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Abstract—X-linked recessive ichthyosis (OMIM 308100) is a form of ichthyosis caused by abnormal kerati-
nization and can result in disability, social maladaptation, and decreased quality of life for patients and their
families. In most cases the disease is caused by a complete or partial deletion of the steroid sulfatase (S7.5)
gene. This study estimated the prevalence of X-linked recessive ichthyosis, the inbreeding coefficient (or fix-
ation index) Fgt, and the selection coefficient in individuals of eastern Ukraine (namely, Kharkiv oblast). The
genealogical method was used to assess the genetic structure of families with a history of this disease. Fluorescent
in situ hybridization (FISH) was carried out to detect the deletion of the S7.S gene in patients and their relatives.
The prevalence of the disease in eastern Ukraine was 1.5 X 10~* males, it ranged from 4.9 X 107> t0 4.9 x 10~* males
in the districts, and from 2.2 x 10~ males in the town of Krasnograd to 3.7 x 10~ males in a village of Bal-
akliia district. The burden of X-linked recessive ichthyosis was found to be positively correlated with the
inbreeding coefficient Fgr in all the studied districts (» = 0.976). Over the past 10 years, the inbreeding coef-
ficient Fgy increased 1.8 times and the prevalence of X-linked recessive ichthyosis increased 1.4—4.3 times in
most districts of the region. The clinical genealogical analysis of nine large families revealed no females with
X-linked recessive ichthyosis among relatives of probands, while 21.4% (n = 14) of the first-degree male relatives
and 12.0% (n = 25) of the second-degree male relatives had ichthyosis. In most patients and their mothers from
eastern Ukraine, FISH detected an interstitial deletion of the ST.S gene, ish del(X)(p22.31p22.31)(STS-), but
no KAL1 gene deletions. In men with X-linked recessive ichthyosis, the average number of children per per-
son was 2.5 times lower than in healthy relatives, and their offspring was characterized by the prevalence of
females over malesin a 3 : 1 ratio. In obligate heterozygous females, the average number of children per person
was 2.2, and the sex ratio in the offspring approached 1 : 1.
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INTRODUCTION
Ichthyosis includes a group of monogenic derma-

crine glands, brain, and in some tissues responsible for
the reproductive function, including the endome-

toses that are associated with keratinization disorders
and can lead to disability, social maladaptation, and
adversely affect patient’s quality of life (Mazereeuw-
Hautieri et al., 2019). The second most common form of
ichthyosis, X-linked recessive ichthyosis (OMIM 308100),
is caused by deletions or point mutations in the steroid
sulfatase gene S7T.S (OMIM 300747) located at locus
Xp22.3 (Toral-Lépez et al., 2015). This gene encodes
the steroid sulfatase enzyme (EC 3.1.6.2), which
cleaves sulfated precursors of steroid hormones and
cholesterol (Hackl et al., 2012; Mueller et al., 2015).
STS gene expression was observed in keratinocytes,
fibroblasts, leukocytes, bones, kidneys, liver, endo-
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trium, ovaries, testes, prostate, mammary gland, pros-
tate, and breast, while its highest expression was
shown for placenta (Mueller et al., 2015; Toral-Lopez
et al., 2015). The clinical picture of X-linked ichthyo-
sis is manifested at birth or in the first weeks of life and
may include lesions of most of the skin with dark
brown polygonal scales (Elias et al., 2010; Toral-Lopez
et al., 2015).

Deletions of the Xp22.3 locus, in addition to the
STS gene, often include genes HDHDIA, PNPLA4,
ASS, NLGN4X, VCX, and KALI (Diociaiuti et al.,
2019). Patients with X-linked ichthyosis may have
comorbidities, such as skeletal abnormalities, dysfunc-



48 FEDOTA et al.

tion of the endocrine, nervous and sensory systems,
hypogonadotropic hypogonadism, oncopathology,
autism, attention deficit hyperactivity disorder, men-
tal retardation, aggression, etc.; however, they are not
specific only for this disease (Fernandes et al., 2010;
Elias et al., 2014; Toral-Lépez et al., 2015; Dmytruk
et al., 2016; Panchenko et al., 2019).

The prevalence of this disease among men is
1:6000—1 : 1500, its cases in women are rare (Mur-
taza et al., 2014; Diociaiuti et al., 2019). Genetic poly-
morphism and the pleiotropic effect of mutations in
the Xp22.3 locus were described in patients with
X-linked ichthyosis from different countries and eth-
nic groups, but such information is still not available in
Ukrainian sources.

The purpose of this study is to determine the
genetic features of X-linked ichthyosis in eastern
Ukraine on the example of Kharkiv oblast.

MATERIALS AND METHODS

Primary information was collected by individual
registration of probands at Regional Clinical Derma-
tological and Venereological Dispensary no. 1 and
dermatological and venereological dispensaries of
Kharkiv oblast. Data encompassing 82 patients and
1435 their first- to third-degree relatives were ana-
lyzed. The sample for genealogical analysis included
nine randomly selected families from different dis-
tricts of the oblast. Extended ascending pedigrees con-
sisted of up to 31 first to third-degree relatives, a total
of 169 people.

Point prevalence of ichthyosis in the districts of
Kharkiv oblast was calculated as a the number of
patients divided by the population of a certain area
using data from the Main Department of Statistics in
Kharkiv oblast and other state and local authorities.
The genetic structure of urban and rural populations
was estimated using the inbreeding coefficient Fgp
(Cavalli-Sforza and Bodmer, 1971; Altukhov, 2003).
The selection coefficient was determined by the geno-
type relative fitness value (Relethford, 2012).

Molecular cytogenetic analysis of the S7.S gene
using the method of fluorescent in situ hybridization
(FISH) was carried out on venous blood samples of
eight probands and three of their mothers from nine
families.

Deletions of ST'S gene were localized on metaphase
chromosomes as follows. Peripheral blood cells were
first cultured: 0.5 mL of whole blood was added to
tubes containing 4.5 mL of PBmax medium (Gibco,
United States). Cultivation was carried out at the
temperature of +37°C for 72 h. Colchicine, 50 uL per
volume of medium, was administered to accumulate
Iymphocytes in the metaphase stage. At the end of
the cultivation, the blood cells were precipitated by
centrifugation, the resulting precipitate was treated
with a hypotonic solution of 0.075 M potassium chlo-
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ride for 20 min at the temperature of +37°C. Lympho-
cytes were fixed with a 3 : 1 mixture of ethanol and
acetic acid cooled to +4°C prepared ex fempore. After
final centrifugation, the cell suspension was distrib-
uted on cooled wet glass and air-dried (Vorsanova et
al., 1999; Zerova-Lyubimova and Gorovenko, 2003).

A mixture of probes for Kallmann syndrome
(KALTI) and steroid sulfatase (STS) (Cytocell, UK)
was applied to the area of the preparation with meta-
phase plates. Marked in green in the figures, the STS
probe was 282 kB in size and covered the ST gene and
most ofthe HDHD IA/STS genes. Marked in red in the
figures, the KALI1 probe had a size of 334 kb and cov-
ered the entire KAL 1 gene and markers DXS278 and
DXS7053. We used it to control the correctness of
hybridization of fluorescent samples, because genes
STS and KAL I are located next to each other and the
fluorescent labels have different colors. The probe
mixture, in addition to the above, also contained a
control probe for the X-chromosome centromere
(DXZ1), marked in green. Hybridization lasted from 4
to 12 h. To remove sample residues, preparations were
washed in SSC saline solutions and ethyl alcohol solu-
tions. Fluorescent signals were detected according to
the standard protocol. Microscopic analysis was car-
ried out using a fluorescence microscope equipped
with an appropriate set of filters and the automatic
image processing software ISIS (MetaSystems, Ger-
many) (Lichter and Ried, 1994).

The data were checked for normal distribution by
the methods of Shapiro—Wilk and Kolmogorov—
Smirnov, and statistical hypotheses were tested
according to Mann—Whitney, Student, and Wilcoxon.
The relationship between traits was studied using
Pearson correlation analysis. Distribution series were
estimated using the x? test (Armitage et al., 2013).

RESULTS AND DISCUSSION

The prevalence of X-linked recessive ichthyosis among
the population of the studied oblast is 1.5 X 10~* men,
which corresponds to this indicator in Western
Europe, 3.3 x 10~4—=5.0 x 10~*; howeyver, it is an order
of magnitude higher than in Eastern European coun-
tries, 1.1—6.4 x 107> (Sukalo et al., 2013; Amelina
etal., 2014; Oji, 2017). In the districts of Kharkiv
oblast, the prevalence of this form of ichthyosis varies
between 4.9 x 10°—4.9 x 10~* men. In the last 10 years,
in most of the studied areas, this indicator has statistically
significantly increased by 1.4—4.3 times (p < 0.001).
X-linked ichthyosis was most commonly found in one of
the villages of Balakliia district, 3.7 x 10~3, and the lowest
rate was observed in Krasnograd, 2.2 X 10~* men. The
difference in the prevalence of the disease in districts,
cities, and villages may be due to specifics of migration
processes, marital structure, advancement of their
transport infrastructure, etc. (Craig et al., 2010; Bar-
rett, 2016).
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Fig. 1. Male karyotype with detected X-chromosomal
deletion ish del(X)(p22.31p22.31)(STS-), magnification
10 x 100 (original).

It was found that the prevalence of X-linked reces-
sive ichthyosis in the settlements of the studied areas is
positively correlated with the inbreeding coefficients
Fsr (r=0.976, p < 0.001). Analysis of the dynamics of
random inbreeding in cities and villages of these areas
since 2008 showed an increase of 1.8 times (p = 0.012),
which may be a prerequisite for the birth of homozy-
gous women.

Clinical and genealogical analysis of families with
X-linked ichthyosis did not reveal women with corre-
sponding clinical signs. A study of hereditary burden
in families showed that, in probands 21.4% (n = 14),
individuals had ichthyosis among first-degree male rela-
tives of mothers and 12.0% (n = 25) among second-
degree male relatives of mothers. There were also
15 affected relatives of the third-, fourth-, and fifth-
degree. The results of clinical and genealogical analy-
sis are an important step in identifying the type of
inheritance and differential diagnosis of the disease,
but it is required to carry out molecular analysis to
finally confirm the form of pathology.

Molecular cytogenetic analysis showed that the
signal from the KAL1 locus was visualized in all sam-
ples, so Kallman’s syndrome was not considered in the
studied families further on. An interstitial deletion of
the STS gene, ish del(X)(p22.31p22.31)(STS-), was
found in seven probands and two mothers from eight
families with a typical clinical picture of X-linked ich-
thyosis (Figs. 1, 2). In a family of four patients with
diagnostic traits similar to X-linked ichthyosis, no
deletion of the S7'S gene was confirmed, and no pres-
ence of mutations R501X and 2282del4 in the filaggrin
gene (FLG) was detected earlier; the karyotype of the
mother of two probands was mos45,X[20]/46,XX[80].
Thus, X-linked recessive ichthyosis is caused by dele-
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Fig. 2. Female karyotype with detected X-chromosomal
deletion ish del(X)(p22.31p22.31)(STS-), magnification
10 x 100 (original).

tion of the STS gene in 87.5% of patients, while,
according to the literature, 85—90% of cases of pathol-
ogy are caused by deletions and the rest by point muta-
tions (Diociaiuti et al., 2019).

The Xp22.3 locus is known to be homologous to
the pseudogenic locus Yql1; it avoids inactivation and
has increased recombination capacity (Canueto et al.,
2010). Deletions of the ST'S gene are thought to be due
to the presence of several flanking copies of the G1.3
and CRI-S232 repetitive sequence families, resulting
in unequal homologous recombination in women and
intrachromosomal rearrangement in the X chromo-
some in men (Toral-Lopez et al., 2008; Diociaiuti
etal., 2019). Intensification of recombination pro-
cesses and higher frequency of chromosomal aberra-
tions may be facilitated by the increase in the degree of
homozygosity of the population due to the increase in
inbreeding rates (Fedota et al., 2017).

The frequency of crossing over between X and Y
chromosomes in spermatogenesis can also affect the
reproductive function, in particular, due to changes in
the number of male gametes (Faisal and Kauppi,
2016).

Analysis of the structure of families with confirmed
X-linked ichthyosis showed that the average number
of children in male patients is lower than in healthy
relatives, 0.9 compared with 2.3 (p = 0.014) (Table 1).
It was 1.7 in healthy men, 2.3 in obligate heterozygous
females, and 2.7 in women with undetermined geno-
types.

There was a shift in the ratio of male and female
sexes among children of male patients towards
females, 4 : 12 or 1 : 3 (p = 0.045), while healthy rela-
tives were observed to have no deviation from a 1 : 1
ratio (Table 1).
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Table 1. Structure of families with X-linked ichthyosis

Sex of parents
Sex offspring men women
affected, healthy, |obligate heterozygotes,| with undetermined
n=17 n=3 n=18 genotype, n =3
Men
affected, n =20 0 0 20
healthy, n = 18 4 3 6 5
Women
obligate heterozygotes, n = 17 12 0 5
with undetermined genotype, n = 15 0 2 10 3
Average number of children per person 0.9 1.7 2.3 2.7

Wives of male patients did not show reproductive
losses in the early stages of pregnancy up to 7 weeks, so
gametic selection is likely if the viability of sperm car-
rying the corresponding Y chromosome is reduced as
a result of crossing over. The relative fitness in patients
with X-linked recessive ichthyosis was 0.56, and the
coefficient of selection against the hemizygous geno-
type was 0.44. At the same time, the literature shows
that sexual development and fertility in male patients
hardly deviate from the age norm, which is probably
due to the presence of an alternative metabolic path-
way responsible for androgen activation (Fernandes
et al., 2010; Idkowiak et al., 2016; Sanchez-Guijo
et al., 2016). According to other authors, genetic poly-
morphism of ichthyosis serves as an additional argu-
ment in favor of investigating this disease in every
country, region, and ethnic group (Craig et al., 2010;
Diociaiuti et al., 2019).

It is known that steroid sulfatase deficiency in the
placenta of women heterozygous for mutations in the
STS gene causes failure of labor (Elias et al., 2014),
which is known to be associated with high maternal
and fetal complications as well as perinatal losses
(Tatarchuk, 2015). In our study, in obligate heterozy-
gotes, the average number of children per woman was
2.2 £ 0.2, while the regional average was 1.4 = 0.1 (p =

0.011)1, so we can conclude that their level of fertility
is not reduced.

This may be due to the phenomenon described in
the literature, the heterozygote advantage (Hedrick,
2012). It is known that steroid sulfatase deficiency
reduces the likelihood of developing hormonal tumors
(Rizner, 2016), including uterine leiomyomas, ovarian
cysts, breast cancer, etc. (Radzinskij and Totchiev,
2014), which, in turn, extends the reproductive period
in women and healthy life expectancy. It is likely that
the increased adaptability of women in the social
structure of the family may be an argument in favor of

lAccording to the data of the National Statistics Service of
Ukraine.
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the “grandmothering effect” (Kachel et al., 2011),
which consists in the ability of their daughters to have
their first child at an earlier age and reduce the interval
between the birth of children up to 1 year.

CONCLUSIONS

The prevalence of X-linked recessive ichthyosis among
the population of eastern Ukraine is 1.5 X 10~* men, and it
increased 1.4—4.3 times over the past 10 years. A positive
association was found between the population rates of
X-linked recessive ichthyosis and the inbreeding coef-
ficients Fgr in the settlements of the studied areas (» =
0.976). An interstitial deletion of the STS gene, ish
del(X)(p22.31p22.31)(STS-), was detected in patients
with X-linked ichthyosis and their relatives. It is shown
that females prevailed over males in a 3 : 1 ratio in the
offspring of male patients.

FUNDING

This work was carried out without any grants.

COMPLIANCE WITH ETHICAL STANDARDS

Conflict of interest. The authors declare that they have no
conflict of interest.

Statement of compliance with standards of research involving
humans as subjects. The study was carried out in accordance
with the basic bioethical norms of the Helsinki Declaration
of the World Medical Association on the Ethical Principles
of Medical Research (2000, as amended in 2008), the Uni-
versal Declaration on Bioethics and Human Rights (1997),
and the Convention on Human Rights and Biomedicine of
the Council of Europe (1997). Informed consent was
obtained from all individual participants involved in the
study.

Vol. 55

No. 1 2021



GENETIC STUDY OF X-LINKED RECESSIVE ICHTHYOSIS 51

REFERENCES

Altukhov, Yu.P., Genetic Processes in Populations, Moscow:
Akademkniga, 2003.

Amelina, S.S., Vetrova, N.V., Amelina, M.A_, et al., The
load and diversity of hereditary diseases in four raions
of Rostov oblast, Russ. J. Genet., 2014, vol. 50, no. 1,
pp. 82—-90.
https://doi.org/10.1134/S1022795414010025

Armitage, P., Berry, G., and Matthews, J.N.S., Statistical
Methods in Medical Research, Malden: Blackwell Sci.
Publ., 2002.
https://doi.org/10.1002/9780470773666

Barrett, P., A review of consanguinity in Ireland—estima-
tion of frequency and approaches to mitigate risks, /. J.
Med. Sci., 2016, vol. 185, no. 1, pp. 17—28.
https://doi.org/10.1007/ s11845-015-1370-x

Caniueto, J., Ciria, S., Herndndez-Martin, A., et al., Ana-
lysis of the S7S gene in 40 patients with recessive
X-linked ichthyosis: a high frequency of partial dele-
tions in a Spanish population, J. Eur. Acad. Dermatol.
Venereol., 2010, vol. 24, no. 10, pp. 1226—1229.
https://doi.org/10.1111/ j.1468-3083.2010.03612.x

Cavalli-Sforza, L.L. and Bodmer, W.E., The Genetics of Hu-
man Populations, San Francisco: Freeman, 1971.

Craig, W.Y., Robertson, M., Palomaki, G.E., et al., Preva-
lence of steroid sulfatase deficiency in California ac-
cording to race and ethnicity, Prenat. Diagn., 2010,
vol. 30, no. 9, pp. 893—898.
https://doi.org/10.1002/pd.2588

Diociaiuti, A., Angioni, A., Pisaneschi, E., et al., Next gen-
eration sequencing uncovers a rare case of X-linked ich-
thyosis in an adopted girl homozygous for a novel non-
sense mutation in the S7§ gene, Acta Derm. Venereol.,
2019, vol. 99, no. 9, pp. 828—830.
https://doi.org/10.2340/00015555-3162

Dmytruk, I.M., Makukh, H.V., Turkys, M.Y., and Kitsera, N.I.,
The polymorphisms of genes involved in DNA methyl-
ation in patients with malignancies from West Ukraine,
Biopolym. Cell, 2016, vol. 32, no. 4, pp. 279—288.
https://doi.org/10.7124/bc.00092A

Elias, P.M., Williams, M.L., Crumrine, D., and Schmuth, M.,
Inherited clinical disorders of lipid metabolism, Elias, P.M.,
Williams, M.L., Crumrine, D., and Schmuth, M., Eds.,
Curr. Probl. Dermatol., 2010, vol. 39, pp. 30— 88.
https://doi.org/10.1159/000321084

Elias, P.M., Williams, M.L., Choi, E.H., and Feingold, K.R.,
Role of cholesterol sulfate in epidermal structure and
function: lessons from X-linked ichthyosis, Biochim.
Biophys. Acta, 2014, vol. 1841, no. 3, pp. 353—361.
https://doi.org/10.1016/j.bbalip. 2013.11.009

Faisal, 1. and Kauppi, L., Sex chromosome recombination
failure apoptosis and fertility in male mice, Chromo-
soma, 2016, vol. 125, no. 2, pp. 227—235.
https://doi.org/10.1007/s00412-015-0542-9

Fedota, O.M., Lysenko, N.G., Ruban, S.Y., et al., The ef-
fects of polymorphisms in growth hormone and growth
hormone receptor genes on production and reproduc-
tion traits in Aberdeen-angus cattle (Bos taurus L., 1758),
Cytol. Genet., 2017, vol. 51, no. 5, pp. 38—49.
https://doi.org/10.3103/S0095452717050024

Fernandes, N.F., Janniger, C.K., and Schwartz, R.A.,
X-linked ichthyosis: an oculocutaneous genodermato-
CYTOLOGY AND GENETICS Vol 55

No.1 2021

sis, J. Am. Acad. Dermatol., 2010, vol. 62, no. 3,
pp. 480—485.
https://doi.org/10.1016/j.jaad.2009.04.028

Friederike Kachel, A., Premo, L.S., and Hublin, J.-J.,
Grandmothering and natural selection, Proc. R. Soc. B,
2011, vol. 278, no. 1704, pp. 384—391.
https://doi.org/10.1098/rspb.2010.1247

Hackl, E.V., Berest, V.P., and Gatash, S.V., Effect of cho-
lesterol content on gramicidin s-induced hemolysis of
erythrocytes, Int. J. Pept. Res. Ther., 2012, vol. 18,
no. 2, pp. 163— 70.
https://doi.org/10.1007/s10989-012-9289-9

Hedrick, P.W., What is the evidence for heterozygote ad-
vantage selection?, Trends Ecol. Evol., 2012, vol. 27,
no. 12, pp. 698—704.
https://doi.org/10.1016/j.tree.2012.08.012

Idkowiak, J., Taylor, A.E., Subtil, S., et al., Steroid sulfatase
deficiency and androgen activation before and after pu-
berty, J. Clin. Endocrinol. Metabol., 2016, vol. 101,
no. 6, pp. 2545—2553.
https://doi.org/10.1210/jc.2015-4101

Lichter, P. and Ried, T., Molecular analysis of chromosome
aberrations. In situ hybridization, Methods Mol. Biol.,
1994, vol. 29, pp. 449—478.
https://doi.org/10.1385/0-89603-289-2:449

Mazereeuw-Hautieri, J., Herndndez-Martini, A., O’Toole, E.A.,
et al., Management of Congenital Ichthyoses: Europe-
an Guidelines of Care, Part Two, Br. J. Dermatol., 2019,
vol. 180, no. 3, pp. 484—495.
https://doi.org/10.1111/bjd.16882

Mueller, J.W., Gilligan, L.C., Idkowiak, J., et al., The reg-
ulation of steroid action by sulfation and de-sulfation,
Endocr. Rev., 2015, vol. 36, no. 5, pp. 526—563.
https://doi.org/10.1210/er.2015-1036

Murtaza, G., Siddiq, S., Khan, S., et al., Molecular study of
X-linked ichthyosis: report of a novel 2-bp insertion
mutation in the STS and a very rare case of homozygous
female patient, J. Dermatol. Sci., 2014, vol. 74, no. 2,
pp. 165—167.
https://doi.org/10.1016/j.jdermsci.2013.12.012

Oji, V., Ichthyosis vulgaris von X-chromosomal rezessiver
Ichthyose unterscheiden, Hautnah Dermatologie, 2017,
vol. 33, no. 5, pp. 40—43. doi
https://doi.org/10.1007/s15012-017-2523-6

Panchenko M.V., Shevchenko N.S., Demianenko M.V,
et al., Features of the course and treatment of JIA-asso-
ciated uveitis. J. Ophthalmol. (Ukraine). 2019,
2(487):22-17.
https://doi.org/10.31288 /pftalmolzh201922227

Radzinskij, V.E. and Totchiev, G.F., Mioma matki: kurs na
organosokhranenie. Informatsionnyi byulleten’ (Uterine
Fibroids: A Course on Organ Preservation Newsletter),
Moscow: Red. Zh. StatusPraesens, 2014.

Relethford, J., Human population genetics, Hoboken, New
Jersey: Wiley—Blackwell, 2012.

Rizner, T.L., The important roles of steroid sulfatase and
sulfotransferases in gynecological diseases, Front Phar-
macol., 2016, vol. 7, p. 30.
https://doi.org/10.3389/fphar.2016.00030

Sanchez-Guijo, A., Neunzig, J., Gerber, A., et al., Role of
steroid sulfatase in steroid homeostasis and characteri-
zation of the sulfated steroid pathway: evidence from



52

steroid sulfatase deficiency, Mol. Cell Endocrinol., 2016,
vol. 5, no. 437, pp. 142—153.
https://doi.org/10.1016/j.mce.2016.08.019

Sukalo, A.V., Zhidko, L.B., and Lazar’, E.A., Vrozhdennyj
ihtioz u detei (Congenital Ichthyosis in Children),
Minsk: Belarus. Navuka, 2013.

Tatarchuk, T.F., Innovative approaches in obstetrics gyneco-

logy and reproduction. Review of scientific practical con-
ference, Health Woman, 2015, vol. 1 (97), pp. 33—35.

Toral-Lépez, J., Gonzilez-Huerta, L.M., and Cuevas-Co-
varrubias, S.A., Segregation analysis in X-linked ich-
thyosis: paternal transmission of the affected X-chromo-
some, Brit. J. Derm., 2008, vol. 158, no. 4, pp. 818—820.
https://doi.org/10.1111/j.1365-2133.2007.08405.x

Toral-Lépez, J, Gonzalez-Huerta, L.M., and Cuevas-Co-
varrubias, S.A., X linked recessive ichthyosis: current

FEDOTA et al.

concepts, World J. Dermatol., 2015, vol. 2, no. 4 (3),
pp. 129—134.
https://doi.org/10.5314/wjd.v4.i3.129

Vorsanova, S.G., Jurov, Ju.B., and Chernyshov, V.N., Hro-
mosomnyie sindromyi i anomalii. Klassifikatsiya i nomen-
klatura (Chromosomal Syndromes and Abnormalities.
Classification and Nomenclature),Rostov-on-Don:
Rostov. Gos. Univ., 1999.

Zerova-Lyubimova, T.E. and Gorovenko, N.G., Standarty
analiza preparatov khromosom cheloveka (metodiches-
kie rekomendatsii) (Standards for the Analysis of
Preparations of Human Chromosomes (Guidelines)),
Kiev, 2003.

Translated by K. Lazarev

CYTOLOGY AND GENETICS  Vol. 55 No.1 2021


https://www.researchgate.net/publication/349136747

