 1000 ind¥viduals. The multifactonial nature of the disease is
illustrated by the frequent identification of one or more predisposing genetic and/or environmental risk factors in
thrombosis patients. The most common inherited thrombogphilic defects (deficiency of antithrombin, protein C or
protein S, factor V Leiden, prothrombin G20210A) and mild hyperhomocysteinemia are diagnosed in at least
40% of venous thrombosis patients. This review focuses on the importance of genetic factors in the
pathogenesis of inherited thrombophilia, the indicath and diagnostic panel for screening. The overall
prevalence of thrombophilic defects in general population is near 10%. Inhented thrombophilia is now viewed as
a mulfticausal model; the clinical events are resufls of gene-gene and gene-environmental interactions, the
clnical manifestation can be heterogeneous as regards seventy as well as lype of events (venous thrombosis or
obstetric complication). Therefore, the criteria for screening affected individuals should not be very stnngen!l. The
identification of patients at risk for thrombotic event allows application of individual approach in therapy and
prevention. The patient genotype could be a main determinant of the features of primary and secondary
prophylaxis used in affected individuals.

Key words: inhenited thrombophilia, genetic defects, screening
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FEHETUYHU OEDQEKTU 3A TPOMBODPUITUA U PUCK OT TPOMBEOTUYHU
YCNOXHEHWA NPU NAUMEHTU C ECEHUWANHA
TPOMBOUUTEMUA U NMONMULUNTEMUA BEPA.
| YACT. YECTOTA HA FrEHETUMHUTE OE®EKTU 3A TPOMBEO®UNHNA
NPU NALMEHTU C ECEHUWANHA TPOMBOUUTEMUA U NOAULIMTEMUA BEPA
K. Koeaveaa', A. Anmonoa®, 1. Hearoe®, H. Lisemxos®, P. Komca-lenxoea’, B. Cnaeyesa’,
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GENETIC THROMBOPHILIC DEFECTS AND RISK OF THROMBOTIC COMPLICATIONS
IN PATIENTS WITH ESSENTIAL THROMBOCYTHEMIA AND POLYCYTHEMIA VERA.
PART I. PREVALENCE OF GENETIC THROMBOPHILIC DEFECTS IN PATIENTS
WITH ESSENTIAL THROMBOCYTHEMIA AND POLYCYTHEMIA VERA
K. Kovacheva', A. Antonov?, P. Ivanov’, N. Tsvetkov’, R. Komsa-Penkova’, V. Slavcheva’,

L. BogdanoV’, I. Hristov’, A. Kamenova® and I. Ivanov’

'Section of Medical Genetics, *Clinic of Hematology, *Section of Biochemistry
University Hospital, MU - Pleven

Peatome. Tpombosume ca ednu Om NaG-CEPUOIHUME YCMOXHEHUR 6 KNUNUNHOMO POMUNAHE Ha ECeHLUBNHA-
ma mpomGouumenus (ET) u nonuuumenun eepa (MB). C uen a ousHUM IHaYEHUEMO Ha HacnedcmeeHama

woMbop (HT) 3a HA PUCKD OM MPOMBO3U NPOCREXMUBHD NPOYYUXME YECMOMama Ha Ho-
c Ha deg u npu 20 ) ¢ ET u 22-ma - ¢ [18. Yecmomama #a omdemiume
MapKepu 8 wicnedeanama epyna (42-ma ) u npu P (112-ma 30pasu undueudu) Gewe:' 32
paxmop V Leiden - 4.8 1 6.2%, 33 Mymsuuﬂ & NPOMPOMBUHOBUR 20K — PR G20210A - 9.5 u 2.7%, mymayun
2eH3 Ha eHIUMa P Joogbanam pedy 38 — MTHFR C877T - 19% u 11.6%. ¢ NGNUMCHOUIBM —
anen PIA2 @ 2ena Ha mpomEoL q 2 P JHO8 op Ib/lla - PIAZ/GPIla - 28.6 u 13.4%. PR noxkasa

OCOGEHO SUCOKA YOCMOMA KIXMO @ NOJ2PyNama wa nayuenmu ¢ ET (20%; p = 0.009; OR - 9.08). maxa u npu me3u
oM MAxX, KOUMO ca ¢ mpomBomuniu npoaey (T17) (18.2%, OR — 8.0), & cpasxerue ¢ kowmponume (2.68%). Myma-
yus MTHFR CB77T Bewe ycmanogena npu 25% om Gonnume ¢ T, Kamo Jemoncmpupa 8couusLuUs ¢ mpombosy
2naeHo Ko2amo € 8 KoMBUNaUUA ¢ PIAZ/GPYila. Had-eucoka crnenex Na acouuauua ¢ T noxasa PIA2/GPINa kaxmo
8 06WEama U3CNedaara 2pyna (41.7%; p - 0.004; OR — 4.62), Maxa u 8 Yacrmwocm ocobeno 3a B (46.2%: p — 0.01

OR ~ 5 53). [I800HOMO HOCUMENCMEn C& COewWAWe ¢ NO-GUCoKa vecmoma cped nayuenmu ¢ Tr1{15.3%. OR - 5.0
2a NB; 27.3%, OR— 8.0 3a ET), 8 cpaawenue ¢ kowmponume (4.5%). Lanxume xamo yano noxalaxa, se HT ce aco-
ULLPa € MEoMEOaU (p ~ 0.004, OR ~ 4.17), Yecmomama Xamo HOCUMENCMEXMO Na NOWE eAUH 2eHeMUNEH Cepexm
Gowe 62.5% cped nauy ¢ T, e cp ¢ 28.57% npu KoHmponume.

Kniovoau dymu: vachedcmeena mpombodunus, 2enemuNnu degexmu 3a mpombounua, mpombodu, ecek-
yuanHa mpoMGOULMEMUS, NONUKUMEMUS 8epa

Summary. Thromboses (T) are the most serious complications in clinical course of essential thrombocythemia
(E T} and pofycyihem:a vera (PV). To evaluate the role of inherited thrombophilia (17} in determining the nsk of
th , we investi d the prevalence of genetic thrombophilic defects in a prospective study
of 20 patients vn:h ET and 22 patients with PV. The prevalence of examined markers in study group (42
palients) compared with controls (112 healthy individuals) was: for factor V Leiden - 4 8 u 8.2%. for prothrombin
{PR) G20210A — 9.5 u 2.7%, for MTHFR C677T — 19 u 11.6% and for PLA2/GPINa — 28.6 u 13.4%. The mutaticn
PR G20210A presented a higher prevalence in patients with ET (20%: p = 0.009: OR - 9.08) as well as in
patients of ET who had T (18.2%, OR - 8.0), compared with controls (2.68%). The mutation MTHFR C877T
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58.AntonoB A., KoaueBa K., WBanos II., [IBetkoB H., Komca-IlenkoBa P., CrnaBueBa B.,
bormanos JI., Xpucros U., Kamenosa A., UBanoB U. I'enetnunu aedextu 3a TpomOoduIns u
PUCK 3a TPOMOOTHUYHM YCIOXHEHHS TpU MalueHTH ¢ EceHnuamHa TpoMOOIUTeMHS U
[Momumuremus Bepa. |l wact — Ilpunoc Ha reHeTHMyHHUTE Ne(PEKTH 32 TPOMOODWIHS BBPXY
pHUCKa 3a TpOMOOTHYHH ycioxHeHus. Knunuuna u tpancgysuonna xemartosnorus. 2007; XLIII

(1-2): 92-97. (SJR 0.100)

FEHETUYHU OEDEKTU 3A TPOMBEODUNUA U PUCK
OT TPOMBOTUYHU YCNIOXHEHWA NPU NAUMEHTH C ECEHUMANHA
TPOMBOUWUTEMUA U NONUUUTEMMSA BEPA
I YACT. NPUHOC HA FrEHETUYHWUTE AE®EKTU 3A TPOMBODUNVA KBM PUCKA
OT TPOMBOTUYHU YCNOXKHEHUA
A. Aumonos’, K. Koeaveea®, 1. Meanoe’, H. Lleemkoe', P. Komca-fenxoea’, B. Cnaeyeaa’,
1. Bozdanoe’, U. Xpucmoe', A. Ki a’ u M. Meanoe’
KrstHmKa no xemaronorks, “Cexunn MeanuwKcka renetka’, “Cexunn  BHoXMUA”
YMBAN Q-p . Crpancxw”, Meguumncsy ynuesepeurer — MNnesex

GENETIC THROMBOPHILIC DEFECTS AND RISK OF THROMBOTIC
COMPLICATIONS IN PATIENTS WITH ESSENTIAL THROMBOCYTHEMIA
AND POLYCYTHEMIA VERA
PART Il. CONTRIBUTION OF THE GENETIC THROMBOPHILIC DEFECTS
TO THE THROMBOTIC RISK
A. Antonov', K. Kovacheva®, P. IvanoV’, N. Tsvetkov’, R. Komsa-Penkova’, V. Slavcheva’,
L. BogdanoVv', I. Hristov', A. Kamenova’ and I. Ivanov’
'Clinic of Hematology. *Section of Medical Genetics, *Section of Biochemisrty
University Hospital, MU - Pleven

Pesrome. Tpom&o3ume ca e0HU OmM HAG-CERUOINUME ¥ & KNUHU AHE HO CCONUUANHE
ma mpombouumenun (ET) u nonuuumenys éepa (MNB). 33 da ouenum ausuonuamo H8 HACNEOCMEOHIMd
mpoubogunus (MHT) 38 nosuwasawe Ha MPOMBOMUNHUR PUCK, NP deaxme ve Ha
M 60 Ha JvHU Gedh npu 42-ma nayuesmu c ETu N8 v pamwnu KNUHUNHU NPOREU U yC-

A, M. a NN MapP Gaxa: ¢axmop V Leiden, mymayus @ npompoMGUNOsun 2eH —
PR G20210A, Mymauus 8 2013 H3 OHIUME MO 0 o pedyxmasa - MTHFR C877T, u no-
MUMOPPUIBM = anen PIA2 @ 2ena Ha mpoub P w lbAlla - PIA2/GPIlla. PR nokaza
Bsucoxa vecmoma cped nauuexsmu ¢ ET (20%), om max 50% umMaxa nmouﬁamw»u nposeu (TN). Mymayusms
MTHFR CB77T 0eMOHCMpUpa SC0UUAUUA ¢ MPOMOOIU 2N36HO 6 XoMBUNaUUR ¢ PIAZ/GPIila. Yecmomama wa TI7
cped wocumenume wa MTHFR CE77T e 75%, e cpaenenue ¢ 41% npu newocumenume (OR — 4.33). Hocumencm-
eomo wa PIAZ/GPIIla e 6 mumu no-wecmo npu nauuexmume ¢ 171, @ cpaexerue ¢ acuMnmomyu (p — 0.06; OR -
5.71). Kamo uwano mo @ CeupIand Cbe 7 Mhmy NO-GUCOX PUCK oM mpombo3y (p = 0.04; OR = 7.22). oco6eN0 v3paiex
npu 118 (OR ~ 8.40). JeoUnomo HOCUMensmes ce copewa ¢ NO-eucoKa vecmoma cped nayuexmume ¢ TIT (20.8%,
OR ~ 4.47). 0mxonxomo fpu acusnmomHume nayuenmy (5.6%) u e cexp3ann ¢ 00 7 Numu NO-8UCOX PUCK OIM pPa3-
sumue Ha mpowmbosu (83% om max ymam TI cpewy 41% npu nauuermume sexocumeny na depexmu; OR -
7.22). ocobeno npu ET, Lannwume xamo usno nokaiaxa. se HT ¢e acouvupa ¢ mpombosu (p - 0.004 OR - 4.17).
KAMO HANUNURTNO M3 NONE COUH 2eHEMUNEH OOPERM € CELPIAHO C ONOMO 4 MM NO-BUCOK PUCK oM MpomMEosy
nmpu nauvenmu wocumenu (75%, p - 0.05 OR - 4.33), e cp C HENOCUY (41%).

Kmovoeu 0yMu Hacnedcmeena mpomuGopuUNUR, 2enemuunHy degexmu 38 mpombodunur, MPomboly, ecer-
ywanka mp sepa

s 1h,

Summary. Thromboses are the most senous complications in clinical course of tial thre Y (ET)
and polycythemia vera (PV). To evaluate the conlnbution of inhented thrombophilia (IT) to the thrombotic nisk,
we investigated the prevalence of genelic thrombopmm: dolocfs m a prospective study of 42 patients with ET
and PV with differen! clinical plicati The rkers were; factor V Leiden, prothrombin
(PR) G20210A, MTHFR C677T and PIA2/GPilla. The mufahon PR G20210A pi d a higher preval in
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59. Konoga E., Tonoposa K., KopaueBa K., Emun A., Banos I1., Jlykanos 1. /luarnoctuka u

Tepanus Ha crioHTaHHuTe aboptu. Codcten anropursM. MEDINFO. 2008; VIII (2): 5-9.

HELARHOU

[larHocTiKa 1 Tepanus Ha CRIOKTAHHITE aBopTH

CobcTBeH anroputbm

Aou. a-p Emwnuana Koxosa, a-p Kara Topoposa', a-p Kara Koauesa, A-p Ankan Emun,

a-p Nervp Weanos, a-p Liseran flykanon
Uerep 32 2y anpane,
- e S5 fp), Cofem

« rp. Nossex

HeBLIMOMHOCTTA 38 MIHOCHANE ¥ PAMAAHE HA ¥MB NNOA (MHPEPTUAMTET) OGXBAWA XETEPOraHHd rpyna oY 3arybu Ha
fINOAA 6 JABMCHMOCT OT ETANUTE Ha HEeroeoTo P WO, NOBTOP Y& Ha 3ary6MTe U eTHonorMuHuTe daxTopu. Bee owe
He ca ywnd Knacud Y& U YEPMHHONOTMATA HA 3arybure Ma nnoaa. Cnopen C30, 3ary6ara Ma @MEPUOH Wi
derye non 500 lpaua (cvCTORMME, OTTOBAPAWIO Ma 20 FOCTALMOHHA CEAMNMLA), CO ONPENens KaTo aGopT'. AATEpHATWONO,
e O6epunenoto Kpancreo, aoprsT ce onp xaro 3ary6a Ha NNORA NPeAM 24™ recTaunoHHa cepmuua™.
Nosrapawmre ce 3aryby Ha NNOAA €& ONPEASNAT YPE3 PAINUUHM CHHOHUMK: XabuTyanHu abopTh. NOBTapRWM CE A6oDTH,
cnoHTasMn A6OPTV 1 A1P., & TAKA CHUO ¥ MPe3 PAINWMEH CPOK 1 Gpoi 1a atopruTe. CNOPeA HAKOK ABTOPK, KATO NOBTAPA-
WK ce abopTv Ce ONPEAENnAT TPW W NOBEHE CNONTAHNA A60PTR, CNOPEA APYTH - 18a ¥ nosewe. Cnopen cpoka, NOBTALALM.
TE C& A6OPTH CE OrPAHMUABAT A0 A6OPTH B MHPEX TPUMECTLD, HO CNOPEA HAKOW ABTOPU - B NEUHULMATA CB BKMIOYBAT 1

NOBTAPAUL C@ aBOPTH BLB BTOPU TPUMECTH.

Bsasucnuoc'r OT rEeCTAUNONHMA CPOK, JaryGuTe Ha nhona
MOTaT Qd CC KNACHPHUMPAT CHOTBETHO KaTo™:

1. 4Ka 6p T, KOSTO MOXE Qa 6bae. MHOro
panma 3ary6a npu nc Tecr 3a 6p oCT MNw
3ary6a cnen 6™ recTauMoNNa CeamMnua, Ho G6es exorpad-
CRA HAXOAXA HA UHTPAYTEPUHHA GPEMENHOCT;

2. Pauuva 3aryGa Wa nnopa: cnea exorpadexa HaxXoaKa Ha
MHTPAYTEPMHEH FECTAUNOMEH CAK, HO NPEAU YCTANOBRBA-
H@ Ha CbPABMHA REWHOCT,

3. 3aryGa wa nnoaa Npes NLpen 1p
BAHE HA CHPRENHA NEWHOCT:

Tup, Cneq ye

4. 3ary6a wa NNOAA NPE3 BTOPH TPUMECTHP: Mexay 14 u 24
racTaumMoHHa CeaMuua;

5, 3aryba Ka NNONa NPezs TPETH TPHMECTLP: Cnen 25™ recra-
UMOHNA COaMMLE.

3aryGure na NNOAA €A C PAZNUNMA YBCTOTA B JABHCHMOCT
OF GTANUTE HA HETOBOTO palsuTve. YCTanoBeHD e, ue ensa
30% or dep ¢ 3a0y c HA
crocoben o, 50% OT TAX Ce NPeKBCaarT Owe NPeau cnenea-
wara mescTpyaurs®, & 25% OT “MNNAHTUPAHUTE eMEPHOHN C8
PEIOPEMPAT B PAMKUTE Ha 7-14 aMN CNOA NPUKPENBRHETO KM
eHpomeTpiyma’™, 3aryGarta Ha KNMHIUHO YCTAHOBEHW Gpeme-
HOCTI Npeau 20™ recTaumoHKa ConMmua ¢ oxono 15%™, a npu
2.5% OT MaHuTe Ce HaBNICRABAT NOBTAPALLM Ce 3arybu Ha nno-
NA, REPUAMPANM KATO TPH WK NOBEYE 3aryGW Ha uWTpayTe-
pitini GPEMEHHOCTH NPeaw 28 recTaumonna ceammua™

WSBOCTHATE @THONOMMMHN GAKTOPM, BOABUS AC 3anybn Ha
nnopa, mo&ummommeocmmmwopmm
HM, AHATOMWYNA, F L MMYHONOMNHN,

KAYO OTRENHE KATErOPHA MOME n,a GW oqpenenem TPOMBOPH-
NIMRTA, KOATO BXMOUBA MEHETHUHN 1 MMYMONOMUHI GaKTopu.

Pa3HOPOAMMAT XAPAKTOP Ha PAXTOPUTe ONPeNend Heob-
XOQUMOCTTA OT MYNTHAMCUMNAMHADEH NOAXOA KbM LManso-
CTHKATE ¥ NOYCHUOTO Ha JaryGuTe Ma NNORA © WEHWTE C pe-
NPOQYKTHEHK HEYCNEXW BEME HE Ca NAUMBHTH CamO Ma aKy-
WEP-TMHEKONOIW, & ¥ A NO-WMPOK KPBT CNewy ™ - EH-
AOKPHHONO3MW, NEHETHUM, MMYHONO3M.

MNpes NOCNenHATe rONUHN MHTEH3UBHO CE WICNONDA PONR-
Ta HA WMYHMONOMMNHKTE GAKTOPH 38 $epTUWIMIaUMATa, Gpe-
MEHHOCTTA 1 GYHKUMATA HE NNAUEHTATA KATO SBTOMOMEH HATY-
HonoruueH opran. Owe npes 1953 ron. Medawar npeanonara
HE PETYCHT @ MMYHONOTHUHO YA TPAHCNNAHTAT, KOUTo Cf
TONEPUPA OT UMYHMATA CUCTEMA MA MARKATa NO BPeMEe Ha
GpemennocTTa™. YenewHara penpoay e pesy oY fu-
HAMMHMO DIAMMORCACTEUE MEMNAY UMYHONOMMNKN W UMYHOre-
HETWUHU $AKTOPK. HOBLINOMMOCTTA 38 JAHODANE MNK U3HOC-
BANG HA NNOAA, MOXE AA C& ALNNKU HA HAPYWEH HMYHEN TO-
nepac Ha wraTa PAMO CO nnoa™, ¢
BEAOHBARE HA XYMODANHK U KNETHUHW 3N0- ¥ BTOUMYMII Do
axuwn, YCTaHoBeHn Ca edexTLT ¥ PONATA HA MHOMACTROD Waty-
HONOMYHY 1 MMYHOMEHETIIHK GAKTOPM, BAMACLUM BLPXY pas-
NAuNK @TANK Ha onr 470 1 6 ocTTa, B {0
MOCT OT XOUTO € NOCTPOGHA W ( Ta $ el

1. Mmyuonomu.nu SAKTOPM, BAMAGUIM BLPXY PAIBUTHETO HA
ramermre:

W Excnpecus na HLA anrarenu;
| A D
B AHTHOBAPHANHK AHTHTENA,

HA aH i

2. Vimynonornusn GaxTops, BAMACUL BBPXY POPMUPAHETO Ha
6nacroumcr/Tpodobnact:
$ ANY

M Asmudocd

L Anmrpotpoﬁnacnm aHTHTENa;
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lIb/I1la. AxymepcrBo u runekosiorusi. 2008; 47 (4): 3-9. (SJR 0.108)

ISSN 0324-0959

} EBJITAPCKO [IPYKECTBO 10 AKYWEPCTBO U TMHEKOITOM A
BULGARIAN SOCIETY OF OBSTETRICS AND GYNECOLOGY

AKYHIEPCTBO
L 1 TUHEKOJIOI M4l

OPHTHHAJIHH CTATHH

.

MOBYILUEH PHCK OT NOBTAPALLM CE COHTAHHY ABOPTH IIPE3 BTOPU TPUMECTBP
HA EPEMEHHOCTTA TPV HOCUTEAN HA MOAVIMOP@U3BM A2 B TEHA
HA TPOMBOLUTEH MUKONPOTENH Ilb/Illa

Uearoe [1.!, Komca-INerkoea P.!, UsaHoe Ue.!, KoHoea E.}, Kosavesa K.?,
Cmoiikoe Ce.%, Monoe W.*

1 - MY ~ [negen, Cexrop Broxumua

2 - MV - ITncsen, Cexrop Meunncxa Fenemixa

3 - Henrup no Kaunnuna anynoIoris, VMBAJL, I Crpanckn”, [lnesen
4 - MY - Nucren, Karepa no AKyUICPCTRO i FHHCKOI0INA

Peszrome. Ljenma na Hacmoswemo uacnedeane 6e da e NPOYYY 3HAYEHUEMO Ha MoNUMOPPUIbLM A2
(PLA2) 8 mpoMBOLUMHUA 21UKONPOMEUuH lib/llla (GP lib/illa ) npu paseumuemo Ha NOBMapAW ce PaHHU
3a2y6u Ha nnoda (cnowmanHu aopmu ) Hacmuauauy npedu 20 2ecmauuonHa cedmuya.

Baxa uscnedeanu 56 xeru CbC NOSMAPAWU ce CnoHmanHu a6opmu (MCA) {vacmununu npedu 10
secmayuonna cedmuua (2c), 38 xenu ¢ MNCA Hacmenunu mexdy 10 u 20 2¢ u 98 XerHu 683 penpodyxmuenu
Heydayu 3a HOCUMEncmeomo Ha PLA2 caMocmoAmento u axomburayus ¢ FVL u FII G20210A.

B Hacmoawemo uacnedeane 6& HaMEPEHO CUZHUPUKAHMHO MO-8UCOKO wocumencmeo Ha PLAZ ¢ GP
Ib/ilia npu xexu ¢ 06a unu Nogeve CNOHManHu abopma npedu 20 2c om GpemeHHocmMa 6 cpasHeHue ¢
KOHMPONHA 2PyN& ¢ BUCOK PUCK 33 penpodyxmuenu Heydauu (OR =4,32' 95% CI: 2,10-8.97, p<0,0001).
Cned UsKNIKYBaHe Ha XeHume ¢ KOMOUKUPaHO HOCUMencmeo (PLA2 ¢ FVL unu Fll G20210A) abave,
ennpexu aucokus puck (OR= 2,07, 95% CI: 0.96-4.40), pasnuxkama cmasa HeCUBHUDUKAHMKa (p=0.058).
Todo6HY Ca peaynmamume, HO ¢ No-HUCbK puck (OR= 2.632: 95% CI: 1,140- 6,104, p=0,021) u npu XeHu
¢ penpodykmueHU Heydaqu HacmbRunuy npedu 10 2c. M @ ma3u 2pyna XeHu CUsHUhUKHMHaMa Pasnuka
HE CE 3318363 CNe0 U3KMOHBaHEeMOo Ha KOMEUHUPAHOMO HOCUMENCMEO.

pu xexume ¢ [TCA mexdy 10 u 20 2c om GPEMEHHOCMMA, HOCUMENCMEOMO Ha PLAZ 6& u3knyumenso
sucoxo (OR =8.79; 95% Cl: 3.477-22.605. p <0,0001). focmoseprama paiNuKka ce Habnwdasea u cned
UIKMIOYBAHE HA KEHUME ¢ KOMBUWUPEHDMO HOCUMENCMen (OR: 2,990; 95% Cl: 1,178-7,613, p=0,018), koemo
AOMEBPKOABE CAMOCMOAMENHOMO IHAYEHUEMO Ha PLAZ 3a pazeumuemo Ha penpodyKkmuenu reydayu cred
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61. Benera I'.P, JIykanos 1[B., KoBaueBa K., Konoa E. HuBa Ha TpoMOOIIUTHO-JICBKOIIUTHH
arperaru cieq Tepamnus ¢ ACOUPUH NP MAllMeHTH ¢ TPOMOODUINSI HHAYIHPAH UHPEPTUITUTET.

TI'ognmuank va BAKU. 2008; 72-78.

80 Foamunin e EEAAPCKAT ACOUHAIIN

HHUBA HA TPOMBOLIMTHO-JIEBKOUMTHH
AUPETATH CJIEZ TEPATHSA C ACITHPHH
MPUNALMEHTKH C TPOMBODHITHA
HHIYUMPAH MHOEPTHIIUTET
Beaesa I, Jykanos Ls.'?, Kosavesa K.°, Konasa E."?

Med: D

! Conyunr K ALMYNOTONUR, P = [Trenen, Bareapux
) 7 = Maewen.

110 KITHEHYHA HMYHOROTHA, 200% 81

PLATELET-LEUKOCYTE AGGREGATES ARE NOT INHIBITED
BY ASPIRIN IN PATIENTS WITH BOTH INFERTILITY
AND THROMBOPHILIA
Veleva G.', Lukanov Tt.'?, Kovacheva K., Konova E."*
‘Departament of Clinical Immunology. Medical Univercity - Pleven, Bulgaria
! Medical Center ., Clinical Institute for Reproductive Medicine", Pleven, Bulgaria

I Despil L linical evid f antipl: effects of aspirin, previous
studies demonstrate little inhibition by aspirin treatment of single platelet activation as measured
luated using flow cy {

g platelet-leukocyte apgregates (PLA), which may be a more sensitive marker of plazelet
#ctivation in vivo than measurements of activation markers on single platelets. The aim of this
study is to trace the change of the levels of the PLA in the course of therapy with aspisin in

Patients and Methods: We selected 30 patients with infertility and detected factors of

“Meduyunenu yenmvp ,, Knoaen Ju penpod)
Bvacapus
by flow cytometry. This discrepancy was further
Bu poss edexrma p feirculaiing platel
Bunpexi 1082 1y ¢, TPHYHH NPOY i 2 edexr ot
NPUAITING ACNHPHHOBO AEUCHNE BHPXY P Toea wecsoract-
e € oueHeHo upes P T HE KHBATA 1A TP N patients with both infertility and thrombophilia,
Ko-nearounTHH arperati (PLA), howto ca no-vy Mipxep 3 p in

MapKepi BLPXy cxuHny KK TpomGounTy. Lleata wa
#ME2 Ha PLA 8 X013 N3 TCPANNA C ACHHPUN 11PN

vivo, P ax
poy € aa ce up
Goduna g

nanmw{'u HMETOAN: Hacac.amn ca J0Kenn ¢ L s midepTInETE T 1§ LOKIEHN TPOsIDO-
OHAKIHA AKTOPH, KOHTO HE NPHESIAT DY I MELHMKAMEHTH OCHEN ICHHPHH & 1033 100 mg anewo.
Koutponuara rpyna sxndsa 15 sci ¢ indep THTf ¢ Ge3 TepuIHy
KbM MOMCHT Ha Wic/caganeTo. Hipata na PLA ceony UT UAAD KPLB, € uoy i
‘et MeTon. 4pes excnpecna wa anirenmre CDA1a, CO1 LD,

Peryarari: He ce yCTanon: cveunsanTHa paviids B it wit PLA, wamepenm i trait
CITKNTE, NPOBEAMLM TEDANHA € 1c NP, 38 H18aTa 1sa PLA np ontpoanama ipyua (p=0.7)

Jaraiouene: Hawnre aaun noxasar, ye acaipist @ 1033 | 00 mg/an e noaamass ypou-

-

invivo, Heod GHH1 KA TEPIITHA 30 PEAIIIHPANE N YCHEIINI
s o pepruTe W Tpowo )
Katononw aysu: 1p vt asropy, uihep acnupi, ¢ )

TPOMBOUMTHO-AICRROUITHI AIPEI 111

Alipec 32 KopecnoraeHIiA:

J-p Faauna Beness

ya. e, Bramusup Basos™ N2 91

11 Kannmua 6asa, MIUT no ey Hononus
Mresey 5500

Tea. 064/886-778, 0889474538, Fax: 064/802-77+
e-mail: galenalv@mail bg

thrombophilia and excluded the use of any medication except aspirin. In the control group we
included 15 women with both infertility and thrombophilia and without medi PLA were
utentified in whole blood by flowcytomerry using CD41a, CD11b.

Results: The PLA levels did not decrease significantly after | inonth therapy with aspinn
when compared with levels in the control group.

Conclusion: Our data suggests that aspirin at dosages of 100 mg daily does not influence
plaelet and leukocyte activation in vive. Combined treatment is required for clirical benefit in
patiens with both infertility and thrombophilia.

Key words: Thrombophilic factors. infertility, aspirin, flowcstometry, platelet-leukocyte
aggregates
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Peziome: Uenra ua npeacrasenoro wacnepsane Ge ga ce NPOYYH BPLIXATA MEXAY HOCH-
TencreoTo Ha gaxtop V Leiden (FVL) u paseutwero ua NOBYAPALM CE pakim
CNoNTanHM 3ary6u na nnoga (CnoNTaHsm abopri) ¥ KucHu 3arybu ua nnoaa
i (MBPTBO paxgane), xaTo ce NPOCAEAN BNUANHETO HA MYTBUMATE 38 PaisuTHeTO
Ma PENPORYKTHONK Hey B OTaenHuTe Cpokcae Ha GpemeskocTTa, B 3asm-
CHMOCT OT CTaguA Ha PAIBHUTHE Ha NNauenTaTa. 3a HocwTencTso Ha FVL Bexa
HICAGQDAHK XEHM CbC CNOHTaHHU alopTi (CMNA) go 10-a rectaumoma ceamm-
uya (r.c.), cuc CNA mexay 11-a u 14-a1a r.c. — nepuon xa PaIBUTHE Ha NNAYEH-
TaTa, n xewn C MupTBK paxaanur u CINA cnep 14-a r.c, chore. 71, 50 n 39
i KEHN C PENPOAYKTHBHN HEYCNexW, kaxTo W B0 wenn Ges PENPORYXTHBHM HEYC-
: nexu. He Ce YCTaHOBW 3HAUMMO NO-TONAMO HOCHTENCTBO Ma MYTaUMATa cpen
*eHw cue CMA B MHOro pauHa Gpemennoct (npeau 10-a r.c.), (8,4% » 6,3%,
CbOTB. 33 NAUMEHTHTE ¥ KOHTPONHaTa rpyna OR: 1,385; 95% CI : 0,353.5 539).
FVL npech CHIHWDUKEHTHO Cpea Kenu cue CIA mexay 10-a u 14-a
r.C., xaxTo ¥ cve CMA W MbpTeu paxaanun cnen 14-ava r.c., karo FVL Gewe ¢
N0-rONRMA YECTOTA NPU KeHA C PENPORYKTHEHA Neycnexw cnea 14-a7a 1.c. (Cb-
ote. 20%, OR: 3.750; 95% CI: 1.078-13.671, p = 0.035, u 25,6%, OR: 5.172:
95% Cl: 1.455-19.276, p = 0.007). CeoBoannaT npoTemH S ~ axTMkoarynasT,
Y4acTeaul 6 WMaKTHBHPAHETO Ha (akTop V, wuuro HHBA H. Y
npe3 BYOPUA W TPETUA TP bp Ha 6p )CTTA, MOXe Ba 0GRCHA BHCOKNA
PHCX OT PAIBUTHETO HA KbCHW NOBTAPSLUM CE CHOHTAKHM 3arybu Ha nnoaa npu
HOCHTENM Ha MyTaumaTa FVL, Yer TO Ha HocuTencreo Ha FVL
Np# XeHu C KuCHa 3aryBa Ha NNOAA NPEANONAra PYTUHNO TECTBAHE 33 HOCH-
TENCTBO HA MYTAUMATa NpU NOAOGHA NATONOIWA, KAKTO W OBCLXAAHETO Ha
NPODMNEKTHNHE BHTUKOBIYNANTHA TEPANUR NPE3 CHeABaLLA BPEMEHHOCT,

KniowoBn aymu: CAOHTaHHK a60PTH, MbPTBO paxaaHe, daxTop V Leiden, puck

Adpec 3a xop i1 A-p Nembp Heanoces, Cexmop no Guoxumus, Meduyurcku yHUBGPCUMOM,
yn. ,Ce. Knumenm Oxpudcku” Ne 1, 5800 Mneeew, e-mail: mdivanovi@gmail.com

Summary: The aim of this stucy was to evaluate the impact of inherited thrombophilic mu-
tation Factor V Leiden (FVL) on development of eary and late fetal loss (recurrent
spontanecus abortions and stillbirths) depending on growing stage of placenta.
We investigated 71 women with very early pregnancy loss before 10th week of
gestation (w.g.), 50 women with spontaneous abortion from 10th to 14th w.g., 39
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Peaiome. [Tpedcma6n ce KNUHUYEH Criyall Ha HOBOPOJBHO C NePUHAMANHE UHGHEKLUS, 11PU KOEMO ELNPEKU
MacueHama aHmubuomuyHa mepanus u do6po 06WO CHEMOAHUB, 8 HabMoAasa XUNePPHUEPUHOREHEMUS,
nepcmupauy 8ucok CRP U nesxoyumo3sa. M3Gpoexume Mapxepu Ha 8b3NaneHue U EeKCMpasa3ayuama Ha Kpue
NPU KOPEKYUA Ha AHEMUYEH CUHOPOM, HACOHEaM KbM MBbPCEHe Ha DpyaU EbIMOXHU NPUYUHU. [Tpoeederusm
AHK-ananus 3a 2eHemuyHu Mymauuu cexp3aHu ¢ mpombogunus ycmauoenea Hocumencmeo Ha hakmop

V Leiden u eapuanwm C677T MTHFR.

Kmiovoeu dymu: gpakmop V Leiden, CRP, xunepthubpurozeHemus, Ho8opodeHo

FACTOR V LEIDEN AND C677T MTHFR THROMBOPHILIC MUTATIONS ASSOCIATEDWITH
HYPERFIBRINOGENEMIA, PERSISTENT HIGH CRP AND LEUCOCYTOSIS IN NEWBORN BABY
WITH PERINATAL INFECTION - A CLINICAL CASE

A. Valkova, K. Kovacheva, P. Ivanov

Summary. We present a clinical case of newborn baby with perinatal infection. Despite the solidity
antibiotic therapy and good condition of the neonate, we observed hyperfibrinogenemia, persistent high CRP
and leucocytosis: These inflammatory markers and the extravasation of blood during correction of anaemic
syndrome draw attention to the role of other causal factors. DNA analysis for thrombophilic mutations identifies

factor V Leiden and C677T MTHFR variant.

BueegeHue - !

Hacnepcreenara tpomGothunus ce peuHupaxaro
FEHETUYHO AETEPMUHMPAHA CKITOHHOCT KbM pPassuTHe
Ha Tpombu/Tpombembonuabm. MNpuema ce xaro
MHOrOgakTopeH Moaen, Npy KOUTO TPOMBOTHYHUTE
cu6UTUA Ca peayntar or B3aUMOAEHCTBMA MEXAY
FEHETUYHM W CPEAOBU PUCKOBU (hakTopu, KaTo
nepuHaranHia acuxkcus, HeoHaTanHa wHpexyus,

Aexvaparaumn U apyry.

Yectotara Ha HOCWUTENCTBO HA rEHETHUYHM
Aedextis 3a Tpombounua B obwara nonynaua
€ OTHOCHTENHo Bucoka — okono 10%, MO npu
NAUKEHTU CLC CUMNTOMATUYHKM TpombBoau go 18
roAMWwHa 8L3pacT T8 Aoctura Ao 54% 8 cpasHexue
C Bb3PACTHUTE MNaUMEHTK, NPW KOUTO CE OTXpHEea B
30% or cnyvauTe.
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(DAKTOPY, MPEAPA3MONATALUN KBM TPOMBO@UANA NPY XEHN C AHAMHE3A
34 3ArY5M HA MNOJA CAEL 20-ma FECTALWOHHA CEAMULA

WUesaroe I1.', Komca-ITeHkoea P.", KoHoea E.23, Kosayeea K., MeaHoe Ue.’,
Uearoe M.!, Tanyee Cm.’

| Cextop Broxumus, MCAMUHBCKY YHHBCPCHTET, Taceen, P-i Karcapa Jlow. Perma Komea-Menkosa
2 KNHHMYCH HHCTHTYT HO PCIPOAYKTHBHA MCAHINIHA (KHPM), rp. Macscn
3 LcHsp no KauHHUHD MYHONOrHA, YMBAJ I Crpancgn”, [liesen
4 Cexrop Mennunncka [enemika, MenuuMHCKH YHHBCPCITTET, MnescH
5 Karenpa 110 AKyWICPCTBO H IHHCKOIOTHA, MCAHIEIICKI YHHBCPCHTCT, Tneseit,
P-n Karenpa — o1 Croan Tanucs

Peatome. Macnedeare umawe 3a yen npocnedasaxe Ha epbakama Mexdy HOCUMENCMEOMO Ha 6podeHume
mpomboghunuvHu ghakmopu: hakmop V Leiden (FVL) u Mymayusima € 2exa 3a npompombuna 20210
G>A (PTM 20210 G>A) u paseumuemo Ha MoBUWeH puck om UHMpPaymepuHHa cMbpm Ha nnoda cned 20
20CmauuonHa cedMuya U MbPmMeo paxdane (MP).

Tpudecem u mpu xexu ¢ MP 6axa u3cnedeany 3a Hocumencmeo Ha FVL u PTM 20210 G>A. Xenu ¢
MHO20n100Ha GPEMeHHOC), 8POJEHU BHOMAIUU Ha XEHCKE 10N08a CUCMEMA, UHMPOYMEPUHHU UK exuuy,
XOPUOHaMHUOHUM Grixa usxnoveHu om uscnedaaxemo. Konmponia epyna ce cuemoswe om 79 xeHu be3
anamye3sa 3a penpodykmusHu Heyda4u.

Hocumencmeomo Ha FVL ce pasnuyagawe cmamucmuyecku 3HauumMo Mmexdy NAYUEHIMU U KOHMPONHA
2pyna (cvomeemeo 21,1% u 6,3%, OR=3,98; 95% CI 1,02 - 16,14, p = 0,045). Hocumencmeomo 1a PTM
20210 G>A Gewe ro-sucoko npu xexume ¢ MF, 8 cpasHexue ¢ KoHmponHa 2pyna (ceomeemuo 10% u
2.5%, OR 3.85, 95% Cl 0,49 — 35,08, p - ns). Beluxume cedeM XeHume € UHMPaymepuHHa cMepm Ha
nnoda, umMauly u Opyau aKywepcKu YCITOXHeHUA, npedxoxdawu MP (npeeknamncus, UHMpPaymepuHHo
U30CTIaeaHe 6 Pa3euUMUEMo Ha nnoda, npexdespenento omnensaxe 'Ha ANAUEHMAaM3) UMAaxa HOCUMENCMeo
Ha mpombohunudHu Hakmopu. '

YemaHosuxMe 8UCOKa Kopenayus mexdy paseuniuemo Ha uHmpaymepunna cvbpm Ha nnoda, MP
u Hocumencmaomo wa FVL u PTM 20210 G>A (p - ns 3a PTM 20210 G>A, nopadu padka yecmoma Ha
mpomMGogunuHHUA (hakmop u manka zpyna uacnedaaru xenu. flonydeHume daxnu HuU 11036oNAeam da
NpenopLYaMe PYMUHHO MeCmeaHe 3a HOCUMeNcmeomo Ha mpomGouUNUYHU HAKMOPU NPU KEHU €
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HAR6bEPEYHA XEMOPATIA Y HOBOPOREHO [IETE C (DAKTOP V LEIDEN -

KANIHWYEH CAYYAN
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Pestome. Heonamannama nadbubpevna XeMopazua wecmo e acoyuupamna ¢ podosa mpaema,
I6PUHBMANHa aCPHUKCUR, CENMUUEMUS, KOA2ynauyuonHu degexmu u mpombermbonuav.

pedcmaesme KuHUYEH Cayvai Ha deycmpania +adbvbpeura xemopazus & deme, poOEHO 6 CHCMORHUE
Ha nepukamania achurcus. Exozpaderkume dariu 3a nodocmpa HadbBLOPE IR XeMOPAZUR HocMEAm
KbM BEPOAMKHUR U aHmMeHamaneH npousxod. Moosedenusm LHK-ananus 3a zeHemuyHy deghexmu 3a
MpoMGOPUNUR, YCMaH06AEa HOCUMENCMEO Ha haxmop V Leiden mymauus.

Knrovosu dymu: Hadbrbpeyna xemopaaus, axmop V Leiden, Hosopodexo

ADRENAL HEMORRHAGE IN A NEWBORN WITH FACTOR V LEIDEN -~ A CLINICAL CASE
A. Valkova, K. Kovacheva, M. lonov, R. Rosmanova, V. Atanasova, N. Slavkova, P. lvanov

I Department of Neonatology

2 Department of Medical Genetics
3 Department of Biochemistry
Medical University of Pleven

Abstract: Neonatal adrenal hemorrh'age is frequently associaled with birth trauma, perinatal asphyxia,
septicemia, coagulation defects and thromboembolism.
We report a case of bilateral adrenal hemorrhage in newborn baby with perinatal asphyxia

Ultrasound findings of subacute adrenal hemorrhage draw attention to its

presumable antenatal genesis.

DNA analysis for thrombophilic mutations identifies factor V Leiden.

Buseaenune

Heonarankara wanbvbpeyna xemoparua e
ACOUMNUPAHA YECTO C POIOBA TPABMA, NepuHaranta
achukcHa, CENTUUEMUS, KOarynonartum u
TpemBembonnanbm, KOBTO npeanonara BepOATHara
“ MHorodakTopHa naTtoreHesa.

Yecrorata Ha HanBuBpeynara xeMoparus e Haii-
8MCOKA B NEPHOAA HA HOBOPOAEHOTO, B CPaBHEHHe
C ocTaHanuTe BL3pacToBu nepuoad - 1,9 cnyvan
Ha 1000 xusopogeru 3a CALL /1/. daxTop, xoitro
AONPUHACA 33 TOBA, € aHATOMUYHIUTE 0coBeHoCTH Ha
HEOHATANHUTE afiPEHANHK XKITE3W, KOUTO ¢a Boraro
BACKyNapuaupaky, ¢ OTHOCUTENHO MONSMO Terno (2-4
fpama B CPABHEHWE C TErMTOTO UM NPYU BLIPACTHUTE
of 4-5 rpama).

Bb3 ocHosa Ha ayroncuorHU pesynrarty, cnopea
enH1 asropu 8 6nuao 50% ot cnyuaure ¢ Hanbubpeuna
XEMOparva ce OTXpUBa TpomBo3a Ha peHanHara sera
/21, a cnopen Apyrv asTopu - 8 33 o1 78 cnyven
Ha B[IPEHBNHA XEMOPArUs ¥ HEKPOo3a Ce OTKpuea
HantuOpedHa seHoana 1pomboaa 12/,

HAscxara anpeManya wneaa e 3-4 nu1y no-uectn
JacerHara or /1ABara, kato camo B 5-10% or cnyvaure
Ce oTKpuBa asycrpaMHa wanbubpeuyna xemoparus
131,

Nexo kwpeexe 8 HapbuBpeurara xopa moxe
Aa 6vae acumntomuo. MacusHara Hanbu6peuHa
XeMoparus e pagka, Ho XuBOTO3acTpallasawa. Han-
HeCTara v KNMHUYHA U3ABa € aHeMUSA, NPONOHIMPaHa
KBATEHKUE, NANNUPYyeMU MACH UMK XUNOSONEMUYEH
wok /3/. HeobuuaitHa nponsa e CKpoTanHus xemarom,
cnen pyntypa Ha nanbuBpeunara kancyna, u
AECUEHAMPAHE HA KDBBTA OT PETPONEPUTOHEYME UNK
NepuToHeanHaTa Kyxuna e ckporyma, MHoro pagko,
Hal-BEYE NPU BLIPACTHU, HACTLNBA HanbLBpeuns
HEQOCTATLYHOCT BCNEACTBME [RecTpyxums wa 30%
OT afpexanyara ToxaH /4/.

Knunuyen cnyvan

LoMoceHo Hosopopeno ¢ retno 3670 rpua o
I-8a HOpPManNHO npotekna GpeMexKocT, HopManeH
MEX3HW3LM HA pax[aHe, C TeXKa WHTpanapranHa
acthuxcun.
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Peatome. Ljenma na vacmoswemo npoyJeane 6e da npocnedu 6pb3KaMa Mexdy HOCUMeNcmaome Ha
nonumopbudbm 4G/5G - 2enomun 4G/4G 8 2eHa Ha NNa3MUHO2EH axmueamop uuxubumop mun 1 (PAI-1)
U NOBULUIAGANEMO HA PUCKA OM Pa3BUMUE Ha NOSMAapAUY ¢e CNOHMaHHU a6opm npedu 10 2ecmayuorHa
cedmMuua (2c).

3 Monumopgpuaraem 4G/5G, kakmo u chakmop V Leiden (FVL), Mymayusama @ 2exa Ha npompombura (FII)
20210 G>A v edHoHyxneomudHama samarna 677 C>T e 2eHaHa Memunesmempaxudpogonam pedykmaszama
(MTHFR) 6axa uacnedsanu npu 110 xeHu ¢ dea unu noseve crionmannu abopma npedu 10 cc u npu 57
weHu 6e3 penpodykmueHU HEeYJa| U, UMauju rnoxe ©0Ha GpeMeHHOC, 3a8bpuwuna ¢ paxdaremo Ha 30paso
deme.

Cuznugpuxanmna paanuka Gewe ycmaHo8eHa Npu CpaskeHuemo Ha wocumencmeomo Ha PL 4G/5G
mexdy XeHume Che CNOHManHu abopmu U KOHMPONHa apyna (HOCUMENCMBOo Ha NONUMOPEUIMA CLOMBEMHO
41.8% u 26.8%, OR: 1,96, 95% ClI: 1,05 3,69, p=0,034). Cmamucmuvecku 3na4umama panuka mexdy deeme
2pynu ce 3ana3u U CNEA UIKNIOHEAHE HA XEHUME HOCUMENKU Ha FVL, Fil 20210 G>A u 677 C>T 6 MTHFR
(HOCUMENCMEO Ha nonuMopduIMa chomeemuo 44,1% u 24,7%, OR: 2,5, 95% CI: 1,15 5,45, p=0,018).

VemawoseHama 6phaka Mexdy HOCUMEeNcmeomo Ha PL 4G/5G u noguwasaxe pucka om pasumue
Ha pawHu cnioHmakKu abopmu Mpedpasnonaza eKNoYeaHemo Ha mosu nonumopghusbmM € navwena om
mpomGohunusHY hakmopu, uscnedeanu npu anamiesa sa penpodykmueHu Heydauu. Pedynmama usa
apbaka ¢ 06CHLXIAHE NPOPUNEKMULIHOMO NPUNOKEHUE HA HUCKO-MONEKYNAPHU Xenapuny npi credgaw
BPeMENHOCTIL, € YN Mpedomepamsasane Ha CNoHMaHeH abopm.
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Peztome. enma na nacmoawemo npoyveane 6e a oueHu ponsma Ha KoMEUHUPEHOMO HOCUMENCMeo
Ha dea umu noseve epodent mpoMGOGUAUNHY (haKMOpa 3a PUCKa OM Pa3GUMUE Ha MOBMAPALYU CE KLCHU
CrnoHmaxnu abopmu.

3a nocumencmeo Ha nosumopghusbm 4G/5C (PL 4G/5G) — 2enomun 4G/4G ¢ 2ena Ha NRAIMUNO2EH
akmugamop unxubumop mun 1 (PAI-1), ®akmop V Leiden (FVL) u mymauusima 20210 G>A 6 zena na
npompombura (FIl) 6axa uatnedeanu 52 xenu ¢ 083 UMU NCEEYE CHONMANHIT abopma mexdy 10 v 20
2ecmayuonna cedmuya (2¢), kakmo u 125 xenu 6e3 penpodykmuaHu Heydawu UMatu nore edna HOPMANHO
npomexna GpeMenHoOCM 3a8bPWUNa ¢ Paxaanemo Ha Xug GoOHOCeH Nnoo.

Covyemarnomo Hocumesnncmeo Ha dea (hakmopa ce CPeWawe o-4ecmo NPU XeHUMe ¢ penpodykmuant
Heydau (7,7%) 8 cpasreHue ¢ HOCUMENCMEOMO 8 KOHMPONKHa 2pyna (3,2%). (OR=2,52, 95% C1(0.5— 12.62),
p>0,05). Had-yecmo cpewanama komburnayus om chaxmopu bewe chLYemaHomo Hocumencmao na FVL ¢
PL 4G/5G - coomeemto 5,8% u 0,8% npu xeHu ¢ pernpodykmuenu Heydadu u kKoumponna 2pyna (OR=7 59,
95% CI (0,68 — 191,04, p>0,05). lMopadu OMHOCUMENHO Mankama epyna uacnedeanu Xexu, peynmamume
He docmuzam cMamucmMuYecKu 3HaYUMa PasnuKka npu CPagHeHUe HOCUMEICMEOmO Ha mpPoMBEodUALuHL
hakmopu Npu NBYUEHMU U KOHMPONKa 2pyna,

Momenpxdasanemo & NO-20N1eMU NPOYYEaHUS Ha YCMAH08eHama C1aba 3a8UCUMOCIN MEXAY ChYemaHomo
HOcUMencmeo Ha 0ea mpomBouUNUYHU (haKMOPa U NOGUWABAHE PUCKA OIM HACMLABANE 1a CIOHMANEGH
abopm cned 10 2¢ UMa OMHOWEHUE KbM NO-NPEUUIHOMO NPOSEXAaHe Ha aHMUKOazynanmHa NPOHUNAKMUKa
npu nocnedsawa GpemeHHocm npu xexHu ¢ epodena mpomboghunus.

Knrovosu dymu: noemapawu ce cnosmanHu abopmu wmexdy 10 u 20 2ecmauquonta ceomuya, CLYemano
Hocumencmeo Ha mpomboghunuuny grakmopu, avmukoazynarmiua npounakmuxa npesz GpemenHocmma

Npoyusaxero e puHaHcupano oT Meguuusckn Yuupepcurer - Nnesex

COMBINED THROMBOPHILIC FACTORS AMONG WOMEN WITH LATE RECURRENT

SPONTANEOUS ABORTIONS

Ivanov P'?, Komsa-Penkova R.', Konova E.*?, Gecheva Sv.?, Ivanov I.", Kovacheva K.},

Simeonova M.Y, Tanchev St.*

1 Department of Biochemistry, University of Medicine of Pleven

2 Center of Clinical Inmunology, University Hospital of Pleven

3 Clinical Institute of Reproductive Medicine, Pleven

4 Department of Medical Genetics, University of Medicine of Pleven

5 Department of Obstetric and Gynecology, University Hospital of Pleven

Abstract. The aim of this study was lo assess the role of combined thrombophilic factors carrier status
for development of late recurrent pregnancy loss (RPL).

The polymorphism 4G/5G (PL 4G/5G) — genoltype 4G/4G in plasminogen activator inhibitor type 1 (PAI-1),
Factor V Leiden (FVL) and prothrombin (FIl) gene mutation 20210 G>A in 52 women with recurrent pregnancy
loss between 10 and 20 weeks of gestation and in 125 healthy women with at least one uncomplicated full-
term pregnancy was investigated,

Combined carrier slatus for thrombophilic factors was more pronounce among women wille 0% (7 7%
compared to control subjects (3.2%), (OR=2.52, 95% C! (0.5 ~ 12.62). p-ns). The most common association
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MOAMMOPQU3bM A1/A2 B FEHA HA TPOMBOLMTEH UHTETPUH BETA3
IPU XXEHM C UHTPAYTEPUHHA CMBPT HA NNOJA

Ueanoe ", Meyeea Ca.®, Lieamxoscka Lie., Mamaunoe An.', Komca-ITenkoea P! Kosauesa K*,
Kowoea E.2% CumeoHosa M.*, Tanues Cm.*
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Peziome. HOCUMencmeomo Ha mpoMBOoUUNHU MyMayuu om CmMpaxa Ha malikama ce onpedens Kamo
pPUCKOE (haxmop 38 HacMbeaHe Ha penpodykmuenu Heydadu, Ho A0 MOMENMA FHAYEHUEMO Ha HE BCUHKU
¢paxmopu @ do6pe U3ACHeHO. 3HaqeHuemo Ha HOCUMENCMBOMO Ha NONUMOPPHUILM A1/A2 (PL A1/A2) 8 .
mpomBoyumHus uHmezpun 6ema3 e mema Ha HacmoAwuomo npoyveaHe.

Cedemdecem XeHU C UHMpaymepuHHa cMbpm Ha nnoda (MYCM) v mbpmeo paxdane cned 20
28cmayuonna cedmuya u 100 xexu Ges anamHesa 3a penpodykmuenu Heydadu Gaxa uscnedeanu 3a
Hocumencmseomo Ha PL AT/A2.

Hocumencmeomo Ha PL A1/A2 6e no-eucoko cped xenume ¢ UYCIT & cpasHerue ¢ KOHMPOnHa epyna,
6e3 paanukama da Gocmuza cmamucmu4ecka anaqumocm (cvomeemwo 28,3% and 17%, OR = 1,93; 95%
Cl: 0,84 — 4,45). Cned pandomu3upane Ha nayuesmume no OMHOWEeHUE HOcCUmencmeomo Ha ®@akmop
V Leiden (FVL) u mymayuama 20210 G>A g 2ena Ha npompombuna (Fll), Hocumencmeomo Ha PLA1/A2
OCMaHa Nno-eUcoKo Npu xeHume ¢ UYCI1 Ges da docmuza cramucmu'yecku 3HaquMa paanuka (28.2% OR=
1.92: 95% CI: 0,78 — 4,75). KoMEUKUpPaHOMO HOCUMECMEO Ha PL A1/A2 ¢ FVL unu Fll 20210 G>A Gewe
30CMOBEPHO MO-BUCOKO NPU NaYUEHMU 6 CPABKEHUS C KoHmponu (cxomeemHo 20% and 2%, p<0,0001).

Hesaeucuma 3Havenue Ha PL AT/A2 3a ép3nuKeanemo u paseumuemo-Ha UYCM He ce ycmarosy,
HO MOXe 08 ce NPUeMe ponama My Kamo GonbAHumeneH hakmop npu KOMEUHUPEHO HOCUMENCMEO Ha
mpombogunuyHu akmopu.

Kniowoau dymu: nonumopgusvi A1/A2 & mpomBoyumer 2nuKoNpoMmeuH 6emad, uHmpaymepuHHa
cMBPM Ha n1oda, KOMBUHUPAHO HOCUMENCMEeo Ha mpomBoGUNUYHU PAKMOPU.

PLATELET INTREGRIN BETA3 A1/A2 POLYMORPHISM IN WOMEN WITH STILLBIRTH

Ivanov P, Gecheva Sv.%, Tsvyatkovska Tsv.', Ilzmailov A.!, Komsa-Penkova R.", Kovacheva K.,

Konova E.2?, Simeonova M.*, Tanchev St.*

1 - Department of Biochemistry, Medical University, Pleven, Bulgaria

2 - Clinical Institute for Reproductive Medicine, Pleven, Bulgaria

3 - Center of Clinical Inmunology, University Hospital of Pleven, Bulgaria

4 - Department of Medical genetics, Medical University, Pleven, Bulgaria

§ - Department of Obstetrics and Gynecology, Medical University of Pleven, Bulgaria

Abstract. Maternal thrombophilia was recently discussed as possible cause for pregnancy complication,
although the roles of some coagulation factors have not been clarified. Carrier status for platelet integrin
beta3 polymorphism A1/A2 (PL A1/A2) was considered as possible risk factor for pregnancy complication.

Seventy women with one or more stillbirth (intrauterine fetal death after 20 week of gestation) and 100
healthy control subjects were evaluated for PL A1/A2 to assess the impact of polymorphism for late pregnancy
loss.

The prevalence for PL A1/A2 in women with stillbirth was higher but not significantly differs from carner
status in control subjects (respectively 28.3% and 1 7%, OR= 1.93: 95% Cl: 0.84 — 4.45). After adjustment
for carnier status for Factor V Leiden (FVL) and Prothrombin (Fli) gene mutation 20210 G>A the prevalence
of PL A1/A2 remains a similar (28.2% OR= 1 .92: 95% CI: 0.78 - 4.75). Combined carmers status for PL A1/
A2 with FVL or FIl 20210 G>A have had significantly higher prevalence in investigated group companng with
control subjects (respectively 20% and 2%, p<0.0001).
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Pearome. MHOXeCMEo haKkmopu umMam 3HadeHue 3a HACMBABAHEMO Ha UMNaHMayuama u passumuemo
Ha emBpuoHa. MoemopHume penpodyxmueHu Heycnexu cned acucmupara penpodyKuus Hanazam MbpCeeHe
Ha ¢haxmopu, UMELYU OMHOWEHUA KbM eHAOMEMPUANHaMa peuenmueHocm U uMniiaHmayusama Ha
oMBpuoHa. TPOMBOPUNUYHU haKmMOpU Kamo ®axmop V Leiden (FVL) ce npednonaza, ye umam 3HayeHue

38 UMMNEHMAUUSMA, KAMO NOBNUAGAM @HOOMEMpUANHama peueimuUBHOC 10 MEXEHUIBM, PaanuyeH om
XemocmamuyHama um yHKHuA. it ;_ B et ;

B Hacmoawemo u3scnedeans. ce ipoy: q.qpqqmmcmpoméﬂa ®axkmop V Leiden (FVL) cped 188 xenu ¢
edwa unu noseve HeycnewHu IVF npouedypu U KORMPONKa 2pyna om 97 XeHu 63 penpodyxmueHU Heydayu,
peanusupanu NoHe eJHa ycAeWHa BpemeHHoc.

He ce ycmaHo8u, cuzHUUKaHmHa pasnuka e HOCUMENCMaomo Ha mpoMEopuUAUYHUA GaKmop
cpad nayuenmu U KOHMPpOnHa zpyna: CbomeemHo 5,9% u 7,2%, OR 0,80, 95% Cl (0,26-2,73, p>0,05).
Hocumencmeomo Ha FVL cped sdpasu uHdUaUAU G& 8 HEIHEYUMENHO NO-6UCOKO 8 CRABHBHUS ¢ KeHume
¢ HeycneweH IVF.

Habenaaan e No3umueeH ehexm espxy uManaksmayusma npu Hocumencmeo Ha FVL. [Mo3xHagaHemo Ha
mpomMBohUNUYHUA CIaMYC NPU XEeHU € No8MapALUU ce uMnNaHmMauuoHHy 3azybu cned IVF uma omHowekue
KbM NPABUNHOMO NPeyU3UpaHe Ha Hydama U Ha4anomo Ha NPUIoXeHUe Ha aHmMuKoazynaHmna mepanua
3@ npogunakmuka Ha cnedealyy uMnNaHmMayuoHHu 3agy6u.

Kniowosu dymu: mpomGogpunus, IVF, aHmuKoazynaHmH1a mepanus.

MpoyueaHemo e PUHaHCUPaHo om Meduyurcku Yrueepcumem — [IneeeH.

FACTOR V LEIDEN IN WOMEN WITH REPEATED IVF FAILURES

Ivanov P*%, Konova E%, Gecheva Sv°, Tsv. ‘atkovska Tsv', lzmailov A', Komsa-Penkova R', lvanov r,

Golemanov G', Kovacheva K, Simeonova M, Tanchev S’
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2 Clinical Institute for Reproductive Medicine, Pleven, Bulgaria

3 Center of Clinical Immunology, University Hospital of Pleven, Bulgaria

4 Department of Medical genetics, Medical University, Pleven, Bulgaria

5 Department of Obstetrics and Gynecology, Medical University of Pleven, Bulgaria

Abstract. Aplenty of factors have been connected with embryo implantation and further fetus development.
Recurrent knplenmglgq;(gllym (RIF) after assisted reproductive tachnology (ART) forces seeking the causes
of decreased endgqiqtr[g’l};‘ec,epﬂvw A non-haemostatic function of thrombophilic mutations such as Factor
V Leiden (FVL) was considered a factor related with endometrial receptivity.

One hundred eighty eight women with two or more RIF after in vitro fertilization procedures investigated
for carrier status for FVL was compared with camier status of 97 women without reproductive failure who give
a birth of at least one health child.

There was no significant difference in carier status for FVL in patients and controls (5.9% and 7.2%
respectively, OR 0.80, 95% CI (0.26-2.73, p>0.05). Negligible higher prevalence of FVL was fond in health
subjects compared with women with RIF.

Aslightly positive relationship. was found between FVL and embryo implantation. A preliminary determination
of thrombophilic status In RIF women could specify needing or rejection of anticoagulant therapy during
Implantation period.

Key words: thrombophilia, IVF, anticoagulant therapy
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677 C>T NOAUMOPQ®U3bM B MTHFR KATO (PAKTOP
3A EMBPUOHAAHU 3ATYBU HA IMAOJA

Weanos .2, [eyesa Cs.%, Ljsamrkoscka Ls.!, Mamaunos An.', Komca-Tlenxosa P’, Kosayeea K*,
Kowoea E.23, Cumeonoea M., Tanyeg Cm.5
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Peatome. 3azybume Ha nnoda npedu 10 2ecmayuonna cedmuya (2c) ce onpedenam om akmopuy,
CEBP3AHU C eHOOMEMPUANHAMa PeYenmueHoc U pesynayuama Ha 2eHHama eKCrPecUA Ha KIMOYOoBU 2eHU
6 pazeueawun ce emopuoH. MemunupaHemo Ha 2eHUME e KITHOE MOMEHM & Pe2yNUPaHemo Ha 2eHHama
excnpecus. [Topadu KnKHO8OMO 3HaYeHUe Ha memunenmempaxudpogopam pedykmasama 3a (MTHFR)
6 Memabonu3amMa Ha MemUOHUHA ce cyuma, ve deghexmume 6 eH3umMa Mozam 0a uMam OMHOWEHUE KbM
MemabonuaMa Ha pazeueauun ce emGpUOH.

Lienma Ha HacMOAOMO NPoyYeanemo e 0a yomaeu ChUecmayea Nu 6pb3ka Mexdy HOCUMencmeomo
wa T anena e nonumopcpuama 677 C>T 8 MTHFR u pazsumuemo Ha noemopHu embpuorantu 3azybu (npedu
10 2c). Mscnedeaxa ce 106 xeHu ¢ mpu u noseye sazybu Ha GpemenHocmma npedu 10 ec v 165 xeHu Ge3
penpodyxmueHu Heydayu 3a Hocumencmeo Ha CT u TT zeHomun 3a 677 C>T.

WecmHadecem om xeHume ¢ penpodyxmueHu Heydasu (15,1%) Gaxa Hocumenu Ha TT seHomun, 54
(50,9%) 6sxa ca xemepoauzomuu Hocumenu (CT) Ha T anena. Hocumencmeomo Ha deama 2eHomuna 6axa
C 10-6LICOKa YECMOMa @ CPagHeHue ¢ KoHmponHa epyna (cvomeemno 13,9% sa TT seHomun u 43,9% 3a
CT 2enomun) 6e3 da docmuea docmosepHa paanuka (OR u 95% CI ceomeem#o 1,1, 0,52-2,3 u 1,34, 0,8-
2,26, p>0,05). T anena (CbomMEeMHO 8 XOMOIU20MHO U XeMepPO3U20MHO CbCMOsiHUE) Gelue yCmaKoaeH &
10-8UCOK MPOUEHM NPU NAUUEeHMU 8 CPAGHBHUE C KOHMPONU (cvomeemio 66% u 57,6%, OR 1,43, 95% CI
0,84-2,46, p>0,05).

Hacmoswemo npoyveaHe ycmarossea cnaba epbaka Mexdy nonumopcpuama 677 C>T e 2ena Ha MTHFR u .
paseumuemo Ha noemapsawu ce emBpuoxanyu 3azybu na nnoda (npedu 10 c). Hocumencmeomo Ha Tanena
Moxe Oa ce o6chXAa camo 8 obwama KOHCMenayus om puckosu (haKmopu CeuP3aHU ¢ MHO20 paHHume
emBpuoHanHu 3azybu u He mMoxe da b6bde npuem Kamo OCHOBHE NPUYUHA 38 3azyba Ha GpemenHocmma
npedu 10 zc.

Kmioyoeu dymu: mpomGogunus, 677 C>T zenemuven eapuanm 6 MTHFR, nosmapauiu ce emMOpuoHantu
3azybu Ha nnoda
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3ArY6U HA IMAOZA B NMEPUOLA NMPEQN NMAALEHTALMA CBbP3AHU C BPOJEHU
[POMEHW B AHTMOTEH3UH-KOHBEPTUPALLMA EH3UM

Usaros 1. "2, Konosa E. 23, Komca- Merxosa P ', Kosaveea K .4, Hukonos H. *, Cumeoroea M. *, Tanyes Cm.

MY - Nneeen, Cekrop Buoxumua

2 Knunuuen MHcTutyT no Penpogykrvena Meavuuna, MNnesex
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“MY - MNneeen, Cextop MeauuuHcka Nederuka
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Banancem Mmexdy xoazynauus u ¢ubpuHonu3a @ eduH OMm KMYOEUME POYecy cebp3anu ¢
UMNNGHMALUAMA Ha HYOBBWKUA eMBpUOH. AHZUOMEHIUH-KOHEEpMuUpauus enium (ACE) pezynupa
AKMUEHOCMMAa Ha NAAaIMUHO2eH akmueamop uHxubumop mun 1, kodmo dupexmwo onocpedcmea
NPOMeoNUMUYHaMa axmueHocm Ha mpoghobnacma no epeme Ha umnnasmauvama. fpomeHume &
axkmueHocmma Ha ACE mozam da Hapywam mpogobaacmHyama axmugHocm U ¢ moea 0a ca NPUYuKRE 38 |
pauna (npedu pa3sumuemo Ha nnauesmama) 3a2yba Ha nnoda.

Toea uscnedeane Npoy4ea 8pPBLIKAMA MexOy HOCUMENCMEOMO Ha NonuMopu3bm I/D & zexa wa
ACE, noguwasau axmugHOCmma Ha eH3UMa U pucka om 3azyba va naoda mexdy 10 u 14 cedmuua na
EpemenHocmma.

Cedemdecem u e0Ha XeHU ¢ 0se unu nogeye 3azybu Ha nnoda mexdy 10 u 14 cedmuua Ha bpeMeHHocmma
U 75 weHu 63 yCroXHEHUS Ha BPEMEHHOCIMA ¢ NNOHE 80Ha BPEMEHHOCM 3a8bPLIUNE C PAXIBHEMO HE XUE
dorocer nnod 6axa u3cnedeanu 3a HOCUMENEcMeo Ha nonumopghusbm I/D & 2ena Ha ACE.

Tewomun DD o nonumopchusma bewe yemaxoeas chomaemHo ¢ 31% u 24% om XeHume ¢ nosmopHa
3a2yba Ha GPEMEHHOCMIMA U KOWMPONHA 2pyna. Xemepo3uzomHomo Hocumencmeo (zesomun ID) ce
ycmakoeu cbomeemHo @ 47,9% u 54,7%. Cvobpasno GoMuHaHmeH Moden Ha cpaenenue DD zeHomuna
Npecbnadasaue HecuZHUGUKaNMHY CPed u3CNed8anama 6 CPEBHEHUE C KOHMPONHAE zpyna (OR=142,95%
ClI (0,64-3,15).

VD nonumopguambm 8 2eHa Ha ACE moxe da ce onpedenu kamo SonbaxumeneH (hakmop noenussawl
pucxa om paxya 3azyba Ha nn1oda. Hez080mo 3Ha4wenue Moxe 08 Ce OUEHU Cned e3emane npedeud enuanuemo
Ha dpyzu NpudobUMU U 8POOEHU (aKMOPU UMALU IHBYEHUE 38 NPOUECA HA UMNNAHMAUUR HA eMBPUOHS

Knrovosu Symu: ACE nonumopduabm, noemoptu 3a2ybu Ha nnoda, umnnanmayus

PREPLACENTATION PREGNANCY LOSS IN CASES OF ANGIOTENSIN-CONVERTING ENZYME
INSERTION/DELETION POLYMORPHISM
Ivanov P'3, Konova E >, Komsa-Penkova R. ", Kovacheva K. %, Nikolov N.*, Simeonova M. *, Tanchev St.*
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‘Department of Medical genetics, Medical University, Pleven, Bulgaria

s Department of Obstetrics and Gynecology, Medical University of Pleven, Bulgaria

The balance between coagulation and fibrinolysis processes is critical for establishment and development
of early pregnancy. Angiotensin-converting enzyme (ACE) is related with piasminogen activator inhibilor-1
activity which is a key regulator in embryo implantation. Therefor polymorphisms in ACE gene and vanalion
in ACE activity could be associated with an early pregnancy wastage risk.

This study invesligated carrier status for insertion/deletion (/D) polymorphism in introne 16 of ACE gene in
71 women with two or more pregnancy loss in preplacentation period (between 1 0 and 14 weeks of gestation)
and 75 women without pregnancy complications.

DD genotype for I/D polymorphism was found respectively in 31% and 24% in patients and controls.
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MOP®OAOIMYHO U UMYHOXUCTOXUMUYHO BASUPAHU CKPUHUPALLN
KPUTEPUN 3A CEAEKUMNA HA NMAUNEHTU C BEPOATHU MYTALUN
HA BRCA1 [EHA IPY IMbPBUYEH KAPLIMHOM HA ANYHNK

Monoscka C. ', U. Uearos ', T. [uresa ? A. Mopdaros?, C. ToMog? K. Kosaqesa °, Kambyposa °,
B. Usaroea ¢, W. boresa ', C. Mameea.’

'Karegpa ,MaronoroaHaromus™-MeauuuHcku Yuusepcuter-fNneseH -

? Knunuka . Onkorunekonomma * MeauuuHcky Yuusepcuret-fNneseq

YCektop .MeauuuHcka Mexetuka *, Kareapa ,MukpoGuonorus, BUPYCONOruA 1 MEAULIMHCKE reHeTuka' -
Meanumrcku Yaugepceurer-Nnesex

*Karenpa NaronoroaHaromus” Meauuuucky Yuusepcutet-Copua

Peatome u uen: Kapuunomsm Ha ebpdama (KT) u osapuansuam kapuuroM (OK) ca ednu om nali-wecmume
anoxa4yecmeenu 3ab0NA6BHUR, 3aCAzalU XeHume. B emuonozuama u Ha 08ama KapyuHomMa ywacmeam
haxkmopu Ha cpedama U 2eHEMUYHU UIMEHEHUR. Cped ocHosHUmMe 28U, onpedenawy Npeducnoz(uun 3a
Kl u OK, Hai-wecmu ca BRCA1 (BReast CAncer 1) u BRCA 2 (BReast CAncer 2). Cnyyaume na KI" unu OK,
NpU KOUMO Ce OMKpuea zepminamuena Mymayus ¢ BRCA1/2 ce onpedenam kamo nacnedemeeny. Tl
xamo onpedenaHemo Ha 2eHemuyHuUme uiMereHus e BRCA1/2 @ cxbno uscnedeane Hue cu nocmasuxme
3a yen da cenexmupame, Ha 6a3ama Ha ONPEOENEHU MOPGHONOZUYHL U UMYHOXUCMOXUMUNHU Kpumepuu,
NayUeNmku ¢ doKa3aH KapUuHOM Ha AUYHUKS, 38 2eHemuYHOo uacnedeare Ha usmenenus e BRCAT.

Marvepuan u metoau: Obexm Ha pempocnesmueen ananus 6axa 29 cnyyas cve cepolen nanunapen OK
om apxuea Ha omdenenuemo no Knunuyna fMamonozua wa YMBAI L-p IT Cmpaxcku™ MNneeen. Vssbpwu
©& MOPPONOZUYHE OUEHKA U NOCNEAEALLO UMYHOXUCMOXUMUYHO u3cnedsare ¢ anmumena cpeuly pS3, anti
BRCA 1 u npomue nponuchepamuanus mapxep Ki-67

Pesynratu: Om uacnedeanume 29 CepO3HU NANUNapHU KapuUuHOMU Ha suyHuKka 19 (65,52%) ce
YCMaHosuxa ¢ 0aHHu 3a 3azyba Ha uMyHOXUCMOXUMUYHamMa excnpecus 3a BRCA1 u nodxedawu 3a
nocnedeawo 2eHemMuUYHO uscnedsane 3a uzmeneHuns e BRCAT.

3axkmodenue; Habopem om MOPGHONO2UYHU U UMYHOXUCMOXUMUSHU KPUMEPUU NO380/NS6a OMCABaHE
Ha XeHume, NCONA2aNU Ha 28HEMUYHO mecmeane, mbi Kamo mo e CKkbno, a yvecmomama Ha BRCA1
mMymauuume & obWamMa NONyNayus € UIKMONUMENTHO HUCKS.

KNIOMOBH QYMU: KBPUUHOM Ha RONHUK, CXDUHUHZ, MOPMONOZUYHU U UMYNOXUCMOXUMUYHU KpUMEDULL.
28HEMUYHO MECMEBaHE

MORPHOLOGICALLY AND IMMUNOHISTOCHEMICALLY BASED SCREENING CRITERIA FOR
SELECTION OF PATIENTS WITH POSSIBLE MUTATION OF BRCA1 GENE IN PRIMARY OVARIAN
CANCER

Popovska S. ', I. lvanov ', T. Dineva?, A. Jordanov ?, K. Kovacheva’, Z. Kamburova?, S. Tomov?,
V. lvanova‘, I. Boneva, ', S. Mateva *

' Dept Pathoanatomy, Medical University-Pleven

? Oncogynecological Clinic, Medical University-Pleven

? Dept.Microbiology and Medical Genetic, Medical University-Pleven
* Dept Pathoanatomy, Medical University-Sofia

Summary and aim: Breast cancer (BC} and Ovanan cancer (OC) are some of the most common
cancers affecting women. Environmental factors and genelic alterations are involved in the etiology of both
cancers. The main susceplibility genes that predisposed to BC and OC are BRCA1 (BReast CAncer 1) and
BRCA 2 (BReast CAncer 2). Those of BC and OC which are due to germline mutation in BRCAT / 2 are
defined as hereditary. Because of the expensiveness of genelic testing for mutations in BRCAT we aimed
to select patients with ovarian cancer, suitable for genetic testing, on the base of certain morphological and
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PENPOLYKTUBHU MPOBAEMM MPU XXEHU CbC CUHLAPOM HA INOAUKUCTO3A *
HA ANYHULUNTE, UMITAKT HA PAI-1 , HOCUTEACTBO HA 4G/5G PAI -1 i
MTOAUMOPQU3BM U BMI. ' i
Komea-Menxosa P?, lonemarios I, leopauesa I, Cnaeos H2, Monoscku K2, Mearos I1°, Kosavesa K *, 3
4inanacosa M. Bnaweg A i
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Knunusen MncTutyY no Penpoayktusria Meauuuna, MNnesex, 1';

* MY- Nnesen, Cexkrop MeauUMHCKa reHeTuxa,
MY- Nnesen, Cexrop buronorus
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Penome,
Mexdy 7-12% om XeHume 8 penpodykmueHs 6b3pacm ca 3aCe2Hamu 0m CUHOPOMAa Ha NONUKUCMO33 Ha
e ime (CIKS) [1], kamo 2onsima yacm om msax (40 Qo 70 %) ¢a ¢ HaOHOPMENO Me2no. Koemo AoNpuHacs !
SR 30 KIUHUNHAME KaPMUKE. MaKa U 38 yeenuvasane DENPOSYKMUBHUIME U MEMAOUAUNIMU HAPYWIC UM i
L uen 0a ce ApoyNu ponama Ha PAI-1 Kamo 6bIMOXEH PUCKOE (haxmop 3a pazsumuemo Ha ClIKA, ca
4L 08aHY HOCUMENCMBOMO Ha NPOMOMOPEN NoNnumopghusbs 675 4G/5G e 2eHa Ha PAI-1 u Husama na PAI-
| ot 67 REHU € NOMUKUCMO323 Ha AUYHUYUME (8 2pynume cbe CIKA u camo ¢ MNKS) u 70 sdpasu xonmponu
“eaynmamoeme om JHK ananuia nokaigam no-euCoKa, Makap u HECUZHUPUXANMHO, Hecmoma Ha
senomuna PALT 4G/4G npu keru cue CMKA (OR = 1.6645, p= 0.141). Hocumencmeomo na 4G/4G
enamu & obuwAama 2pyna nauuesmu e cbuwo necuanuchukanmuo (OR 1.474, p>0.05) Cepymuume Huga
na PAI-1 ca cuzHughUXanmHKO NO-GUCOKU NPU NAYUeHMU, CPABHEHO C KOHMPOAU, HO He & HaMEDeHA FHANLIMA
pasnuxa mexdy meau npu CIIKS u mesu npu MKS. Yemarosera e Kopenayua MexQy Hueama na PAI-T u :
(OCUMENCINEOMO Ha NpormMomopeH nonumopuabm 675 4G /5G 6 2eHa Ha PAI-1 npu xeru ¢ nonuxkucmoza

{3
oy
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(R= 0.534, p=0.03), a cbwd© Maka u BM! Ha nayuesmume, Kemo KopenayuorHHume Koechuuuermu ca no-
eucoku @ epynama na CINKS (0.572, p=0.04). Qannume om AHAMHO3A MOKS36AM NPU NAYUEHMKUME UCOKXA
4ECMOMa Ha PenpodyKmueHU NPoBeMu: ParkU 3azybu na nnoda 48.5% u cmepunumem 23.2%, Koumo ca
IHAYNUMENHO NO-GUCOKU € 2pyNama Cbe CIIKS (58.1% cnpamo 32. 4%). Hocumenume Ha 4G nonumMopuIbM
5 ¢ MO-20M1AM PUCK 3a paHHume 3a2ybu Ha Nnoda CNpAMO me3su ¢ 5G (61.45% cnpamo 36.8%). koemo
nomenpxdasa ye PAI-1 u HOCUMENCMEOMO Ha NPOMOMOpeH nonumopgusbm 675 4G/5G & 2ena Ha PAI-1
uma onpedeneHo IHaYeNue nNpu Mynmughaxmoprama namozeHesa u uznga Ha CIKA

Knioyosu Qymu: Penpodyxkmuehu npobnemu, CUNOpOM Ha nonuKUCMoza Ha agYHuWY, PAI-T, 4G/SHG PAl -1
ronuMopguabm, BMI.

REPRODUCTIVE PROBLEMS IN WOMEN WITH PCOS, THE IMPACT OF PAI-1 CARRIERS OF 4G
PAl -1 POLYMORPHISM AND BML. ¥

Komsa-Penkova R.!, Golemanov G.!, Georgieva G.', Slavov N.2, Popovski K2, Ivanov P?, Kovacheva K.,
Atanasova M.%, Blajev A?

1 MU - Pleven, Division Biochemistry,

: MU - Pleven, Department of Obstetrics and Gynecology,
3 Clinical Institute for Reproductive Medicine, Pleven,

« MU - Pleven, Division Medical Genetics,

* MU - Pleven, Divisior Biology

Summary

Approximately 7-12% of women in reproductive age are affected by PCOS[2) and 40 to 70 percent of them
are overweight contnbuting to the clinical picture of PCOS and increased reproductive and metabolic disorder

In order to investigate the role of PAl-1asa possible nsk factor for the development of PCOS a group of
&7 women with polycystic ovarian disease and 70 healthy controls were investigated for levels of PAl-1 and
carnage of the promoter polymorphism 675 4G/5G in gene of PAI-1.

The results of the DNA analysis showed a high carmiage of polymorphism 675 4G/4G in promoter of PAl-
1 gene in women with PCOS but not,as significant (OR = 1.6645, p = 0,141). Serum levels of PAI-1T were
significantly higher ) total group of patients compared to controls

The levels of PAI-1 is correlated with carnage of 675 4G/5G polymorphism in the gene for PAL-1 [ R=
0.534.p=003) as well as wih BMI. like correlation coefficients were higher in the group with PCOS (0.572,
p=0.04).

Data from the disease history showed a higher percentage of women with reproductive problems: 61.5%
{eary pregnancy loss and infertility) significantly higher in the group with PCOS (70.1% compared [0 54.1%)
The camiers of polymorphism 4G are at greater rnisk for early pregnancy loss than those with 5G (61.45% as
compared to 36.8%). which confirms that camage of the polymomhism 4G/5G 675 gene PAl-1 has a specific
n multifactonial pathogenesis and expression of PCOS.

Key words: Reproductive problems, PCOS. PAI-1, 4G/5G PAI -1 polymorphism. BMI

CouKpawieHus:

CIIKS1 - CuHOpOM Ha noauKucmosa Ha agyHUyume

NKS - MMonuxucmo3sa Ha flyHuLUme

BMI - 600u mac uHokec / yHAeKke Ha menecHo meano

PAl-1 - plasminogen activator inhibitor 1, NNa3MuHozZeH akmueamop uxxubumop -1
PCR - Polymerase Chain Reaction, nonuMepasHa eepuxHa peakuus

ELISA -enzyme-linked immunosorbent assay, éH3UM-Cebp3aH UMYyHOCOpDEHMEH aHaNus3
uPA - urokinase plasminogen aclivalor, ypoxuHa3a nnasmuHozeH akmugamop
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AKTUBHOCT HA MEPUGEPHUTE NK KAETKU ITPU XXEHU
C MNOBTAPALLM CE PAHHU 3ATYBU HA BPEMEHHOCTTA

Uearoe 1.2, Ls. flyxanog®, E. Konosa®®, Cs. Bnaxeea’, B. Punvesa?, Ljs. Lisamkoscka’, K. Kosayesa’
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Peaiome. NK knemku, Harmupawu ce 8 nepuhepHa kpbe ce 08¢ RAam Kamo puckos (hakmop 3a parina
3azyba na EpeMenHocmma. AKmUGUPaHUMe C UMOMOKCUYHE aXMUBHOCM, NPou3sexdawu uumoxuHu NK,
& He Camo NoBUWEHUA mexeH Epoll 8 NepughepHa KPbe 68POAMHO Ca CEbP3IFHU C PUCKE OM PENPOSYKMUSHL
Heydau.

8 npedcmasenomo uscnedeare ce npoyyu excnpecusma Ha MembparHus peyenmop CDEZ evpxy
nepueprume NK npu 55 xenu ¢ dee unu noeeve 3a2ybu Ha GpemeHHOCMMa Mexdy wecma u deanadecema
20CMAayUOHHa CeOMUYa, C HOU3BECMHE NPUYUHA 3a PENPOOdYKMUSHU Heydadyu U 43 XeHU C NOHEe 80HO XUBo
podeHo deme u 6e3 aHamHesda 3a 3azyba Ha GpemenHocmma.

Excnpecuama na CD69 peyenmopa ce ycmaHosu & no-zonama cmenex cped NK xnemkume ra
HeHume ¢ penpodykmuenu Heydayu e cpasnenue ¢ koHmponHa epyna (12,2% cpewy 6,5%, p<0,005). €
cybnonynayuume CD56dim u CDS56bright NK cbujo ¢ yemaHosu NOBUWeHa eKCNPECUs Ha aKmusupawus
peyenmop cped ucnedeana 2pyna NPU CPABHEKUE C KOHMPONHa (CbomeemHo 13,2% cpewly 7,2 p<0,005;
u 4,6% cpewy 3,1% p=0,04). CD56brightCD16(-) NK knemxu, Koumo ca uMyHOHEeHOMUNHO UGeHMUYHU C
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me3u pasnonoxenu @ eHAoMempyma ce yCmMaHosuxa ¢ NOBUWEH NPOUEHM Ha excnpecus Ha CD69 cned
Xenume ¢ penpodykmueku Heydauu (3,3% cpewy1,7%, p=0,03).

Mepeuyro Hapywena pezyrayus Ha akmueayusma #a NK knemxume ce YCMAaHO8AEa NPu XeHUMe ¢ paHHa
3azy6a Ha GpeMEHHOCMIMA, MPU KOUMO HE @ HaMEPEHE KOHKPEIMHA npuyuHa 3a penpodyxkmuenume Heydayu.
Hacnedeanemo xa NK knembyHama akmueHocm, He ¢amo Ha 6poam na NK knemxume uma omuoweue
HbM U3ACHAGAHEMO Ha NpUYuKUMe 3a Nosmoprama parka 3azyba Ha GpemenHocmma,

Kniouoen aymn: NK knemxu, NK axmusrocm, penpodyxmusHu Heydaqu,

Mpoy4earemo e hunarncuparo om Meduyuncku Yuuespcumem — [neeow.

ACTIVATION OF PERIPHERAL NATURAL KILLER CELLS IN WOMEN
WITH REPEATED EARLY PREGNANCY LOSS
Ivanov P."?, Tsv. Lukanov’, E Konova®’, Sv. Blajeva’, V. Rilcheva?, Tsv. Tsvyatkovska', K. Kovacheva

'Department of Biochemistry, Medical University, Pleven, Bulgaria
*Clinical Institute for Reproductive Medicine, Pleven, Bulgaria

*Center of Clinical Immunology, University Hospital of Pleven, Bulgaria
‘Department of Medical genetics, Medical University, Pleven, Bulgaria

Summary. The increased number of peripheral blood NK (pNK) cells has been discussed as a factor
for embryo implantation failure and early pregnancy loss. However, the assessment of activated pNK cells
with increased cytotoxic activity could be a distinct marker for immune dysregulation leading to pregnancy
complications.

CD69 membrane receptor expression has been measured by flow cytometry in different subtypes of pNK
cells in 55 women with two or more pregnancy loss between six and twelve week of geslation with absence
of any hormonal, anatomical or inherited cause for pregnancy loss and in 43 healthy women with at least one
delivery at term and no history for reproductive failure,

Increased expression of CD89 in CD56 positive pNK cells was found in the study group compared to controls
(12.2% versus 6.5%, p<0.005). In addition, the subpopulation of CD56dim and CD56bright pNK cells in women
with recurrent pregnancy loss showed increased percent of CD69 activation marker expression compared to
controls (respectively 13.2% versus 7.2 p<0.005; and 4.6% versus 3.1% p=0.04). CDS56brightCD16negative
PNK cells (identical with those in uterine endometrium) in the investigated group has been found vith tigher
CD69 expression compared to controls (3.3% versus 1.7%, p=0.03).

Primary dysregulation in NK cells activity could be supposed in women with repeated early pregnancy
loss without another underlined pathology. Investigation of active status of NK cells but not only NK cell count
could be evaluation marker of impaired immunology regulation in early pregnancy development.

This investigation was supported by grant of University of Medicine — Pleven.

Key words: NK cells, NK activity, pregnancy loss.

BBLBEAEHUE OT TAX, HaMKUpaWww ce 8 nepudeprata kpbs (pNK)

MpoMeHuTe B MMYHHATA CUCTEME NpM XKeMara
B paHHa DPeMeHHOCT ¢a OT KNKYOBO 3Hauenue 3a
pa3ssuTMeTo Ha eMBpHONA, NPHeMaH B Cnyyaa xaro
nony-anoreHel YPaHCeNNaHTaHT. OTChCTBMETO Ha
MOOYNBLMA Ha UMYHKHWA OTIOBOP B pavHa BpeMeHHocT
MOXE f1a C& NPYUEeMAa XaTO PUCKOB (PaKTop 3a panma
3arybara Ha GpemenHocTTa. KakTo cucTemHus,
TaKa u NOKaNHUA MMYHEM OTroBop e HeobxoauMmo
143 ce NpoMeHAT B paHMara BpemeHHoCT 3a aa
HacTbNMY NPUEMAHETO U PAIBUTHETO Ha emBpuoHa
B NIWTaB8nMyaTa Ha markarta cneg NbpeoMaqanHara
ANXEINA KbM EAHOMETPANHUTE KNATKN.

Bawna uacT or T.Map Th2 umykeH oTroeop,
CBbP3aH W NDOMEHUTE B MMYHHATa cucTema
Ha KeHaTa npe3 pawMara 6peMexHHOCT 3aemar
uurorokeuunure Natural Killer (NK) knetku. Tesu

Ce OTNUYaBaT C M3PAICHA UMTOTOKCUNHOCT KbhM
ManurHeHn KNeTkn v KNeTku UHGeKTUpaHu ¢
81pycH. IMYHO(EKOTUNHO Te Ce XapaKTepuanpar ¢
HocuTencTso Ha CD56dimu CD16 peuenropu. CD16
peuenTopa e CBbP3aH C aHTUTRNO-MeAUUpPaHara
KNETBLYHA LUNTOTOKCHYHOCT U € TUNUUEH cneuMdiuyen
mapkep 3a pNK xnetku (1). Kato npovasoamu Ha
NK knerxure or nepudepua kpus ce npuemar NK
KNeTknuTe HaMmupaww ce 8 espomeTpyMa (UNK),
KOUTO 38 PA3nvKa OT TEeXHUTE NPEKYPCOPH MMaT
cnabo u“3paseMa YUTOTOKCHMHHOCT (OTCHCTBUE
Ha CD16 peuentop). uNK kneTku otaensr
MHOXECTBO UWTOKWMHY, B YBCTHOCT aHIUOreHHY
thaxropu. PeuenTopHo s3aumogedcTaue Mexay
pNK ¥ BbTpekneTbuMa anxeausHa Monexyna
= 1, paanonoxeHa BbpXYy eHAOTENHUTE KNeTxu
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OPHUTHHA/THH CTATHH

(OETAAHY 3ATYEY B NEPUOLA HA Y3PABAHE HA MAALIEHTATA
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MY-Nnesex

1 MY- MNneseH, Cexrop Broxnmua,

t MY-Nnesex, CexTop MeanuUHCKa reHeTika,

3 Knunuuer VIHCTUTYT no PenpoaykTuexa Meauuuha, Nnesex

Pesiome

Cped oCHOGHUME NPUYUHU U PUCKOBU ghakmopu 3a demantu 3a2y6u ca HAKOU XPOMOIOMHU 8HOMA/IUU,
26HEMUYHU CURGPOMU, NNAUBHMAPHU aHoManuy, mpomGopunua (FVL, Fll G20210A, C677T MTHFR, PAI-
1 4G/56G), ungbexyuu u ebananexue (IL-3,1L-4,IL-17, IL-10), anmughocghonunuder cuxHOpoM, MaldyuHume
sa6onAsanus, xamo xunepmorus, duabem u samnscmasane. bpemenHocmma e npompomMbomuyHo
CHCMOAHUE, 8 Pe3yNmam om cneyuguvHU Ghu3U0NO2UYHU NPOMERU, C MynmughakmopHa emuo-namozeHesa,
@odeuo 00 ysenuyasaxe Ha NpoKoazynanmHume (haKmopu U CmpyKkmypHU NPOMEHU, C8bPaHU Che cmasa,
ebananumenHa KOMAOHeHMa U OOMbLAHUMENHO yyacmue Ha UHOUBUOYaNTHU 2EHEMUYHU U npudobumu
puckosu mpomboghunuyHU gaxmopu. lTo3HaseaHemo Ha MEXaHUIMUMEe Ha MONeKyNAapeH KOHMPO 8bpxy
npouyecume Ha emGpuozenesa, nnauesmayua u ¢hemanHo passumue U yNacmuemo 8 max Ha pakmopume
Ha XeMOCma3a, @b3NaneHue U anonmoaa, N03eonAeam npunazakemo Ha nodxodsawa mepanus U Noguwasam
WaKCa 33 YoewHo 3aesplieane Ha GpemeHrHocmma.

Kniovwosu aymu: chemantu 3azybu, evsnanehue, mpombohuNuHU (haxmopu, 8MonmMo3a, MUKpoHacmuyu

KowrakT: P. Komca-TMerkosa, rkomsa@gmail.com
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Clinical case of a newbom girl with Ichthyosis congenital —
result of a mutation in ALOX12B gene
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KABUKI SYNDROME

‘Department of Medical Genetics,

Kabuki lyndromo (KS) is a rare multiple congenitall/ mental

first described by Niikava et al. and
Kuroki et al. ln Japan in 1881, The syndrome is characterized
by peculiar facial appunnco urymg dogms ol mental

I delay, sk and
9 lc abnor The dition is believed to be
in Ji but it has been

reported from other parts of the world. The lnn prevalence of
the syndrome outside of Japan is not yet d b

K. Kovacheva', V. Marinovaz. M. Simeonova', V. Nedkova’

*Department of Pediatrics University Hospital, MU - Pleven, Bulgaria

milestones compared to chikiren at the same age. The gid had a
history of recurrent infections. She was sent to school at 7 years of
age, but her scholastic performance was below average compared
10 her peers. She has learning problems, manly in mathematics
and writing. Attending our genetic service: her hoight was 130 cm
{<28D), weight 33 kg, IQ-60 assessed by Raven tost. The facial
features included (Fig. 1) long palpebral fissures with evered
fower eyelids, plosis and long eyelashes; epicanthic folds: high

of under-recognition of the dlagnosis. This report presents a
case of KS in 10-th yoar-old Bulgarian girl. Sho has typml

arched ey ; short nasal septum with broad, fiat nasal tip:
micrognatia; prominent ears; high-arched palate; hypodontia with
wide-spaced teeth. She was also noted 1o have short ffth fingers

foatures of the syndrome: distinct faclal char
resembling the Kabuki actor” make-up, pcnlnnnl !aul ﬁnqe:
pad, milkd mental (1Q-60) and | i

The varfation in clinical e by organ ny:mn etiol-
ogy and genetics of KS are discussed.

with clh yly and fetal pads at the tip of the fingers (Fig, 2). The
finger creases and main palmar creases were apparently normal,
but detailed dermatoglyphic study was not dm Systemic exami-
nation was clinically normal graphy, -
caphalogram, chest X-ray, CT and abdominal ultrasound examina-
tion were normal. The chromosomal analysis, done on peripheral
lymphocytes reveals - normal karyotype 46, XX without any chro-
aberration (400-550 bands/haplold set) There was no

Introduction

Kabuki syndrome is a rare muitiple itall mental i
syndrome initially reported in 1981 by Niikava et a. (11) and Kuroki
et al (7) in ten unrelated Japanese children. The sy is

!aml, history of similar illness, skeletal or cardiac disorders. The
of Kabuki synd was made based on the specific

characterized by peculiar facial appearance, varying degrees of
mental retardation, developmental delay, skeletal abnormalities,
and dermatoglyphic abnormalities.

Because the facial feature of affected individuals resembled the
make-up of actors in Kabuki, the traditional Japanese theater, the
disorders has been referred to as the Kabuki syndrome (KS). The
most siiiing aspects of KS are unique facial features, which
prompt the clinicians to ider the long fis-
sures, eversion of lateral one-third of lower eyelid, arched eye-
brows, short columelia with depressed nasal tip and prominent
ears (5).

Case report

A 10-h-year-old gid was referred to our service for cytogenetic
analysis and genetic counseling because of mild mental retarda-
on, developmental delay and facial dysmorphism. She was born
after term gestation 1o a primigravida woman and uneventful birth,
The birth weight was 2500 g and the length - 50 cm. Both parents
were  healthy and  non-consanguineously  married.
Developmentally the girl had sightly delayed motor and social

Fig1

clmocal vealures

Fig 2

Discussion

The KS is a rare dysmorphic syndrome, which was beleved to be
common in Japanese population but recently it has been reported
in over 300 patients from different parts of the world (17)

Prevalence

Based cn terature data, the prevalence of KS in the Japanese
population has been estimated to be 1/32 000 (12). Although the
syndrome was described initially in Japan # Is now known to occur
in many other ethnic groups (2). The true prevalence of the syn-
drome outside of Japan is not yet estabished because of under-
recognition of the diagnosis. The birth prevalence of KS in
Austratia and New Zealand, by White et al. (18) is 1786 000. Based
on the many reports from other populations, Adam MP and
Hudgins L (1) presumed that the prevalence will approximate that
seen in the Japanese population
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PENTALOGY OF CANTRELL -
RARE CARDIAC MALFORMATION

A Valkova'. K. Kovacheva', R. Rosmanova', M. Simeonova’
'Department of Obstetrics and Gynecology, Division of Neonatology;
2Department of Medical Genetics, University Hospital, Pleven, Bulgaria

SUMMARY

ing by the amnion, tissue band adherence causing pressure NECIo-
sls ond Inoompmo morphogenesis.

Pantalogy of Cantroll is a rare congenital ty ing
of the following features:

1. midiine supraumbilical abdominal wall defects

2. deficiency of the anterior diaphragm

3. defects in the diaphragmatic pericardium

4. defects of the lower :umum

5. #tal cardlac malf

We npon a case of Cantrell's Pentalogy with rare cardiac mal-
formation single ventricular chamber with two atria ventricu-
lar valves and pulmonary stenosis. Tho newborn had multi.
plo P tas: PO PR " htaminal

is - Cantrell's pontalogy can be a result of
rnamnnl expowre to aminopropionitriles, teratogenic amino acid
with neurctoxic effect, used as catalyst in polyurethane foam

Aminopropionitriles are accumuiated in various tissues. and then
siowly efiminated. (2).

+ X<inked inheritance was reported in some cases with features of
this conddtion (7)

+ Pentalogy of Cantrell can be a sporadic condition

In Contrelr's pentplogy. the embryogenesis disturbance occurs

la cordis, diaphragmatic defect, short sternunvsternal
defoct and dysmorphic features - mlcrocophlly, hypor-

tedorl down slanted palpebral fi R gnathl
set ears.

Koy words: pentalogy of Cantrell, te, single ventricie
BACKGROUND

In 1958, Cantrell et al described a syndrome in which a vemral
(antertor) diaphragmatic hernia d with an '
This syndrome, called the Pentalogy of Cantreld, consists of the
following: deficiency of the anterior diaphragm, midline supraum-
biical abdominal wall defects abnormaiities of the stemum struc-
twe, defects in the diaphragmatic pericardium with eclopia cordis
and congenital cardiac malformation.
Pentalogy of Canlrell is very rare discrder, the incidence of the
Womemmmuo 5.5 per 1 million live births {1). Males are
ly than f . Females tand o have less
severe sympma than ma\es
The type of cardiac malformation seems to be the most important
peognostic factor for survival. The commeonest cardiac maiforma-
tion is ventricular septal defect. Left ventricular diverticulum is pre-
senent in 20% to 50% of the cases (8). Other heart malfermations,
which can be seen, are tetralogy of Fallot (17-20%), atrial septal
defect (34.6%), pulmonary stenosis or atresia (31.5%), transposi-
tion of great vessels, tricuspid atresia, truncus arteriosus, alri-
oventricular septal defect; anomalous pulmoenary venous relum
and right ventricular diverticulum, Double outlet right ventricle Is
rwnd In 1.2% of the cases (8). Reported is congenital casdac mai-
jon - @ two-chambered heart with a single atrium and single
ventricle {9).
Very small cases px d all el ch fistic of Cantre¥'s
pentalogy, have been described 1o date.

In 1972, ¢ proposed the following classification of
Cantrell's ponulogy

1 Confirmed diagnosis - all elements of pentalogy present

2F le i Is - 4 defects (including cardiac maformation
and defects of abdommal wall and sternum)

3 Incomplete pentalogy of Cantrell - various combination (nMya
including sternal anomalies)

The causes of the defects probably are:
+ Vascutar dysplasia resulting in a vascular steal phenomenon
+ Mechanical leratogenesis by amnion rupture, tearing and adher-

b the 14-th and 18-th day (3) and affects the mesoderm
Defects of the diaphragm and myocardium resull from compiele
aplasia or partial hypopl of the tr septum, whereas
the abnormalities of hearn structure are due to defects in epemy-
ocardium. Defects of the stermum and abdeminal wall are caused
by inappropriate migration of these mesoderm structures.

CASE REPORT

A neonats girl, bom 1o 26-year oid mother gravida 1l (one sponta-
neous abortion) para |, after full-term peegnancy, Apgar score - &
at 1 min, 10 3! 5 min in other District hospital. The birth weight of
newborn was 2350g (SGA), height- 48¢m. There was no history of
any iliness or drug intake during pregnancy. The parenls who are
not consanguineous had no famiy history of congenital malforma-
tions. During the first day of life, the gl was referred to the
Noonatal Intensive Care Unit for diagnosis and surgical treatment

Figure 1.

When the girl was admitied in the clinic she was in a sulficient
mdmon good muscle tonus, acrocyandsis, clear vesicular
tachycardia, clear cardiac tones.

The features of the newbom were: supraumbical anterior
abdominal wall defect with omphalocsle, defect of the lower ster-
num, thoracoabdominal ectopia cordis, facial dysmorphism. thdan.
gular face, and hypertelorism, prominent frontal and parietal
tubers. After expert cinical and genetic examination (normal kary-
otype - 46, XX) the complex of malfarmations was defined as
Pentalogy of Cantrell.
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BTOPA HAUMOHANHA KOH®EPEHUWA 3A PEAIKW BONECTH U NEKAPCTBA CHPAUM, 9-11,1X. 2011 .

KIMHUYEH CYYAN HA NEUROFIBROMATOSIS-NOONAN SYNDROME

K. Kosavesal, Y. Nerposa2, M. Cumeomnosal, U. ﬁopAauoaa& 3. Kambyposal
IMAJI no MeauumKcka reseTura, 2KAMHKUKA No Aercku bonecty,
3Knunuxa no aepmaronorun, YMBAJ, MY — MNaesen

Boveepenue
Hespodubpomarosa Tun | (NF1), ussecrua owe Kato Bonect Ha Von Recklinghausen, npeacrasnasa
€[4HO OT YecTHTe MOHOTeHHU 3a60nABaHMA C YecToTa okono 1 Ha 3000 u 3BTO30MHO JOMUHAHTEN
THN Ha yHacnepABaHe. MNaBHUTE KPUTEDPUM 33 AHATHO3A BKAIOYBAT: 2 6 NUIMEHTHY NEeTHa THn ncafé-
au-lait”; 2 2 Hogynu Ha Lisch; nenTurunosa AKCUNAPHO M MHIBUHANHO; Z 2 HEBPODUBPOMM; ONTHUHK
fAMOMM; KOCTHM ne3uu (NCespoapTpo3a, XMNONA33MA Ha Kpunara Ha chenouaHara); damuana
ucropua 3a  NF1 [S]). MNpuuunasa ce or MyTaumu 8 NF1 - cynpecopeM rew pasnonoxen s
Xpomo3omeH pervon 17q11.2 [6, 8).

CuHapomeT Ha Noonan (NS) e asToszomHo AOMWHAHTHO 3abonaBane, ¢ yectota 1 Ma 1000-2500 u
NPeACTaBNABA eAHO OT HAM-YECTUTE rEeHETUYHM CbCTOAHMA, 3acAralm Hepswara cucrema (8],
KnuuuuHuTe npossu BKAONBAT: THUNWYHO mue (c TpUbrLaHa dopma, Xuneprenopuzba,
AHTUMOHIONOKAHM OMHM LENKHK, BNHKAHT, NTO3a, HUCKO Pa3NONOIKEHH POTHPAHM yWwH), WHPOK BparT,
HUCK3 NMHUA HA OKOCMABAHE, HUCHK PBHCT, AHOMANKMK Ha TPBAEH KOW, ChpaeuHn aedeKT (Hail-Beve
NYAMOHANHA CTEHO33), KPUNTOPXHUILM, YMEPEHO YMCTBEHO M30CTaBaHe, XeMoparuu1a avaresa u
Ap. [4]. NS e reHeTYHO XeTeporeren, KaTo Halk-4ectTo (50% or cayuante) ce ycraHosasar MyTauuu 8
PTPN11 reHa (xpomosomen pervou 12q24) u No-pAAKO MYTauMM B reHuTe SOS1, RAF1, KRAS [6, 8).
Neurofibromatosis-Noonan cunapomur (NFNS) ce onucsa karo cueronmue, obeaunasawo Geneau
Ha NF1 u NS, Karo renetuuHata »ky NPUPOoAa e HeyTouHeHa. (8] Mpoyusanua Hanocreabk onpegenar
NENS, no-ckopo kaTo BapuaHT Ha NF1, ocHoBasaiiku ce Ha dakTa, ye NpU Te3u NaUMeHTH MyTauuure
8 NF1 rena ca Haii-uectn, gokaro myraumuu 8 PTPN11 remna He ce Hamupar [3].

Knuunuen cnyvaii
Kacae ce 3a 10 roguwHo momuue, Hacoyewo 3a FEHETHYHA KOHCYATAUUA M UNTOrEHeTHYHO
H3cnepsane, no NOBOA: HUCHK PBHET, NTEPUTMYM KON, MHOMKECTBEHM MUFMEHTHI HesycH No TANoTO
¥ CbMHeHMe 3a cHHapom Ha Tuprep.

Ot aHamHesara: Momuue or li-pa GpemeHHOCT NaronoruuHo npotekna (6onku u Kvpeeue), pogero
MO HOPManeH Mexanusbm, Npu paskaaHe ¢ Terno 3600 TP ¥ pBCT ~ 49 cm. Pactew u passuTue:
XPaHeHa W3KYCTBEHO (NOPaaM aranakTua), AaHHM 32 NEKOCTEeneHHo M30CTaBaHe 8 HepsHo-
NCUXMYECKOTO Pa3BHUTUE - NPOrOBOPHAA Ha 3 FOA. BB3PACT; C rOBOPHM Hapywenus, Pogurenurte ca
KNWHWYHO 3ApaBk, C BH3PacT NPU pamAaHe Ha Maikata-28 r. u Bawara-31 r. Pamunun gannu
6par Ha 17 rog. ¢ enunencua u metabonuTen CHHAPOM.

PogocnosHo gvpso (#arpageHo, no aawHu Ha MaWkara) - orcecrea UHOpMauuar 3a apyru
poacTeenuyun c Genesu Ha Hespodubpomarosa twn 1 (nurmenTauumn no kowara, dubpomuu
06pasyBaHus, HAPYWEHNA B 3PEHUETO ¢ CAyXa) UMK C HApYLIEHNA B YMCTBEHOTO pa3suTue.

BbHWHM deHotunHu Genesu: .
Pyer — 134 cm (-1SDS), verno — 36 «r (+15%); nuuee Aucmopduabm — Makpouedanen uepen,
AHTHMOHIONIOMAHU OYHK LENKK, NTO33, XUNEPTENOPHILM, EMUKAHT, HUCHLK KOPEH Ma HOCA, BHCOKO
fOTHYECKO HebLie, HUCKO Pa3NONOKEHM YLK, KbC 8PaT € HUCKA IMHUA HA OKOCMABAHE, NTEPHIUYM
KONH, AeGOPMHPAH WHTOBUAEH rPBLAEH KOW (xneTHan crepHym); paspanedenn mamuny: HOPManHu
BLHWHU rEHUTanuM - HavanHo nybapxe, Gubpo3Ho obpasysanne Ha pacHata ronsma nabua. Mo
UANOTO TANO (TPYn M KPaWHWUM) - MHOMECTBEHM (noseye or 6 6pon), ¢ PasnuynK pasmepu
MUTMEHTHU NeTHa (C Havyano wm3aBa OT pawpaHero, 6es Acwa AUHAMHKA N0 OTHOWeHHe
YBENHUYABAHETO Um).

=127 - .



82. KoaueBa K, Tomoposa K., KamOypoBa 3., Anremosa II., Cumeonoa M. Knunnuen
ciydaii Ha cuHApoM Ha TwbpHep (Mo3aiika) B chueranue ¢ Jlmaber tum 1. YerBwpra
Hanmonanna Kondepennus 3a Penku bonectu u Jlekapersa Cupany; 2013 centemBpu 13-14;

[TnoBauB. COOpPHUK € OCTEPH M MpE3eHTAIMH B IIbJieH TekceT; 2014, c. 145.

SEIBLETA A AIINA KONSIPLIN e 38 PLAXM BOMC 14 W SSAPCTRA ChPALM
FILPEARAL MU A KUnis ORISR 1O PLIKN BOMCTI 14 CTYAIHIH 50 MERHUFSA
1314 cemiemesn 2013 - Nacaams

KAMHWIEN CAYNAR HA CHHAPOM HA THPHEP (MO3AKA)
B CHMETAHME C AMABET THN 1

', Tonoposa k', yposa 3, o M
! Centop Meamumnmcna resietrna
. K noE p
[ i - .

Crngpomet va lepiep (lurmner syndrome-1S) ¢ XPOMOIOMHI INOMINMA € HISHUMC
CIMO EAN3 HOPMamia X XPOMOIOME NPU eromn " ce cpews ¢
~eCrors 1 owa 2500 P . Mosad Ca NO-PEAXH BIPHIKTH K
Cunapoma (owana F% 01 Chywaure ma TS). Mecrd e ICOUMBUMARTE HE TS C IBTOMMyHHM
KBOMREIIMR (HIR YO IO THPEONAME), OT ADYIA CTPANS CayuanTe M3 Jaxapen amaber (30)
COMETdne € IS Ca vipeismino O Tun 2 (MHCYAMHO- HeddBIcam). Mpeacrasame CAYNIR Ha
CHAGOoM od Tupisep (Mosadkg) B CLNeTanse ¢ 3 Tan 1. KICIE CE 33 MOMMNE H 19 soammm,
CIYASINID, C GRUO I DENLIH (MHCHE PBLT, AMEHOPER, AMues Amcmopduanm) Ha 1S, ¢
SABOCIEUMEIN OF T ruamMwes SB3PICT 3L ™n 1w or 10 ¢ su3pacy [
1 1IN Y 28% - X-
A0.XX361/45,X14). 1 AUEBMIMICAKMTE KICALABINMA ~ 603 AAMHN 33 OPOARHM IHOMANM
na BLOPOIM M ChEUEEv I CHROUI CHITEMI. MPeACIISen C3 OCHOBHHTE OTKAOKENWATE
PRUTASIILE SN0 TN DEAE I 110K HIWA T HSUMERTAI, X310 €3 CRNOTTIBRHA € ONMCINATE 8
AAIEDIAVYPAND NPH KAICMOTEHR BIPHANT 13 TS
HECIOIAI3 m xapusiepmCinad1a 1a 30 Ten 3 npa NaumenTe € TS ye e aobpe npoy«end,
FHEO GIACSIMNT O a0 CAYAR BIICH RONBANMIENND nHSCHMILLHA 8 T2 30 HICOKD.




83. Anrenona I, CumeonoBa M., KoaueBa K., KamOyposa 3. ®amuiieH cirydaid Ha CHHIPOM
Ha Mapdan, ¢ BapuabuinHa excripecusi B Oama u cuH. Ileta Hammonanmna Kondepenmus 3a

Penxu bonectu u JlekapcrBa Cupanu; 2014 cenremBpu 26-27; [Inosaus. COOpHUK C mOCTEpU

Y TIpe3eHTanuu B mbieH TekcT; 2015. ¢. 92.

1614 HALMOMANKA KONSEPURIKA 34 PLAXA BOSECTH M NEXARCTBA CHPALN

1113 HALONARKA HOHSEPEHMA 1A PEAKA BOALETH N NXAPCTEA CHPALN 26-27 CLTEMaPA 2014 - NN08IMS

26-27 cuntematu 2014 ~ NAOKAHE
CHHAPOMHM JATIBLCTRBAHKA
DAMUNEH CYYAR HA CHHAPOM HA MAPOAH,
b l C BAPMABMNHA EKCNPECHA B BALWA M CHH mn,:, " u,..,..:.. WL, Backness €
n,c M K, Kambyposa 3 YMBAN Coetn Feopru” EALL = Maosane
eKT0p . M = Naesen »
‘ - o e 0 Gnoa  XOMCTHTYLY (6 85% or capamre);
6 10, MOMOTEHNA
Cunapomst Ha Mapdan (CM] @ myAtMiMcTeMMO 3360049218 MY CHEQUMMTEANIT a - NpH UME APOULCH, MEAKKAMEHTOSH
YoNAN, AULO €O WA wan de Novo % wytauua o FEN1 rexa 33 GOPMH H CHHAPOMHO. I
fom a apxy 1S 15q21.1, 36 e yracnepnd 23 CHMAPOMHO JATALCTRSINE (& MUEAK NP CHUETAHNETO My € yMCTBRN 5
a0 y " e b < prab HOCT W mmymmuucmmumuocmmnwnacoumsanuamamn
i " 2 AMATS, CHPABNHO-CHADBATA (HCTRMA W MlpeACTastme 483 CAyaR
NACHOTPONMA, OCHOBHO (8 JACAFAT ONACHN-RNKIFTEANA TR Sy o
ik ’ 3 W APHCTHAN KA DIPECHR NO BORME W3 AR,
37 M3 damuana GopMa 1a CM, € Bapmabraka AACwop SHCHOING
o np;ﬂz»: “;.:" pa wene . MomeE, » oberpyxTuand  ChuMa  annes € KAC-adkk 32 mv«emmxmmuw:
e or ) 'mmnn cyb 8 13 oNHHTe Ao, NP KAnMWaMA p ACKOMNENONDAMA  PECIMPATOPHA  JWAADI3,  MANCWNAD nPEBENAIMNE
; . . nenue.
AHOBABAT IDIXHOARKTMANA, BHCOKO NeBUE, CTIBNI XWNEDROLIMMIOCT, MNTEHSHBHO OTAS: =
::fv::: :;pxu nmuoc::«m‘ EXORAPAMOTPION (R OTHPHED NPOAING K3 MHTPAMMA 2. Eawe, 14 1, & M., BHCORCCTENEMNO JATAWTABINE, (..;.‘..,o::;::.g WHCHK P 5
waana, Ot leueu;)tm-mn aman: 6aLATA Ha npoBaKaa (PouwKaN N3 37 1] & ¢ AMarkadd WISECTH ANCNPOTOPLAOKAMMOCT 33 m,mH.u AOM:: ,,,.m;,.“wmm e
mwu; Mapdak, NOCTaserd a 30 r. ob3pacT CACA ONEPIUKA NO NOBOA H ACEKIUNA H Crvrmi w0 YW, Mmd noTonfma cecrpa € YW v Cow .,
T2 M ACTETO M C3 TOASINY,
e no:e:c;::““ % w;m"" 6.:?:': i . "pe'A:lnM obwp w2 M ECTHTE CHHAPOMMM JATADCTARINAR W AMIHOCTHNE S
CHNOLTANENM C NP pHrep . N
e o1 de npanim ( HANOW muecT™ 2M0PATEM.
52 obuara 3 ) npasu TPy AMATHCID K NELTO
CHIANED YEAOBMA 33 XMNEPAMAIHOCIMKD MA 1083 cucrommme. Ocoew npoboem npu
AarHo3aTa M3 CM & aeTerd BRIPKT € BMIP P -

TRIMONNOCTIA 33 NO-KECHA NPORBA KA YACT OF NPKIMAWATE W PINPIULINE 3 ueans
KAnHIeEN CNOKTED, HADPRMENHATD ANACHORS € yCndeme 13 WNeWHI NPODUAINTVND W3
CHPARUMO-CHA0BMIE YT "y P T2 NPM TEM (9
orsen Bapkal 14 6w §e WINB3 W My TOMMMR  XADAKIED Ma
3360/A83NRT0, AWIHOMITA W NPOCACARBINRTO W3 naunentire et CM vamexsd
MYATHAMCUARARHIDEM NOAXDA, € YHACTAE PAIAIEH KAKSNMHN CHEUIAUCTA

Kaowonu  aymis: cumapon K2 Mapdan, HaMUALH CAYNIR, MYATHAMCL IMHADEN
NOAYOR
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