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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIeHUY CTAaTbH B PEAAKITHIO HEOOXOINMO COOITIOATh CISAYIONINE TIPABHIIA;

1. CraTps 1oyKHA OBITH MPECTABICHA B IBYX DK3EMILISIPAX, HA PYCCKOM MJIM aHTIIUHCKOM SI3bI-
Kax, HarleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OHOIl CTOPOHE CTAHIAPTHOIO JIUCTA ¢ INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBIH WPUQT U1 TEKCTa Ha PYCCKOM U
anruiickoM sizpikax - Times New Roman (Kupuaauima), Ui TekcTa Ha TPY3UHCKOM SI3BIKE CIIETyeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykornrcu, HaneyaraHHOW Ha KOMITBIOTEPE, JTOJDKEH
o51Th IprTO’keH CD co crarbeit.

2. Pa3mep craTbu 10TKEH OBITH HE MEHEE IECSTH 1 He OoJiee 1BaALaTH CTPaHUI] MAIIHOIINCH,
BKJIIOUAsl yKa3arellb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPY3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIIEHBI AKTYyaIbHOCTh JJAHHOTO MaTepHalla, METO/IbI U Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYKACHHE.

[Ipu npencTaBIeHNN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJIMYECTBO IKCIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIHECS METOABl 00e3001MBaHUs U
YCBIMICHHUS (B XOJ€ OCTPBIX OIBITOB).

4. K crarbe JOIKHBI OBITH IPUIIOKEHBI KpaTKoe (Ha MOJICTPAaHUIIbI) Pe3OMe Ha aHIIIMICKOM,
PYCCKOM M I'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIEIYIOLINE pa3aesbl: Lieb UCCIeI0BaHNs, MaTepHua U
METO/IBI, PE3YJILTAThI M 3aKIFOUSHHE) U CIIUCOK KITtoueBbIX ciioB (key words).

5. Tabnuupl HEOOXOIUMO NPECTABIATE B Ie4aTHOM hopme. DoTokonuu He TpuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOTKHBI OBITH 03aryIaBICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIHMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300paxeHnH. PUCYyHKH, YepTeKU U IuarpaMmbl CIeLyeT 03arIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff hopmare.

B noanucsix k MukpogotorpagusaM cieayeT yKa3bBaTh CTEIICHb YBEIMUCHHUS YePEe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIPETHALIUH CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHun crtared B kypHanm MHI nmpocum aBTOpOB cobmronars
NpaBuIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSAX K PYKOMHUCSM, IPEACTABISIEMBIM B ONOMEIUIIMHCKHUE
JKYpHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMHUTETOM PEIaKTOPOB MEAMLMHCKUX JKYpPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIe Kax /101 OPUTHHATIBHOM CTaThU MPUBOIUTCS OMOIHOrpadguyeckuii cucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKU B TeKcTe. CIHCOK COCTaBIsIeTCs B
andaBUTHOM MOpsAKEe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK IPUBOAUTCS Ha sI3bIKE OpUrMHana. B
CIMCKE JINTEPATyPhl CHavYajIa MPUBOIATCS PaOOThI, HAIMCAHHBIE 3HAKAMU TPY3MHCKOTO anaBuTa, 3aTeM
KApuuien u naruauned. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIPaTHBIX
CKOOKax B BU/I€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmh-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 IMOCTETHNUE 5-7 JIET.

9. ns momydeHus MpaBa Ha MyONHMKALMIO CTaThs TOJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJICHUS BU3Y U CONPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAlledaTaHHbIC Ha OJIaHKe
Y 3aBE€PEHHBIE MOJIHCHIO U NIEYaThIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBIO MPUBEACHBI UX
(amuIMM, UIMEHAa U OTYECTBA, YKa3aHbl CIIy>KeOHBIH M JOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble KoopAuHaThl. KonmuuecTBo aBTOPOB (COABTOPOB) HE TOJHKHO MPEBBIIIATE IISITH YEJIOBEK.

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCHPaBIATh cTarbi. Koppekrypa aBropam
HE BbICBUIAETCS, BCS paboTa U CBEpKa MIPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HenomycTuMO HarpaBiieHHE B pefaklMIo padoT, MPeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeIbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3IAHUSX.

Hpﬂ HApyHI€HUU YKa3aHHbIX IPaBUJI CTATbU HE paCCMaTPUBAIOTCH.




Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or compu-
ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width, and 1.5 spacing
between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to Georgian and Russian
materials). With computer-printed texts please enclose a CD carrying the same file titled with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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ANDROGEN INSENSITIVITY SYNDROME,
REVIEW OF LITERATURE BASED ON CASE REPORTS

Markosyan R., Volevodz? N.

"Yerevan State Medical University after M. Heratsi, Department of Endocrinology;
’Endocrinology Research Centre, Moscow, Russia

Congenital conditions with diverse pathophysiology are de-
scribed as Disorders of sex development (DSD). These disor-
ders can be determined at different development stages of the
life-cycle in fetuses or newborns with atypical external genita-
lia, dysgenetic gonads and internal genitalia. In older children
and adolescents it manifests with delayed puberty, unexpected
virilization or gynaecomastia, infertility, or gonadal tumors and
primary amenorrhea [1]. Based on etiology DSD is divided into
five subclasses differentiated by numerical or structural varia-
tions in sex chromosomes, disorders in gonadal and/or adrenal
steroidogenesis and hormone functions, variations in genes
involved in gonadal and/or genital development (bringing to
inactivation or activation), endogenous or exogenous maternal
factors or endocrine disruptors that possibly can affect genital
development [2-5].

The purpose of this article is to describe one of the forms of 46
XY DSD which is related to androgen peripheral actions. There are
two disorders related to DSD with preserved testosterone produc-
tion by the testes, which are Androgen insensitivity syndrome (AIS)
and type So-reductase deficiency. Although the above-mentioned
conditions have similar clinical manifestations, they are initiated by
different pathogenetic mechanisms. AIS has X-linked recessive in-
heritance pattern and is presented by total or partial insensitivity of
androgen receptors to male sex hormones.

The androgen receptor (AR) is one of the nuclear receptor su-
perfamily which is responsible for mediating the physiological
effects of androgens. Proper functioning of the AR is required
for normal male foetal sex development and mutations in the
gene encoding the AR may result in a variable degree of resis-
tance to androgens, leading to AIS. The type of AR mutation
determines failure of sexual differentiation: either complete
(CAIS) or partial (PAIS).

Individuals with CAIS have normal female external genitalia
with absence of female internal genitalia. Before puberty masses
in the inguinal canal subsequently identified as testes or primary
amenorrhea and sparse to absent pubic or axillary hair at puberty
may be detected. Breasts and female adiposity develop normal-
ly. They typically have female sexual identity and heterosexual
orientation [6,7].

PAIS with predominantly female external genitalia manifests
similarly to CAIS. However, these individuals have expressions
of external genital masculinization which includes posterior
labial fusion or clitoromegaly.
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Sex of rearing. Determining the sex of rearing may be
challenging for children with frank genital ambiguity. The
management is defined only for individuals without genital
ambiguity for which no management disagreements exist:
female with CAIS [8]. Usually these infants are brought
up as girls because of female appearance which masks the
CAIS. These individuals usually have no expressions of
gender dysphoria showing typical female gender develop-
ment and behavior.

Nonetheless, individuals with CAIS may be unhappy with
their primary sex organs, even without apparent signs of gen-
der atypism [9]. Their insecurity may be caused by their body
perception due to inconsistency between phenotypic gender
and karyotype. In families with PAIS, phenotypic disparity
may warrant male sex of rearing in one affected sib and fe-
male sex of rearing in another affected sib [10]. Children with
PAIS who have predominantly male genitalia are brought up
as males. At adolescence all individuals with PAIS develop
gynecomastia and impaired spermatogenesis. Typically, they
have moderate pubic hair; facial, body, and axillary hair are
often scarce [11]. Individuals with PAIS may develop gender
dysphoria [12]. Nearly 25% of them develop gender dyspho-
ria regardless of the sex they are brought up [13]. Research
of outcomes of gonadectomy and vaginoplasty in females af-
fected by CAIS range from satisfaction with surgery [14,15]
to preference for early surgery, to a lack of sexual desire and
dyspareunia attributed to these procedures [16,17]. Among
the factors contributing to the high dissatisfaction with treat-
ment in this subgroup are the lacks of information provided to
the patient about their condition and its management; there-
fore they hardly can make an informed decision for them-
selves. It is unclear if improved surgical techniques have
resulted in higher patient satisfaction, since age did not influ-
ence the satisfaction rates with surgery [18-20].

Material and methods. Four patients with Androgen in-
sensitivity syndrome were selected from the initial cohort
of 32 DSD patients with karyotype 46XY. Selection criteria
were absence of Mullerian ducts derivatives, as well as pre-
served testosterone biosynthesis evaluated by basal profile of
steroids and/or after stimulation of hCG.

Patients were assessed by experienced paediatric endocri-
nologists. This study was approved by the Local Ethics Com-
mittee.



GEORGIAN MEDICAL NEWS
No 10 (307) 2020

Table. The summary results of investigation

Patient | Age of Pre— Sex .Of AR mutation PAIS/CAIS External Genitalia Age
ID sentation rearing of gonadectomy
(AR):c.1822C>T (p. I
1 19 F Arg608Ter) Normal female external genitalia 21
(AR):c.1886- -
2 18 F 1G>A(rs886041130) Normal female external genitalia 20
(AR):c.393C>A .
3 19 F (p.Cys131Ter) Normal female external genitalia 19
. Micropenis, glandular hypospa-
4 8 M (AR):G3248 dias and cryptorchidism )

Case 1. The 19-year-old girl was admitted to an endocrinolo-
gy clinic for primary amenorrhea. Clinical examination revealed
a female phenotype: the breasts were normally developed, how-
ever, the labia was small and we notice the absent of axial and
pubic hair. Gynecological examination puts in evidence the hy-
men, a short vagina (2.5cm) and no uterus. Gonadotropins were
measured and found normal (FSH 2.28 IU/L (2.0-12.0 IU/L)),
LH 17 IU/L (1.0-18.0 IU/L)), the progesterone and estradiol had
normal levels for woman (6.59 ng/ml (2.0-20.0 ng/ml) and 93.3
pmol/l (36.7-146.8 pmol/l)), but the testosterone was high for
a women (29.27 nmol/l (0.3-2.1 nmol/l)), dihydrotestosterone
(DHT) 254 pg/ml (240 and 650 pg/ml)), anti-Miillerian hor-
mone (AMH) was low (less than 0.01ng/ml (0.9-9.5 ng/ml)).
The karyotype was mapped and revealed 46XY. Ultrasound
investigation revealed intra-abdominal testes and absence of
ovaries and uterus, hypoplastic vagina. Mutation ¢.1822C>T
(p-Arg608Ter) in of AR gene was identified in the patient. Then
a decision to remove the undescended testes was taken. The pa-
tient completely refused any intervention. After 2 years at the
age of 21 she came and under general anesthesia the orchiec-
tomy was done. Histopathology identified no signs of testicular
cancer. Estrogen substitution therapy was prescribed.

Case 2. The 18 years old girl was referred to an endocrinol-
ogy clinic. The main complaint was the primary amenorrhea.
The patient presented with infantile female genitalia, absence
of breast development, and blind end of the vagina, absence of
axial and pubic hair. Serum concentrations of luteinizing hor-
mone (11.5 IU/L (1.0-18.0 IU/L)) and follicle-stimulating hor-
mone (11.7 IU/L (2.0-12.0 IU/L)), estradiol (9.5ng/ml 2.0-20.0
ng/ml)) were at the normal range, testosterone was high (18.7
nmol/l (0.3-2.1 nmol/l) ), DHT 374 pg/ml (240 and 650 pg/
ml), and AMH (0.01ng/ml (0.9-9.5 ng/ml)) was lower than the
normal range. The karyotype was 46,XY. Pelvic ultrasonogra-
phy could not find her ovary and uterus. The mutation c.1886-
1G>A(rs886041130) of AR gene was detected in this patient.
Gonadectomy was done at the age of 20. After surgery evidence
of germ cell neoplasm in situ, the precursor of gonadal germ cell
cancer was reported.

Case 3. The patient was a 19-year-old phenotypically female
person with 46 XY chromosomal karyotype who presented with
a chief complaint of primary amenorrhea. History and physical
examination findings showed the patient to be 175 cm in height,
with normal breast development, and a lack of pubic or axillary
hair. Serum levels of hormones were as follows: testosterone
19.8 nmol/l (0.3-2.1 nmol/l); estradiol, 9.3 ng/ml (2.0-20.0 ng/
ml), LH 9.5 TU/L (1.0-18.0 TU/L) and FSH 11.4 TU/L (2.0-
12.0 IU/L), DHT 189 pg/ml (240 and 650 pg/ml) and an un-
detectable level of AMH. The mutation of AR gene (c.393C>A
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(p-Cys131Ter)) was reported. The diagnosis of CAIS was done.
Then patient subsequently underwent surgery and gonadectomy
was done. Histological examination of the removed testes re-
vealed a germ cells neoplasm in situ.

Case 4. A 8-year-old boy was referred to our clinic with
complaints concerning the external genital organs and unde-
scended testicles. He was raised as a boy. In the examina-
tion, the micropenis with glandular hypospadias was seen.
Ultrasonography revealed the absence of a uterus and ova-
ries in the abdomen and found testes in the inguinal canals.
Hormone profiles were normal only low basal level of tes-
tosterone was established and the level of AMH was 8.7ng/
ml (104.1-194.9 ng/ml). Test with hCG was done and after
stimulation exaggerated level of testosterone was revealed.
Karyotype was determined as 46 XY on chromosomal analy-
sis. Partial androgen insensitivity syndrome was diagnosed.
A genetic test of AR gene shown G324S mutation. Then a
decision to orchiopexy was taken.

Results and discussion. The median age of the study par-
ticipants was 16.5+5 years. The patients were allocated into two
groups depending on extent of disorder of external genitalia.
One group included three patients (75%) who had normal fe-
male external genitalia and were raised as girls. Their main com-
plaint was primary amenorrhea. The second group consisted of
one patient of pre-pubertal age [8], and the reasons for applying
to the doctor were micropenis, glandular hypospadias and crypt-
orchidism. This patient was raised as a male.

Depending on the patient age the patients underwent hormonal
tests. For pre-pubertal age patient examination included basal
and stimulated levels of T and DHT (intramuscular hCG 1500
units on three consecutive days). A testosterone and DHT
response were labeled as normal (absolute testosterone and
DHT concentrations reached twice the baseline values). In
patients who have reached puberty levels of LH, FSH, T and
AMH were determined. All patients underwent the AR gene test.
The summary of investigation is presented in the Table.

These mutations have already reported in the AR Mutation
Database (at http://androgendb.mcgill.ca/AR23.pdf).  Three
patients from the group one already underwent gonadectomy.
The average age of gonadectomy was 19+3 years. After surgery
evidence of germ cell neoplasm in situ, the precursor of gonad-
al germ cell cancer, was reported in 2 (67%) out of 3 patients
whom pathology results were formally provided. One patient of
three with PAIS (23%) had retained gonads. Three patient with
CAIS who underwent gonadectomy had dissatisfaction due to a
lack of sexual desire/arousal. After gonadectomy estrogen defi-
ciency have been corrected with estrogen replacement therapy.

AIS is an X-linked recessive disorder caused by mutations
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of the androgen receptor. The gene responsible for this disor-
der is located at the proximal long arm of the X chromosome at
Xql1-12 [21]. According to the AR mutation database (http://
www.mcgill.ca/androgendb), there are more than 1000 different
mutations reported so far. The syndrome was first defined by
Morris in 1953 as testicular feminization based of the study of
82 patients with the disorder [22]. Later this syndrome was as
termed androgen insensitivity syndrome. The prevalence of AIS
is estimated to be between 1 and 5 in 100,000 genetic males.
Molecular diagnosis for these patients is often problematic con-
sidering the large heterogeneity of clinical presentations of these
disorders. The degree of impairment of AR activity appears to
correlate broadly with the severity of the patient’s phenotype.

Karyotyping should be considered for all female infants diag-
nosed with a bilateral inguinal hernia [22] because the latter is
infrequent in normal female infants and associated with CAIS in
1-2% of cases [23,24].

The comparative approach described in this study has its limi-
tations. However, it may prove usefulness of predicting pheno-
type in patient with PAIS who have management issues relating
to sex assignment.

Though it is still common practice to perform the laparo-
scopic gonadectomy soon after puberty, in the existing litera-
ture sources the timing of gonadectomy is now becoming con-
troversial and many women prefer to postpone or decline the
surgical procedure. Despite of the fact that gonadal germ cell
cancer development is a rare event, gonadectomy after puberty
is general recommendation in CAIS patients. For PAIS patients
recommendations are more variable. Overall, the existing scien-
tific data reflect the need for evidence-based guidelines on pro-
phylactic gonadectomy in AIS patients.
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SUMMARY

ANDROGEN INSENSITIVITY SYNDROME,
REVIEW OF LITERATURE BASED ON CASE REPORTS

"Markosyan R., *Volevodz N.

"Yerevan State Medical University after M. Heratsi, Department of Endocrinology;
’Endocrinology Research Centre, Moscow, Russia

The article describes one of the forms of 46 XY DSD which is
related to androgen peripheral actions. There are two disorders
related to DSD with preserved testosterone production by the
testes, which are Androgen insensitivity syndrome (AIS) and
type So-reductase deficiency. Although the above-mentioned

conditions have similar clinical manifestations, they are initiated
by different pathogenetic mechanisms. AIS has X-linked
recessive inheritance pattern and is presented by total or partial
insensitivity of androgen receptors to male sex hormones.
Keywords: androgen receptor, insensivity, genital ambiguity.

PE3IOME

CUHAPOM PESUCTEHTHOCTH K AHJIPOT'EHAM,
OB30P JIMTEPATYPbI HA OCHOBE KJIMHUYECKHUX CJIYYAEB

"Mapxkocsin P.JI., 2Bosiesoa3 H.H.

!Epesanckuii 2ocydapcmeennviil meduyunckutl yrugepcumem um. M. epayu, kagpedpa snookpunono2uu, Apmenus;
2HayuonanbHvlil MeOUYUHCKULL UCCLe008amenbCKull yenmp sHookpunonro2uu, Mockea, Poccus

OpnHOM M3 IPUYUH, MPUBOAALINX K HAPYIICHHIO GopMUpO-
BaHUs nosia y manpunkoB (HOII 46XY), sBasercsa Hapymie-
Hue nepudeprdeckoro aedcTBus anaporenos. M3 32 uccie-
noBaHHbIX manueHToB ¢ HOII 46XY orobpano 4 manueHTa
¢ HapymieHuem mnepu(epHyecKoro NeiCTBHs aHIPOTEHOB,
KPUTEPHUSMH KOTOPOIO SBISAJIOCH OTCYTCTBUE JEPUBATOB
MIOJIJIEPOBBIX IIPOTOKOB, a TaKXKe HAJIMYUE COXPAHHOTO OHo-
CHUHTE3a TeCTOCTEPOHA, OLIGHEHHOTO MO JaHHBIM UCCIEI0Ba-
Husl 0a3aabHOTrO MpOQWIS CTEPOUIOB WIN/U ITIOCIE CTHMY-
JSIUH XOPUOHWYECKOTO TroHajzoTponuHa desoseka (XI'Y).
B 3aBucuMocTH OT BO3pacTa, NalUEHTaM MPOBOAUIOCH

TOPMOHAaIbHOE 00CIle0BaHue, KOTOpPOE Ui JeTeil aommy-
0OepTaTHOrO BO3pacTa BKIIOYAIO OMpEeIcHHEe 0a3albHBIX U
CTUMYJIHPOBAaHHBIX Ha npobe ¢ XI'Y ypoBHeil TecTocTepoHa
U UTHUJPOTECTOCTEpOHA. Y TMaIlMeHTOB, JOCTUTHIMX I0JIO-
BOW 3peNoCTH, ONpPENesNINCh YPOBHU JIIOTEMHU3UPYIOILETO
U (OJUTHKYIIOCTUMYITHPYIOIIETO0 TOPMOHOB M TE€CTOCTEPOHA.
Bcem nanuenrtam BoinosHeH aHanu3 reHa AR. B uccrnenye-
MOH KOTOpTe MalMeHTOB MyTaluu B reHe AR BBISIBICHBI BO
Bcex ciydasx. M3 4 manueHToB ¢ To0Ka3aHHBIM aedekTom AR
3 ObLTH MEPBOHAYATBHO 3aPETUCTPUPOBAHBI B )KEHCKOM II0OJIE,
a 1 - B My>CKOM IIOJIE.
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