KPATKUE COOBLLEHUA

SHORT COMMUNICATIONS

References

1. Adamjan L. V. Jendometrioz: diagnostika, lechenie i
reabilitacija: Federal’nye klinicheskie rekomendacii po
vedeniju bol’nyh. Federal guidelines for the management
of patients 2013;58.

2. lIshhenko A. I. Jendometrioz: diagnostika i lechenie —
Endometriosis: Diagnosis and Treatment. 2002;104.

3. Orazov M. R., Sulayeva O. N., Nosenko E. N. Some
pathological changes in the myometrium of women
with adenomyosis, accompanied by chronic pelvic pain

About authors:

syndrome. Moskovskij Hirurgicheskij Zhurnal. — Moscow
Surgery Magazine. 2015;3(43):20-23.

4. Dakhly D. M., Abdel Moety G. A., Saber W., Gad Allah
S. H., Hashem A. T., Abdel Salam L. O. Accuracy of
Hysteroscopic Endomyometrial Biopsy in Diagnosis
of Adenomyosis. J. Minim. Invasive Gynecol.
2015;23(3):364-371. doi: 10.1016/j.jmig.2015.11.004

5. Brosens |., Gordts S., Habiba M., Benagiano G. Uterine
cystic adenomyosis: a disease of younger women. J.
Pediatr. Adolesc. Gynecol. 2015;28(6):420-426.

Orazov Mekan, MD, PhD, associate Professor of Department of obstetrics and gynecology with a course of Perinatology;

tel.: +79152375292; e-mail: omekan@mail.ru

Radzinskiy Victor, MD, PhD, Professor, an honored scientist of Russia, Head of Department of obstetrics and

gynecology with a course of Perinatology; tel.: +79037232212

Nosenko Elena Nikolaievna, MD, PhD, Professor, Department of obstetrics and gynecology;

tel.: +380506383828; e-mail: nosenko.olena@gmail.com

© Group of authors, 2016

UDC 616.12-008.313.2

DOI - http://dx.doi.org/10.14300/mnnc.2016.11045
ISSN - 2073-8137

CORRELATION BETWEEN FIBRINOGEN BETA-CHAIN GENE
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B3AUMOCBSA3b MOAUMOPPU3IMA TEHA BETA-LLENU PUBPUHOTEHA
U YPOBHA PUBPUHOTEHA NAA3MbI C PAIBUTUEM TPOMBOISMBOAUYECKUX
OCAOXHEHUU Y BOAbHbIX C PUBPUAAALUEN NPEACEPAUN
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1 CTaBpoOnoOAbCKHUI1 FOCYAQPCTBEHHbIN MEAULIMHCKUIA YHUBEepcUTeT, Poccuiickas Peaepauus
2 CTABPOMNOABCKUI KPOAEBOW KAMHUYECKUI KOPAUOAOTUHECKUI LLEHTP,

Poccunckas Peaepauus

In a prospective cohort study the effect of the fibrinogen f-chain gene polymorphism -455G-A and fibrinogen
plasma levels on the risk of stroke and systemic thromboembolism in 102 patients (83.3 % men, mean age 52.9+8.4
yrs) with non-valvular atrial fibrillation. Identification of fibrinogen B gene 455G-A polymorphism can be useful to
customize the anticoagulation strategy in patients with atrial fibrillation.
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B npocnekTMBHOM KOrOpTHOM UCCIef0BaHMN U3YYeHO BAUsHME nonmopduama -455G-A reHa pubpuHoreHa B mn

ypPOBHS GUOPUHOreHa nnas3mbl KDOBU HA PUCK PA3BUTUS MHCYNbTA M CUCTEMHbIX TPOMB0amMbonuii y 102 naumeHToB ¢
HeknanaHHol dopmoin DI (83,3 % myxumH, cpeagHuii BospacT 52,9+8,4 ropna) B TeveHue 24 mecsueB. OnpenenexHune
nonumopduama -455G-A reHa pnbpuHoreHa B MoxeT 6biTb PEKOMEHAOBAHO C LIENbIO MHAMBMOYANMU3aUMN TaKTUKN

QHTUKOArynsHTHOM Tepanuun y 60/bHbIX C GUbpunnaumen npeacepamnii.

Knodesbie crioBa: pubpuanaums npeacepanii, TooM6oaMO0INYECKNE OC/IOXHEHUS, reHeTU4YeCKui nonMMop-

Gu3m, reH p-uenu ubprHoreHa

fibrillation (AF) is prevention of thromboembolic
complications (TEC) [5]. Currently, assessment
of TEC risk in patients with AF is done employing
the CHA.DS,-VASc clinical scale, which leaves the
doctor with no precise recommendation regarding
tactics for antithrombotic therapy in case the number

The key focus in treating patients with atrial
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of points scored on the scale belongs to the 0-to-1
range [2]. The issue of identifying certain additional
TEC risk factors in this group of patients yet remains
unresolved. Gene polymorphism of coagulation
factors has a significant impact on the hemostatic
system. Proper attention paid to the genetic
parameters may facilitate developing individual
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forecast and respective tactics for antithrombotic
therapy in patients with AF who reveal low and
moderate TEC risk subject to the data obtained
through the CHA,DS>-VASc scale.

Fibrinogen is known to be involved in platelet adhesion
and aggregation, and factor Xlll activation [4]. Of all the
fibrinogen p-chain gene (FGB) polymorphisms described
until now, the -455G-A type stands out as the most
studied one. We performed a prospective cohort study
in order to examine the effect that the FGB gene -455G-
A polymorphism and levels of fibrinogen in blood plasma
have on the risk of TEC development in patients with AF.

Material and Methods. The study included 102
patients with non-valvular type of AF (83.3 % men, mean
age 52.9%8.4 yrs). The inclusion criteria embraced non-
valvular AF, lack of recently suffered traumas, surgeries,
inflammatory diseases; voluntary consent to join the
study; ability to maintain contact after discharge from
hospital.

The patients were subject to follow up for 24 months.
The endpoints implied the development of acute
cerebrovascular accident (CVA) and/or systemic embolic
events. The plasma fibrinogen level was identified through
the Clauss method on an automatic coagulometer Sysmex
CA-500. FGB gene 455G-A polymorphism was identified
with polymerase chain reaction using a set of agents
(SNP-Express).

The statistical processing of the data was performed
using IBM SPSS Statistics 20 for Windows. The distribution
normality was evaluated using the Kolmogorov — Smirnov
test. In case of normal distribution the signs were
presented as the arithmetic mean and standard deviation
(M=o), while the intergroup differences were assessed via
Student’s t-test in view of Levene’s test for dispersions
equality. In the event of abnormal distribution, the data
were expressed as median and interquartile range (Me
(Q1-Q8)); the differences between groups were analyzed
using the Mann — Whitney U test. The y2 test and Fisher’s
exact test were employed to compare fractions. The
evaluation of the prognostic role played by a particular
feature was carried out through the odds ratio (OR)
with a 95 % confidence interval (Cl). Differences were
considered statistically significant at p<0.05.

Results and Discussion. In the group, 72 (70.6 %)
patients were homozygous carriers of the wild type allele
of FGB gene G-455, with another 6 (5.9 %) patients
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being identified as carriers of the mutant allele -455A.
The heterozygous genotype was detected in 24 (23.5 %)
patients. The distribution of genotypes was consistent
with the Hardy — Weinberg equilibrium.

The average concentration of fibrinogen in the cohort
was 2.6£0.39 g/l. In the group of patients who were
homozygous in terms of the G-455 allele, the fibrinogen
level in blood plasma was significantly lower compared
to the combined group of homo- and heterozygous
mutant alleles carriers (2.51+0.26 g/l vs 2.83+0.55 g/I
respectively, p<0.05).

Within the follow-up period, the endpoints as transient
ischemic attack and stroke were observed in 14 (13.7 %)
patients. The group of patients with TEC revealed no
statistically significant difference in view of demographic,
clinical and laboratory features.

Among the patients with TEC, there were significantly
more homo- or heterozygous carriers of the -455A
allele (64.3 % vs. 23.9 %; OR 5.74; (ClI 1.73; 19.03),
p= 0.006), while the average level of plasma fibrinogen
was higher than in the group where the patients reached
no endpoints; this trend, however, failed to reach any
statistically significant levels (2.87+0.69 g/l vs 2.56+0.31
g/l respectively, p =0.121).

Our study, just like the case with the investigation
carried out by V.A. Shulman and N.V. Aksyutina in central
Russian population of patients, confirmed a relationship
between the homo- or heterozygous carrier status of
the mutant -455A FGB allele and the development of
TEC in patients with AF in South Russian population
[1,3]. Lack of accurate association of fibrinogen level
with endpoints may be due to a high variability of
plasma fibrinogen concentration subject to impact from
numerous factors (from inflammatory diseases to the
vitamin B12 and C levels), which are not always easy to
detect and take into consideration.

Conclusions. The carriage of the fibrinogen B gene
mutant -455A allele is associated with an increased risk
of stroke and systemic thromboembolism in patients
with atrial fibrillation. No significant relationship between
the plasma level of fibrinogen and the TEC was found.
Evaluation of fibrinogen B gene 455G-A polymorphism
may be recommended in order to customize the
anticoagulation strategy in patients with atrial fibrillation,
especially in cases of low risk based on the CHA2DS»-
VASc scale assessment.
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