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Hypothalamic amenorrhea (HA) is associated with dys-
function of the hypothalamic-pituitary-peripheral endocrine
axes, leading to infertility and bone loss, and usually is
caused by chronic energy deficiency secondary to strenuous
exercise and/or decreased food intake. Energy deficiency
also leads to hypoleptinemia, which has been proposed, on
the basis of observational studies as well as an open-label
study, to mediate the neuroendocrine abnormalities associ-
ated with this condition. To prove definitively a causal role of
leptin in the pathogenesis of HA, we performed a random-
ized, double-blinded, placebo-controlled trial of human
recombinant leptin (metreleptin) in replacement doses over

JIENTUH - CPEACTBO And JIEHEHUA

36 wk in women with HA. We assessed its effects on repro-
ductive outcomes, neuroendo-crine function, and bone
metabolism. Leptin replacement resulted in recovery of
menstruation and corrected the abnormalities in the
gonadal, thyroid, growth hormone, and adrenal axes. We
also demonstrated changes in markers of bone metabolism
suggestive of bone formation, but no changes in bone min-
eral density were detected over the short duration of this
study. If these data are confirmed, metreleptin administration
in replacement doses to norma-lize circulating leptin levels
may prove to be a safe and effective therapy for women
with HA.

r’MNOTAJTAMUYECKOWU ®OPMbl AMEHOPEU

vnoTanamuyeckana dopma ameHopeu, CrneacTBueEM
KOTOPOW 3a4acTylo ABNSETCHA He TONbKO 6ecnnogue, HO U
CHUXEHWE MUHEepanbHOW MIOTHOCTU KOCTHOW TKaHu
(MMKT), 06bl4HO BO3HMKAET Ha (hOHE XPOHMYECKOro ae-
uumTa sHeprum. Oeduumut SHEprum MOXEeT pas3BUTLCS
Y JKEHLUMH NpU BbICOKMX (DU3MYECKUX Harpyskax unm
NnoTpe6neHnn HELOCTATOYHOrO KONMMYecTBa NULLM. JHep-
reTM4ecknii 4emunT 3aKOHOMEPHO NPUBOAUT K rMMosen-
TMHEMMWW, NOCPEeACTBOM KOTOPOW, MpeanonaratT, U pa3su-
BalOTCs HEMPO3HIOOKPWHHbIE HapylueHus. C Lenbo goka-
3aTb ONPedensloLlyo poflb rMNonenTMHeMuUn B naTore-
Hese rmnotanamMmmyeckon opmbl aMeHopen BbINOMHEHO
OBOVHOE Ccrenoe paHgoMU3MPOBaHHOE nnauebo-KOHTPO-
nMpyemoe uccrnefoBaHne 3EEKTUBHOCTN 3aMeCTu-
TeNbHbIX [O3 YeNIOBEYECKOro PEKOMOWHAHTHOMO NenTuHa

(MeTpenenTuH) B NeYeHnn rmnoTanaMm4eckon aMeHopeu.
MpoOomknTenbLHOCTL Tepanum MeTPeNenTMHOM CocTaBuna
36 Hep. B nccneposaHum oueHvBanuy BnvsHUe npenapara
Ha nokasaTenu penpoayKTUBHOIO 3[,0POBbSA, HEMPOIHAOK-
PUHHbIE PYHKLMN N KOCTHbIA MeTabonuam. PesynsraTtom
neYeHus ABUI0Cb BOCCTAHOBIIEHNE MEHCTPYanbHOW dyHK-
unn, HopManuaaums NPOAYyKLMN NOSOBbIX, HAANOYEYHUKO-
BbIX M TUPEOUOHBLIX FTOPMOHOB, @ TakKXXe COMaTOTPOMNuHA.
Kpome Toro, oTMe4eHO NoBbILLEHNE KOHLEHTPaLUMi MapKe-
poB KocTeobpasoBaHus. iameHeHnn MIMKT 3a ctonb Ko-
POTKUIA NPOMEXYTOK BpeMeHn He oTMe4eHo. Ecnu nony-
YeHHble JaHHble MOATBEPAATCA B AalbHENLLMX UCCefoBa-
HUSX, Tepanus MeTpenenTUHOM CMOXET OKa3aTbcs addpek-
TMBHbIM 1 6€30MnacHbIM METOAOM JleYeHus runotanamu-
4YeCckon hopMbl aMEHOPEMN.
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MENOPAUSE IN WOMEN
WITH TYPE 1 DIABETES
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lena.sjoberg @ helsinki.fi
Menopause. 2011 Feb;18(2):158-63

OBJECTIVE: Our objective was to study age at meno-
pause and the factors associated with it in a large population-
based group of Finnish women with childhood-onset type
1 diabetes.

METHODS: We contacted a sample of 978 women with
type 1 diabetes and mailed them a questionnaire on their
gynecological and reproductive histories, diabetes and its
management, other diseases, and lifestyle factors. The
questionnaire survey was repeated 3 years later among
those 641 who responded in the first round and were eligible
to take part. Both cross-sectional and retrospective epidemi-
ological cohort study designs were applied to study factors
associated with the occurrence of menopause.

RESULTS: The median age at cessation of menstruation
observed in women with type 1 diabetes was 52.5 years,

MEHOIMNAY3A Y XEHLIWH
C CAXAPHbIM AMABETOM TUNA1

Llenbto HacTosiLero uccrnefoBaHus siBUnacb OLEHKa
BO3pacTa HacTynieHns MeHonay3bl U CBA3AHHbIX C 3TUM
(haKTOPOB Y (PUMHCKUX XEHLLMH, CTpajaromnx caxapHbiM
anaéetom Tnna 1 (Ch 1) c petctea. MicxogHo B nccnenosa-
HWe 6b1n BKNOYEHbI 978 XeHLWmMH. YyacTHmuam pasocna-
NN aHKeTbl C BOMpPOCaMK, KacatoLMMUCH TUHEKONOrn-
YeCKOro aHamHesa, caxapHoro amabera, caxapoCHUXaro-
Len Tepanuu, COMyTCTBYHOLUMX 3abofieBaHUn n obpasa
XMn3HW. CnycTa 3 roga NOBTOPHO aHKeTUpoBaHa 641 XeH-
LLMHa M3 Yucna MCXOQHO BKITHOYEHHBbIX B MCCnefoBaHue,
YTO MO3BOMWIIO MPOBECTU Kak nornepe4vHoe, Tak U peTpoc-
NEKTUBHOE WU3yYeHUe (PaKTOpPOB, acCCOUMMPOBaHHbLIX C
HacTynneHnemM meHonayabl.

Peaynbrathl: cpegHuii BO3pacT HacTyneHns MeHonay-
3bl Y XeHLLUMH, cTpagatowmx CO 1, coctaeun 52,5 roga, 4to
aHasnorM4yHo TakKoBOMY B 060Ller (UHCKOW nonynsauumn
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not lower than that of the general Finnish population
(median, 51 y). Women with end-stage renal disease (preva-
lence ratio, 2,22; 95% ClI, 1,22-4,02; p=0,009) or prolifera-
tive retinopathy (prevalence ratio, 1,89; 95% ClI, 1,11-3,21;
p=0,02) were more likely than others to have entered
menopause by the time of the study. Both associations
remained statistically significant after age adjustment.

CONCLUSIONS: Age at menopause in women with type
1 diabetes is not lower than that in the general population
in Finland. The only statistically significant factors independ-
ently associated with earlier menopause in our study were
microvascular complications, that is, end-stage renal dis-
ease and proliferative retinopathy.

(megmaHa — 51 rog). XKeHLUMHbI C TEpMUHANIBHOW CTaamen
XPOHUYECKOM 60s1e3HM MNo4YeK (OTHOLLEHWE pacnpocTpa-
HEeHHOCTU — 2,22; 95% — noBepuTenbHbIN nHTepean — AN —
1,22-4,02; p=0.009) nnn nponudcepatMBHOM cTagnen pe-
TMHONaTUK (OTHOLLEHUE pacnpocTpaHeHHocTH — 1,89; 95%
O 1,11-3,21; p=0.02) yaile ocTanbHbIX HA MOMEHT MpPO-
BeeHNs UccnegoBaHusa coobuiann o mMeHonayse. Bsaw-
MOCBSI3M OCTaBanMCb CTAaTUCTUYECKM 3HAYUMbIMK MOCHe
NnonpaBoOK Ha BO3pacT y4acTHUL,

3akoyeHne: BO3pacT HaCTYMNEHNss MeHONAy3bl Y XXEH-
wmH ¢ C Tuna 1 He oTnMYyaeTcs OT TaKOBOro B 06LLEN MNo-
nNynauum UHCKMX XeHLWMH. Bonee paHHee HacTynneHve
MeHonay3bl CTaTUCTUYECKM 3HAYMMO accouuupyeTcss C
TakKMMM MUKPOCOCYOUCTLIMIN OcnoxHeHusamn Cl, kak Tep-
MUHasbHasa cTagma XPOHUYECKOM 60S1E3HM NOYEK U NPOnK-
hepaTnBHasa peTuHonaTus.
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HORMONAL SUPPRESSION AND RECOVERY
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Methods. This prospective US multicenter trial of leupro-
lide acetate 1-month depot (7,5-15 mg) for central preco-
cious puberty utilized an open-label treatment period, long-
term follow-up, and adult callback. Forty-nine females <9
years old with Tanner breast stage = 2 before 8 years and
6 males <10 years old with Tanner genital stage > 2 before
9 years with stimulated LH > 10 IU/L and bone age ad-
vance = 1 year were enrolled.

Results. Subjects were treated for 3,9+2,0 years. Mean
peak GnRH-stimulated LH and FSH were prepubertal after

NMPUMEHEHUE NEYINPOJINOA

the first dose and remained suppressed throughout treat-
ment. During treatment, mean estradiol decreased to the
limit of detection and mean tes-tosterone decreased but
remained above prepubertal norms. During posttreatment
follow-up (3,5 + 2,2 years), all patients achieved a pubertal
hormonal response within 1 year and menses were reported
in all females > 12 years old. No impairment of reproductive
function was observed at adulthood (mean age: 24,8 years).

NMPU LUEHTPAJIbHOWU ®OPME NPEXJEBPEMEHHOIO

NnoJyioBOIro CO3PEBAHUA

[MpoBeAEeHO OTKPbLITOE MHOMOLEHTPOBOE MPOCMEKTUB-
Hoe nccnegoBaHne aPEKTUBHOCTU MPUMEHEHMSA NIeynpo-
nupa-geno (7,5-15 mr/mec) npu LeHTpansHon hopme npe-
XAEBPEMEHHOro NonoBOro co3pesaHus. B nccnegosaHne
ObInn BKNtOYEHbI 49 OeBOYeK B Bo3pacTe A0 9 NeT ¢ yBenu-
YeHMEeM MOSOYHbIX Xefes3 Ao 2-i cTenexHu u 6onee no TaH-
Hepy (passmBLUMMCA 00 8 NeT) 1 6 ManbyYnKoB B BO3pacTe
0o 10 net co 2-11 CTeneHblo NOfoBOro co3peBaHus no Tak-
Hepy (pa3suBLLeMcs Ao 9 NeT), a Takxke CO CTUMYNUPOBaH-
HbIM ypoBHem JTI = 10 EQ/n v KOCTHbIM BO3pacToMm, onepe-
>XKarLmnm OeACTBUTENbHbIN BO3pacT Ha rof 1 6osee.

Pesynbrathl: yHaCTHUKKM UCCe[oBaHWA Nomyyany neye-
Hue B TedeHue 3,9+2 roga. CpegHue nukoBble ypoBHuW JTT 1

®CI nocne BeegeHusa NP cHu3mnuceb 0o npenybeprat-
HbIX 3HA4YeHWI NOcne NepBoKr [03bl eynponuga n ocra-
BanvCb NoAaBfieHHbIMU OO OKOHYaHWs nedeHus. CpegHue
KOHLIEHTpaLun 3cTpaguona CHU3UNUCL A0 Heornpepense-
MbIX labopaTtopHbIMM MEeTO4amMM, OfHAKO cpefdHue KOH-
LeHTpaumm TecToCTepoHa OCTaBanuChb Bbille npenybep-
TaTHbIX 3Ha4YeHun. B nepuopf nocneayoLwero HabniogeHNs
(3,5+£2,2 roga) ropmoHarsnbHble NoKasaTenm BCex y4acTHu-
KOB McCCnegoBaHua JOCTUMNKM nybepTaTbiX 3HaYEHUH,
MEHCTpYyaumm HacTynunu y BCex AeBo4YeK nocne 12 ner.
B panbHeremM HMKaKUX OTKIOHEHUA B PenpoOayKTUBHOM
3[0POBbE YHACTHNKOB HE Habnoganu.
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FOLLICLE-STIMULATING HORMONE PROMOTES
RANK EXPRESSION ON HUMAN MONOCYTES

Cannon JG, Kraj B, Sloan G

School of Allied Health Sciences, Medical College of Georgia, Augusta, GA 30912, USA

cannon@mcg.edu
Cytokine. 2011 Feb;53(2):141-4

Elevated serum concentrations of follicle-stimulating
hormone (FSH) are associated with diminished bone density
in women, beginning years before menopause and the
decline in estradiol. We hypothesized that FSH promotes
development of myeloid cells toward the bone-resorbing
osteoclast phenotype. This was tested by isolating peri-
pheral blood mononuclear cells from nine healthy adults,
incubating them in the presence of FSH at three different
con-centrations spanning the physiological range, and
then measuring the expression of receptor activator for
NF-kB (RANK, a surface marker for osteoclasts) on CD14(+)
cells by flow cytometry. In the absence of FSH, 3,3+0,5%
of the cells expressed high levels of the receptor (RANK

OCIr CTUMYJIUPYET 3KCIMNMPECCUIO RANK
HA MOHOLIUTAX YEJIOBEKA

MoBbiLEHME CbIBOPOTOUHBLIX KOHUeHTpauuii GCIT acco-
LMNPYETCA CO CHMXEHNEM MUHepasibHOW MIOTHOCTU KOC-
THoW TkaHu (MIMKT) 3agonro o HacTynneHns MeHonaysbl
W CHWXEeHWA NpoayKuum scTtpaguona. bbino BbickasaHo
npegnonoxexue, 4to OCIT ctumynupyeT amdepeHLMpoB-
Ky KNeTOK MWENOMOHOro pocTKa B HanpaBfeHUn OCTEOK-
nactoB. 9Ta runoTesa 6bina NPOTEeCTMPOBaHA Ha U30NNPO-
BaHHbIX MOHOLMTax nepudgepn4eckon Kpoem 9 300pOBbIX
[o6poBonbLeB. NHKy6aLmio KynbTypbl KNETOK MPOBOAMN
BmecTe ¢ OCI B Tpex pasHbIX PM3MONOrMHECKUX KOHLIEH-
Tpaumsx. YpoBeHb 3KCrpeccuu peuenTopa-aktusaropa
saepHoro daktopa kanna-B (RANK — memM6paHHbIn Map-
kep ocTeoknactoB) Ha CD14(+) oueHMBanu C MOMOLLbIO
NOTOYHOM LLUTOMETPUMN.

Pesynbtatbl: B otcytctBumM OCIT Tonbko Ha 3,3+0,5%
KNeToK Habnoganu Bbicokyto akcnpeccunio RANK. MNpu no-
BblLLEeHNU KOoHUeHTpaumn OCI BbIsSIBIEHO J0303aBUCUMOE
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(high)). Increasing concentrations of FSH caused a bipha-
sic dose-response, with a maximal (1,5-fold) increase in
RANK(high) cells achieved with 50 mlU/ml FSH (p=0,02).
Cytokines that influence development of osteoclasts were
also measured in culture supernatants: macrophage colony
stimulating factor (M-CSF), osteoprotegerin (OPG) and
tumor necrosis factor — a (TNF-a) concentrations were not
significantly influenced by FSH, whereas RANK-ligand was
undetectable. This study supports the concept that the ele-
vated circulating concentrations of FSH during perimeno-
pause may contribute to the increased rate of bone loss by
promoting the development of osteoclast precursor cells.

noeblweHne akcnpeccun RANK. Haubosnbluee noBbllle-
Hue akcnpeccum RANK (1,5-kpaTtHoe) 0OTMEYEHO Mpu KOH-
uenTtpaumax ®CIC 50 mEp/mn (p=0,02). Kpome Toro, B
MHKYOUPOBaHHOM KynbType OblIN MccneoBaHbl YPOBHU
ApY-TYX LUUTOKWHOB, onpefensiowmx audgepeHuUmpoBKy
OC-TEOKNacToB: MakpodaranbHOro KOJIOHMeCTUMYNPYIO-
wero daktopa (M-KC®D), dhaktopa HEKpo3a onyxonem — a
(®HO-a), octeonpoterepuHa (OIMl), nuranpa-RANK
(RANKL). CtatncTnyeckn 3Ha4MMbIX KOPPEenaunm mexay
M-KC®, ®HO-a, OMNIM n yposHem DOCI He BbISBEHO.
RANKL B KynbType He o6Hapy>eH. 3akfoyeHne: pesysb-
TaTtbl JAHHOrO WCCNefoBaHWs MOATBEPXOAIOT rMnoTesy
0 ToM, 41O noBbiweHne OCIT BO BpeMs nepumeHonay3bl
MOXeT Ccnoco6cTBoBaTth CHuxXeHuto MIKT u3-3a ctumy-
nMpoBaHusa anddepeHLMPOBKN MPEOCTEOKNACTOB.
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A LARGE MULTINATIONAL STUDY

OF VASOMOTOR SYMPTOM PREVALENCE, DURATION,
AND IMPACT ON QUALITY OF LIFE IN MIDDLE-AGED WOMEN
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From the Collaborative Group for Research of the Climacteric in Latin America (REDLINC)

Menopause. 2011 Mar 14. [Epub ahead of print]

OBJECTIVE: The aim of this study was to determine
vasomotor symptom (VMS) prevalence, duration, and im-
pact on quality of life in middle-aged women using a vali-
dated menopausal tool.

METHODS: The Menopause Rating Scale (MRS) and
an itemized questionnaire containing personal sociodemo-
graphic data were used to examine 8,373 women aged 40
to 59 years from 22 healthcare centers in 12 Latin American
countries.

RESULTS: Less than half (48,8%) of all women studied
were postmenopausal, 14,7% used hormone therapy (HT),
54,5% presented VMS of any degree, and 9,6% presented
severe/bothersome symptoms.

Therate of VMS (any degree) significantly increased from
one menopausal stage to the next. HT users presented more
VMS (any degree) than did nonusers (58,6% vs 53,8%,
p=0,001). When surgical postmenopausal women were
compared, non-HT users displayed a higher prevalence
of severe VMS (16,1% vs 9,0%, p=0,0001). The presence

MHOIOUEHTPOBOE UCCJIEAOBAHUE

of VMS of any degree was related to a more impaired qua-
lity of life (higher total MRS score; odds ratio, 4,7; 95%
Cl, 4,1-5,3). This effect was even higher among women
presenting severe VMS. Logistic regression analysis deter-
mined that the presence of severe psychological/urogenital
symptoms (MRS), lower educational level, natural perime-
nopause-postmenopause status, nulliparity, surgical meno-
pause, and living at high altitude were significant risk factors
for severe VMS. HT use was related to a lower risk. A second
regression model determined that surgical menopause,
intense psychological/urogenital symptoms, and a history
of psychiatric consultation were factors related to severe
VMS persisting into the late postmenopausal stage (5 or
more years).

CONCLUSIONS: In this Latin American middle-aged
series, VMS prevalence was high, persisting into the late
postmenopausal phase in a high rate and severely impai-
ring quality of life. HT use was related to a lower risk of
severe VMS.

PACINMPOCTPAHEHHOCTU BASOMOTOPHbIX CUMINTOMOB
N X BJINAHNA HA KAHECTBO XXWU3HW XXEHLUWH CPEOHUX NET

B vccnepoBaHne 6binn BKIHOYEHbI 8373 XUTENbHULbI
JlatnHckon Amepukm B Bo3pacTte 40-59 neT, ans aHKeTupo-
BaHUs KOTOPbIX UCNOMb30BaHbl LLIkana cuMnTOMOB MeHOo-
nay3bl 1 counogemMorpatmyeckme OnpPoOCHNKM.

Pesynbratbl: 4yTb MeHee NonoBuHbI (48,8%) XEHLLUMH,
NPUHSABLUWX y4acTue B UCCe40OBaHUK, Oka3annch B MOCT-
MeHonay3se, 14,7% nony4any 3amMecTUTESIbHYH0 FOpPMO-
HanbHyto Tepanuio (3IT), 54,5% npenobsaBnanv xanoobl
Ha Ba30MOTOPHbIE CUMMATOMbI Pa3fIM4HON BbIPaXKEHHOCTMU,
9,6% >XXEHLMH 6eCrNOKOUN CUSIbHbIE N YCTONYMBbIE BA30-
MOTOpPHbIE CMMMTOMbI. XKeHLmMHbl, nonyyatowme 3T, B
Lefniom nNpeabaBnsnm 60mbLUe Ba30MOTOPHbIX Xanob, Yem
XEHLWHbI, He nony4yawowme ee (58,6% npotue 53,8%,
p=0,001). OpgHako Npu CPaBHEHWM XXEHLLMH C XUpypruyec-
KOW MeHomnay3on, nosnyvawLwmx 1 He nonyyatowmx 3T,
0Ka3anoch, YTO BbIPaKEHHbIMWU BA30OMOTOPHbLIMW CUMMTO-
MaMu Yallle cTpagany XeHLWMHbI, He nonyyaroLlme 3amec-
TuTenbHov Tepanum (16,1% npotue 9,0%, p=0,0001). Hanu-
Yyre Ba30MOTOPHbIX CMMMNTOMOB acCoLMMPOBAaoCh C yXya-
LLIeHMeM Ka4ecTBa XWU3HW (OTHOLLEeHWe LWaHcoB — 4,7; 95%

poseputenbHbI MHTepsan 4,1-5,3). PerpeccnoHHbIn aHa-
N3 nokasar, YTO BblpaXXeHHbIE Ncmxonormyeckme/ ypore-
HUTarnbHble CUMMNTOMbI, HU3KWUIA O6pasoBaTesibHbIA Ypo-
BEHb, €CTECTBEHHasa nepumMeHonaysa/noctMmeHonaysa, oT-
CyTCTBME OEPEMEHHOCTEN B aHaMHe3e, Xupypruyeckas
MeHomnaysa WM NpoXuBaHWe BbICOKO Haf YPOBHEM MoOpsi
0Kasanuncb CTaTUCTUYECKN 3Ha4YMMbIMU hakTopamm pucka
pas3BUTUA BbIPaXKEHHbIX BA30MOTOPHbLIX MeHoMnay3anbHbIX
nposisnieHnn. 3T B CBOK O4epedb accouumpoBanachb C
MEHbLLUUMWU puckamu. Kpome Toro, 6b110 BbISIBIEHO, YTO
XUpypruyeckas MeHornay3sa, BblpaXKeHHbIe MCUXOsiormyec-
Kne/yporeHuTasnbHble Xanobbl, NCUXMYECKNE 3a60neBaHns
ABNAIOTCA (pakTOpamMm pucka Hanmyns Ba30MOTOPHbIX
CYMMNTOMOB 4epe3 5 neT 1 6onee nocne meHonay3abl. 3ak-
noYeHne: pesyneTaTtbl UccrefoBaHns MPoAeMOHCTPUPOBa-
NN BbICOKYIO PacrnpOCTPaHEHHOCTb BA30MOTOPHbIX Xanob
Cpeam XeHLUMH cpedHuX neT, NpoXuearoLmx B JlaTMHcKon
AMepuKe, 4TO 3a4aCTYI0 CKa3bIBAETCHA HA KAYECTBE UX XMN3-
Hu. 3I'T accoummpyeTcsi C HU3KUM PUCKOM BbIpPaXKeHHbIX
Ba30MOTOPHbIX CUMMATOMOB.
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DISTINCTIVE FEATURES OF FEMALE-TO-MALE TRANSSEXUALISM
AND PREVALENCE OF GENDER IDENTITY DISORDER IN JAPAN
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J Sex Med. 2011 Apr 7. doi: 10.1111/j.1743-6109.2011.02252.x. [Epub ahead of print]

Introduction. The prevalence of transsexualism is thought
to differ among socio-geographic backgrounds, and little
is known about its prevalence in Japan. Polycystic ovary
syndrome (PCOS), which is known to be associated with
insulin resistance and metabolic syndrome, is often seen in
female-to-male (FTM) transsexual patients. Consequently,
detection of PCOS is an important part of health care for
these individuals.

Aim. The purpose of this study was to assess the preva-
lence of Transsexuality in Japan, as well as the incidences
of PCOS and insulin resistance among Japanese FTM
transsexual patients. One hundred four male-to-female
(MTF) and 238 FTM Japanese.

Methods. Transsexual patients were studied. Medical
histories, including histories of menstrual cycling and hor-
mone treatment, were taken. To exclude other diseases,
such as congenital adrenal hyperplasia and hormone-
secreting tumors, thorough medical assessments, including

transvaginal or transrectal ultrasonography and measure-
ment of serum hormone levels and insulin resistance
indexes, were performed. Main The diagnosis of PCOS was
based on the Rotterdam Outcome Measures. Based on
demographic statistics, the 2003 criteria.

Results. Prevalences of MTF and FTM transsexuality
are about 3,97 and 8,20 per 100 000 people, respectively,
making the MTF-to-FTM ratio about 1:2. Of the FTM trans-
sexual patients studied, 128 had not taken hormones before
their initial assessment (untreated group); the remaining
50 self-administered androgen. Among the untreated group,
32,0% were diagnosed with PCOS, 30,1% were insulin-
resistant, and 31,1% showed hypoadiponectinemia.

Conclusions. The sex ratio among Japanese trans-
sexuals is different than among Caucasians. PCOS and
insulin resistance are common findings in FTM transsex-
ual patients at initial presentation.

OTNINYUTEJIbHbIE OCOBEHHOCTU XKEHCKOI'O TPAHCCEKCYAJIU3MA
N PACNMPOCTPAHEHHOCTb HAPYLWWEHUX NOJ1IOBOU MAEHTUYHOCTU B ANOHUA

PacnpocTpaHeHHOCTb TpaHccekcyanuama BapbUpyeT
OT pernoHa K pervoHy. B To xe Bpemsa O pacnpocTpaHeH-
HOCTW TpaHccekcyanuama B AnOHUKM NpakTU4eCKU HNYero
He N3BeCTHO. KpoMe Toro, MHTepeceH pakT BbICOKOM Bbl-
ABNAEMOCTM CMHOPOMA MOSIMKUCTO3HbIX AnYHMKoB (CIA)
N WHCYNIMHOPE3UCTEHTHOCTU Y MAUMEHTOB C XXEHCKUM
TpaHccekcyanuaMoM. B cBA3M ¢ 3TMM Lenbio HaCTOALLEro
MCCNEeoBaHNA sBUMacb OLEHKa pacnpoCTPaHEeHHOCTU
TpaHccekcyanuama B AnoHun n CI4 cpegn naumeHToB ¢
XEHCKMM TpaHccekcyanuamom. B uccneposaHve 6binun
BKJOYEHbI 238 nauneHToB, cTpafaroLLnX XXEHCKMM TpaHC-
cekcyanuamom, 1 104 naymeHTa ¢ My>ckom OpMOn TpaHe-
cekcyanuama. Y naumeHToB C XXEHCKUM TPaHCCEKCYanm3om
Obls1 COBpaH TMHEKONOrMYECKMA aHaMHE3, WCKITHYEHbI
BpOXAEHHass OUCHYHKUMS KOpbl HAaAMO4e4YHUKOB, FOPMO-
HaNbHO-aKTUBHbIE OMYXOSn, BbIMOSIHEHbI TPaHCBarMHasb-
Hble 1 TpaHCpeKTalbHble YNbTPa3ByKOBbIE UCCefoBaHNs,
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OLEHEHbI YPOBHW TFOPMOHOB, WHCYNMHOPE3UCTEHTHOCTMU.
OunarHoctnka CIIA ocHoBbIBanace Ha PoTTeppoamckumx
KpuTepusix. Pe3ynbratbl: pacnpoCTpaHEeHHOCTb MYXCKOMo
M DKEHCKOro TpaHccekcyanmama B SAnoHum cocTtasuna
3,97:100 000 1 8,2:100 000 cooTBeTCTBEHHO. OTHOLLEHME
pacrnpoCcTpaHeHHOCTM MYXCKOro TpaHccekcyanmama K
»XXeHCKoMy cocTasuna 1:2. Ha momeHT nccnepgosaxmsa 128
NauMeHTOB C XXEHCKMM TpaHCCekcyanu3MOM ropMoHasb-
HoW Tepanun He nony4Yanu. OctaBwmeca 50% naumMeHToB
caMOoCTOoATENbHO nony4Yanu aHpporeHsl. Cpegn nauuves-
TOB, He nonyvaroLmx federms, y 32% 6bia amarHocTupo-
BaH CIN4, y 30,1% — MHCYNMHOPE3UCTEHTHOCTL, Y 31,1% —
rMnoagunoHeKTUHEMNS. 3akfiio4yeHne: COOTHOLLEeHME
dopm TpaHccekcyanuama B AnoHMM OTNMyaeTcsa oT Apy-
rmx pernoHoB. CI¥ M MHCYNMHOPE3NUCTEHTHOCTb Xapak-
TEePHbl A5 NauMEHTOB C XXEHCKMM Tpaccekcyann3mom
eLLe 0o Havarna fieyeHus.
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METFORMIN IS A REASONABLE FIRST-LINE TREATMENT OPTION
FOR NON-OBESE WOMEN WITH INFERTILITY RELATED
TO ANOVULATORY POLYCYSTIC OVARY SYNDROME.

A META-ANALYSIS OF RANDOMISED TRIALS

Johnson N

Fertility Plus, Green Lane Clinical Centre, Repromed Auckland,
105 Remuera Road, University of Auckland, Auckland, New Zealand

J Clin Endocrinol Metab. 2011 Apr 6. [Epub ahead of print]

Background: There are differences in opinion as to
whether metformin should play a role in the primary treat-
ment of anovulatory infertility for women with polycystic
ovary syndrome (PCOS). Aim: The aim of this study was to
ascertain the best available evidence comparing metformin
versus clomiphene treatment for non-obese women with
anovulatory infertility related to PCOS. Methods: Meta-
analysis of available data from randomised controlled
trials that examined metformin versus clomiphene for the
subgroup of women in the lower body mass index (BMI)
range (primarily non-obese). Primary outcomes were

clinical pregnancy and live birth. Results: For women with
BMI < 30-32 kg/m(2) clinical pregnancy rates were 36,7%
(52/142) for metformin and 35,7% (51/143) for clomiphene;
live birth rates were 30,3% (43/142) for metformin and 30,8%
(44/143) for clomiphene. Conclusion: The available ran-
domised trial data show no significant difference in effec-
tiveness of metformin versus clomiphene as ovulation in-
duction agents for non-obese women with anovulatory
PCOS. Metformin and clomiphene are both suitable options
for first-line treatment.

MET®OPMWH - MPEMAPAT NMEPBOM JINHUWN B IEYEHUU BECNNOANS Y XXEHLLMH
C CMHAPOMOM NOJIMKUCTO3HbIX ANYHUKOB BE3 OXXUPEHUS.
METAAHANTN3 PAHAOMU3NPOBAHHbIX UCCJIEAOBAHUU

EOVHOrO MHEHMs o ponu MeTdopMuHa B JleHeHuun
AHOBYNATOPHOro 6eCcnogusa Yy >KEHLWMH, cTpajaroLmx
CUHOPOMOM MONMKUCTO3HbIX ndHMKOB (CI4), He cyluec-
TBYyeT. Llenbio AaHHOro mccnenoBaHus sSBUSICA MeTaaHa-
N3 nccnegoBaHui, oLeHnBaKLLmMX 3pPEeKTUBHOCTb Tepa-
N1 MeTOPMUHOM U KNOMUGEHOM B fIeHEHUN aHOBYNS-
TOPHOrO 6eCnNOAUs Y XeHLLMH 6e3 OXMpeHus. dpdekTns-
HOCTb JIeHeHUs OLIEHNBANM MO YaCcTOTe HACTyNeHns 6epe-
MEHHOCTM W MoKasaTensaMm poxpgaemocTu. Pesyneratbl: y
XEHLUMH C MHOEKCOM Macchl Tena MeHee 30-32 kr/m®

6epeMeHHOCTb Ha (poHe Tepanuu MeT(OPMUHOM Hac-
Tynuna B 36,7% (55/142) cny4aeB, Ha (hOHe Tepanuu
knomungeHom — B 35,7% (51/143) cny4aes; NpOLEHT XMNBO-
poxaeHua coctasun 30,3% (43/142) npu nevyeHun meTt-
dopmuHoM 1 30,8% (44/143) npn nevYeHNn KNOMUGIEHOM.
3akIoyeHne: NoslyYeHHble OaHHble CBUAETENLCTBYIOT 006
OTCYTCTBUWM 3HAYMMbIX pa3nuymi B ahPEeKTUBHOCTN MET-
dopmMrHa 1 KoMUEHA NMpU fiedeHnn 6ecnnoamns y XeH-
wwmH ¢ CMNHA 6e3 oxupennsa. Oba npenapara MOryT UCMOSb-
30BaTbCA B KAYECTBE Tepanmm nepBon IMHUN.
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LIFESTYLE CHANGES IN WOMEN
WITH POLYCYSTIC OVARY SYNDROME

Moran LJ, Hutchison SK, Norman RJ, Teede HJ

The Jean Hailes Clinical Research Unit, School of Public Health and Preventive Medicine,
Monash University, Locked bag 29, Monash Medical Centre, Clayton Road, Clayton Road,

Clayton, Victoria, Australia, 3168

Cochrane Database Syst Rev. 2011 Feb 16;2:CD007506

BACKGROUND: Polycystic ovary syndrome (PCOS)
affects 4% to 18% of reproductive-aged women and is
associated with reproductive, metabolic and psychological
dysfunction. Obesity worsens the presentation of PCOS
and weight management (weight loss, maintenance or pre-
vention of excess weight gain) is proposed as an initial treat-
ment strategy, best achieved through lifestyle changes
incorporating diet, exercise and behavioural interventions.

OBJECTIVES: To assess the effectiveness of lifestyle
treatment in improving reproductive, anthropometric (weight
and body composition), metabolic and quality of life factors
inPCOS.

SELECTION CRITERIA: Randomised controlled trials
comparing lifestyle treatment (diet, exercise, behavioural
or combined treatments) to minimal or no treatment in
women with PCOS.

MAIN RESULTS: Six studies were included. Three stud-
ies compared physical activity to minimal dietary and be-
havioural advice or no advice. Three studies compared
combined dietary, exercise and behavioural interventions

M3MEHEHUE OBPA3A XXNU3HW Y XEHLUNH

to minimal intervention. There were no studies assessing
fertility primary outcomes and no data for meta-analysis
on ovulation or menstrual regularity. For secondary out-
comes, lifestyle intervention provided benefits when com-
pared to minimal treatment for endpoint values for total
testosterone (mean difference (MD) -0,27 nmol/L, 95%
confidence interval (Cl) -0,46 to -0,09, p=0,004), hirsutism
by the Ferriman-Gallwey score (MD -1,19, 95% CI -2,35
t0-0,03, p=0,04), weight (MD -3,47 kg, 95% Cl -4,94 to -2,00,
p<0,00001), waist circumference (MD -1,95 cm, 95% CI
-3,34 to -0,57, p=0,006), waist to hip ratio (MD -0,04,
95% CI -0,07 to -0,00, p=0,02), fasting insulin (MD -2,02
pU/mL, 95% CI -3,28 to -0,77, p=0,002) and oral glucose
tolerance test insulin (standardised mean difference -1,32,
95% CI -1,73 to -0,92, p<0,00001) and per cent weight
change (MD -7,00%, 95% CI -10,1 to -3,90, p<0,00001).
There was no evidence of effect of lifestyle for body mass
index, free androgen index, sex hormone binding globulin,
glucose or lipids; and no data for quality of life, patient
satisfaction oracne.

C CUHAPOMOM MNMOJIMKUCTO3HbIX ANYHUKOB

PacnpocTpaHeHHOCTb CMHAPOMA MOSIMKUCTO3HbIX ANY-
Hukos (CI14) cpeam XeHLWwuH penpogyKTUBHOrO Bo3pacTta
cocTaBnseT 4-18%. ClN4 accoummpoBaH ¢ penpoayKTUBHbI-
MU, METab0IMYECKUMM U NCUXONOTMHYECKUMUN HapyLLEHUS-
Mu. OxxmpeHune ycyryonset TedeHne CI14, nosTomy nepso-
o4yepefHbIMU MEPONPUATUSAMU B JIeHeHUM 3aborneBaHus
ABMAOTCA YMEHbLLEHNE MaccChl Tena u n3MeHeHne obpasa
XU3HW. [MpoaHannanpoBaHbl 6 paHOOMU3UPOBaHHbBIX KOH-
TPONMpPyeMbIX UCCnefoBaHWi, OLeHNBaOLWNX 3PEKTUB-
HOCTb Mogudbmkaumm obpasa Xu3Hu B nederHun Cl4A.
MokazaTtenn epTUbHOCTM U MEHCTPYasibHON OYHKLUK
He ABMAMUCL MPEeOMETOM 3TUX uccnepoBaHuin. OpHako
6b1S10 NOKa3aHo, YTO N3MEHEHNE 06pa3a XUIHN U NUTAHUSA
6naronpuAaTHO CKa3blBAaE€TCA Ha YpPOBHE TECTOCTEpOHa
[pasHuua cpepHux 3HadeHun (MD) — (-0,27) HMonb/A,
95% poBepuTenbHbi nHTepan — AW (-0,46) — (-0,09),
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p=0,004], cteneHn rupcytmama no Lkane deppumaHa-
lfonses [MD (-1,19), 95% OWN (-2,35) — (-0,03), p=0,04],
macce Tena [MD (-3,47 kr, 95% [OW (-4,94) - (-2,00),
p<0,00001], okpyxHocTb Tanum [MD — (-1,95) cm, 95%
On (-8,34) - (-0,57), p=0,006], OTHOLLUEHNMN OKPY>KHOCTb
Tanuu/okpy>xxHoctb 6enep [MD — (-0,04), 95% OU (-0,07) —
(-0,00), p=0,02], ypoBHe nHcynuHa [MD — (-2,02 mkEg/mn,
95% OW (-3,28 ) — (-0,77), p=0,002], pe3ynsTartax Tecra
TONEPaHTHOCTU K [fOoKo3e [cTaHpgapTuanpoBaHHas MD 0
(-1,32), 95% OW (-1,73) — (-0,92), p<0,00001], npoueH-
Te CHwxeHuss maccel Tena [MD - (-7,00)%, 95% [OWU
(-10,1) — (-3,90), p<0,00001]. BnusiHus mogudcpmkaumm o6-
pasa XW3HU U MUTaHUs Ha MHOEKC Macchl Tena, YpOBEHb
CBOGOAHbLIX aHApPOoreHoB, koHueHTpauun CCCI, rnoko3bl,
NUNNZOB, @ TakXKe COCTOSIHME KOXM WM nokasaTenun kaye-
CTBa XXM3HW BbISIBSIEHO He 6bIS10.
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COMMON GENETIC VARIATION IN THE 3'-UNTRANSLATED REGION

OF GONADOTROPIN-RELEASING HORMONE RECEPTOR REGULATES GENE EXPRESSION
IN CELLA AND IS ASSOCIATED WITH THYROID FUNCTION, INSULIN SECRETION AS WELL
AS INSULIN SENSITIVITY IN POLYCYSTIC OVARY SYNDROME PATIENTS

Li Q, Yang G, Wang Y, Zhang X, Sang Q, Wang H, Zhao X, Xing Q, He L, Wang L
Institute of Biomedical Science, Fudan University, No 138, Yixueyuan Road, Shanghai, 200032,

People's Republic of China

Hum Genet. 2011 May;129(5):553-61. Epub 2011 Jan 28

Gonadotropin-releasing hormone receptor (GNRHR) is
amember of the G protein-coupled Ca(2+)-dependent family
of receptors. It interacts with GnRH, whose signaling plays
an important role in thyroid-stimulating hormone (TSH)
secretion and insulin activity. There has been no study on
the genetic effect of GNRHR on TSH secretion and insulin
action in polycystic ovary syndrome (PCOS). We decided
to investigate whether naturally occurring genetic variation
at the human GNRHR locus is associated with thyroid
function, insulin secretion and insulin sensitivity in PCOS.
We undertook a systematic search for polymorphisms
in GNRHR by resequencing the gene and then genotyped
common single-nucleotide polymorphisms across the locus
in 261 PCOS patients well-phenotyped for several metabolic
traits to determine associations. A test for association of

common genetic variants with susceptibility to PCOS was
carried out in a large cohort of 948 subjects. Finally, we
experimentally validated the marker-on-trait associations
using GNRHR 3'-UTR region/reporter analysis in 293T cells.
The 3'-UTR variant rs1038426 was associated with serum
thyroid concentration (p=0,007), change of insulin levels
during oral glucose tolerance test (p=0,004) and insulin
sensitivity index (p=0,014). In a functional study, 3'-UTR
variant T allele increased reporter expression by a trans-
fected luciferase reporter/GNRHR 3'-UTR expression
plasmid. In conclusion, our results strongly suggest that
common genetic variant in GNRHR contributes to the
phenotypic expression of PCOS. The findings suggest
novel pathophysiological links between the GNRHR locus
and thyroid function and insulin secretion in PCOS.

BAPWABEJIbHOCTb 'EHA PELIEMTOPA "'HPI" ACCOLIMMPYETCH C ®YHKUUEN
LWMTOBUAHOU XEJNE3bl, CEKPELUMEUN MHCVYJIUHA, A TAKXXE YYBCTBUTEJIbHOCTbIO
K UHCYJINUHY NPU CUHAPOME NMOJIMKUCTO3HbIX ANYHUKOB

PeuenTop K roHagoTPONUH-PENU3NHT-ropMoHy (pIHPT)
OTHOCUTCA K CEMENCTBY KaslbLMN3aBUCKMbIX, CBA3AHHbIX
¢ G-6enkom. CurHaneHble nytu MHPI B cBOKO o4epenb ur-
patoT BaXKHYIO porib B CEKPeLMM TUPEOTPONHOro ropMoHa
(TTT) n akTMBHOCTM MHCYNMHA. [JO C1X MOp He NPOBOAMNOCH
NCCnefoBaHni, N3yyaroLmx posib PasnuyHbIX reHeTu4ec-
kux BapuaHToB plHPI™ B cekpeuun TTI n gercTBumn HCYNn-
Ha y NauUMEHTOK C CMHOPOMOM MOSIMKUCTO3HbIX AUYHUKOB
(CM4A). Lenblo gaHHOro mccrenoBaHus siBMNach OLEHKa
accoumaumn Mexgy reHetTundeckumn sapuaHtamu plrHPl,
OYHKUMEN LUNMTOBUIOHOM Xesesdbl, Cekpeunen NHCynmHa u
YyBCTBUTENBHOCTBIO K MHCYNMHY npu CI4. Beina nposee-
Ha oueHka nonumopduama plHPIT ¢ nomMoLLblo reHeTnyec-
KOro cekBeHunpoBaHus y 261 nauyneHTkm ¢ ClMA. 3atem Ha

601bLUIOM KOoropTe 13 948 XeHLKH 6bina ndyyeHa B3aMmoc-
BSI3b Hanboree YacTo BCTPEYaOLLIMXCA FTEHETUYECKMX Bapu-
aHToB pIMHPI 1 Hannuuna CI4. N HakoHel, 6bi BbisiBIIEH
xapakTepHbIi BapuaHT 3'-UTR rs1038426, accounmnpoBaH-
Hbll C HapyLeHusMU QYHKUUU LUUTOBUAHON Xenesbl
(p=0,007), W3MEHEHMAMW YPOBHA WHCYyNMHA Ha doHe
rNIOKO30-TonepaHTHoro Tecta (p=0,004) 1 NHOEKCOM 4yB-
CTBUTENBHOCTU K WHCYNuHY (p=0,014). PesynstaTbl uc-
CrnefoBaHus CBUOETENbCTBYIOT O TOM, YTO [AHHbLIN reHe-
TUYeCcKun BapuaHT peuentopa NPl urpaet ponb B pa3su-
Tvm CI4. lMonyyeHHble faHHbIE OEMOHCTPUPYIOT HOBblE
natocumanonorndyeckme cBasnM Mexagy reHom plHPI w
YHKUMEN LUMTOBUMOHOW >Xenesbl/Cekpeunern WHcynuHa
npw CIM4.
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REPRODUCTIVE STATUS IN ADULT MALE LONG-TERM SURVIVORS

OF CHILDHOOD CANCER

Tromp K, Claessens JJ, Knijnenburg SL, van der Pal HJ, van Leeuwen FE,

Caron HN, Beerendonk CC, Kremer LC

Department of Pediatric Oncology, Emma Children's Hospital/Academic Medical Center,

PO Box 22660, 1000 DD Amsterdam, The Netherlands
Hum Reprod. 2011 Apr 12. [Epub ahead of print]

BACKGROUND. This study assessed the long-term
effects of cancer therapies on reproductive status in adult
male childhood cancer survivors, evaluated the treatment-
related risk factors for hypergonadotropic hypogonadism
and assessed the association between the FSH levels and
the later need for assisted reproductive techniques (ART).

METHODS. The study cohort included adult male 5-year
survivors of childhood cancer who were treated in our institu-
tion between 1966 and 2003. Data concerning patient and
treatment characteristics, FSH, LH and testosterone levels
and pregnancy outcome were collected. Multivariate regres-
sion analyses were performed to evaluate the treatment-
related risk factors for disturbances in reproductive endo-
crine status. The diagnostic and predictive values of FSH
and later need for ART were evaluated.

RESULTS. Data on reproductive endocrine status were
available for 488 survivors (86,4%) of the 565 male survivors
who visited the out-patient clinic in adulthood. The median
follow-up time from initiation of treatment to first visit to the
outpatient clinic in adulthood was 15 years. The prevalence

PENPOAYKTUBHbIN CTATYC MY>XX4MH,
NEPEHECLUUX B AETCKOM BO3PACTE
OHKOJIOr'MYECKUE 3ABOJIEBAHUA

B paHHOM wnccnefoBaHuM M3yvanucb OTAASIEHHbIE
3(ppeKTbl NPOTMBOOMYXONEBON Tepanum B OTHOLLUEHUMN
penpoayKTMBHOrO 300POBbS, OLEHMBanNMCb aKTopbl
pucka BO3HUKHOBEHMWS TMMNEpProHafoTPOMHOro runoroHa-
O13Ma, a Takke B3anmocBs3b ypoBHa OCIT n Heobxoou-
MOCTM WCMOSIb30BaHUS BCMOMOraTefbHbIX PenpoayKTunB-
HbIX TexHonorui (BPT) B ganbHenwem. B nccneposaHve
ObINMN BKIOYEHbI 488 MYyX4MH, MepeHecLUnX OHKOMOoru-
Yeckne 3aboneBaHus B AeTcTBe. ViccnenoBaHbl YPOBHM
JI, ®CrI', TecTtocTepoHa W nokasatenn epTUIbHOCTU.
CpenHsis NpofoKUTENIBHOCTL HabMoAeHMs nocne npo-
TMBOOMYXONEBOro fiedeHns coctasuna 15 net. MNoBblweH-
Hble ypoBHU DPCI 1 MOHWXEHHbIE KOHLEHTpauMm TecTo-
cTepoHa oTMeydeHbl B 33% U 12% cny4aeB COOTBETCT-
BEHHO. B kavecTBe OCHOBHbIX (PaKTOPOB puCKa rmnepro-
HaOOTPOMHOro runoroHagnama ObIn BblAefieHbl npuMe-
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rates of elevated FSH levels and decreased testosterone
levels were 33 and 12%, respectively. The use of procar-
bazine, cyclophospha-mide, vinca-alkaloids, other alkyla-
ting agents, pelvic/abdo-minal irradiation, total body irra-
diation and testicular surgery were identified as treatment-
related risk factors for elevated FSH levels. During the follow-
up period, 73 men reported 120 conceptions, which resulted
in 103 live births. Of these men, 56 (77%) were able to
achieve conception naturally. All men whose partners con-
ceived by assisted reproductive techniques (n=13) had
elevated FSH levels at their first visit after their 18th birth-
day (sensitivity: 100%; 95% CI: 71-100%) and all male sur-
vivors with a normal FSH level did not need assisted repro-
ductive techniques (negative pre-dictive value: 100%; 95%
Cl: 89-100%).

CONCLUSIONS. One-third of young adult male survivors
of childhood cancer has elevated FSH levels. FSH appears
to be a very sensitive marker for the need of assisted repro-
ductive techniques in male childhood cancer survivors.

HeHve npokapbasuHa, uukrnodochammaa, ankanonnos,
065y4eHne O6pPHOLLIHOM MNOMOCTM U Tasa, 06JyyYeHne BCEero
Tena n onepatuMBHble BMeLLaTenbCTBa Ha TeCTUKymnax.
3a BpeMsa HabnogeHusa y 73 nap 6b110 oTmedveHo 120 cny-
YyaeB 3a4atma u 103 cnydasn xvsopoxgeHus. U3 Hux B
56 (77%) cny4asx 3a4aTne NPOmn30LLSIO ECTECTBEHHbIM My-
TeM. Bo Bcex cnyyasx npumeHeHus BPT (n=13) y My>X4nH
yXe K 18 rogpam oTmeyvancs noBbIEHHbIA ypoBeHb OCI
(4yBcTBUTENBHOCTE 100%, cneunduyHocTs 71-100%).
My>x4mHam ¢ HopmasnbHbIM ypoBHem DCIT BPT He noTpe-
60Banncb. 3akmo4YeHne: Y TPETU MOJIOAbIX MY>XUMH, Nepe-
HecCLUMX B OETCTBE OHKOMOrmyeckue 3abonieeaHusi, onpe-
OensieTcs NoBbIWEeHHbIN ypoBeHb DCI, ABNAOLLMNACS YHyB-
CTBUTENbHbLIM MPOrHOCTUYECKMM MapKepoM MOTPebHOCTU
B BPT gnsa onnogoTteopeHus.
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ENDOMETRIAL GENE EXPRESSION IN THE WINDOW OF IMPLANTATION
IS ALTERED IN OBESE WOMEN ESPECIALLY IN ASSOCIATION

WITH POLYCYSTIC OVARY SYNDROME

Bellver J, MartHnez-Conejero JA, Labarta E, Alam6 P, Melo MA,

RemohH J, Pellicer A, Horcajadas JA

Instituto Valenciano de Infertilidad; Fundaciyn IVI-Instituto Universitario IVI-University of Valencia,

Calle Guadassuar
Fertil Steril. 2011 Apr 8. [Epub ahead of print]

OBJECTIVE: To determine whether luteal phase endo-
metrial transcriptome is altered in obese women during the
window of implantation (WOI), considering the presence
of infertility, fat distribution and association with polycys-
tic ovary syndrome (PCOS).

DESIGN: Prospective study.

SETTING: University-affiliated infertility clinic, between
May 2007 and March 2009.

PATIENT(S): One control group of women with normal
weight (n=4), and four study groups of obese women (n=6
each one) according to the association with infertility, PCOS,
and ovarian stimulation.

INTERVENTION(S): The endometrium was biopsied 7
days after LH surge or hCG administration in 28 women.

MAIN OUTCOME MEASURE(S): Endometrial gene ex-
pression during the WOI.

RESULT(S): One hundred and fifty-one genes were dys-
regulated in obese groups compared with controls. This

HAPYLWUEHUE 3KCNPECCUUN N'EHOB,
OTBETCTBEHHbIX 3A UMIMJIAHTALIUIO,
Y XXEHLWWH C OXKUPEHUEM

Llensto nccneposaHua siBUnack MnposBepka rmnoTessbl
0 HapyLUeHNAX TPaHCKPUNLUMM OTBETCTBEHHBIX 3a MMMNaH-
TauuMio TeHOB B SHOOMETPUM XKEHLUUH C OXMPEHUEM MU
OLEHKa CBA3W 3TUX HapyLLeHun ¢ 6ecnnopmeM, pacnpe-
OeneHneM XMPOBOW KNeTyaTKm U CUHOAPOMOM MOMMKMUC-
TO3HbIX An4HMKOB (CIMHA). B uccneposaHune 6binm BKIOYe-
Hbl 12 XXEHLLMH C OXXUPEHUEM U 4 XEHLLIMHBI C HOPMasibHON
mMaccon Tena. BeinonHena 6uoncua sHOooMeTpus Yepes 7
OHen nocne ctumynauum osynsaumm (npenapatamm J1IN nnm
XIY). Y XeHLUMH C OXXMpEeHUEM ObInn BbISIBMEHbI HapyLLe-
HuA akcnpeccun 151 reHa. Hapylwenusa okazanucb 6onee
BbIPaXXeHHbIMW Y XXEHLUMH € 6ecrinognemM Ha dhoHe oxXupe-
HWA. OCHOBHbIMW BUONOrMYECKUMK MpoLieccamu, perynu-
pyeMbIMU 3TUMW FreHaMu, OKa3anmcb TPaHCKpUNUus 1 61o-

dysregulation was more pronounced when infertility was
associated. The biologic processes of these genes belon-
ged mainly to development and regulation of different bio-
logical functions such as transcription and biosynthesis.
The molecular functions overrepresented were transcription
and peptide receptor activity. The endometrium of obese
women with PCOS showed dysregulated genes related
to biologic processes such as development, morphogene-
sis, and the immune system, as well as different molecular
functions such as protein binding, binding, growth factor
activity, and carboxylic acid transmembrane transporter ac-
tivity. Some of these genes have been previously related
to implantation and unexplained infertility.

CONCLUSION(S): Obese women present a different en-
dometrial gene expression than controls during the WOI,
which is more pronounced when infertility or polycystic ovary
syndrome are associated.

CVHTE3. B 3HOOMETPUM XEHLLWH C oxknpeHvem n CMHA 6binm
BbISIBSIEHbI HAPYLLEHWSA 3KCNPECCUN FEHOB, PErYNNPYIOLLINX
npouecchbl pasBuThs, MoporeHesa n MUMMYHHbIX Ppeakuuii,
a TakXxe Takue Npouecchbl Ha MOSIEKYSIIPHOM YPOBHE, Kak
CBA3blBaHME 6€eIKOB, aKTUBHOCTb (PaKTOpOB pocTa 1 pabo-
Ta TpaHCMeMOPaHHbIX TPaHCNOPTEPOB. DYHKLMIO HEKOTO-
pbIX MX 9TUX MEHOB paHee CBA3blBaNM C HapyLUeHUSAMU
UMMAaHTaumMmM N Heo6bACHMMBIM 6ecnnogneM. 3aknioye-
HME: Y XEHLLVMH C OXMPEHWEM IKCMPECCUS FEHOB SHOOMET-
pus Npu UMMAaHTaLuMn OTAMYAETCA OT TAKOBOW XXEHLLMH C
HOpMasibHOM Maccon Tena. Hanbosnee BblpaXXeHHbIE Hapy-
LLeHNs1 OTMEeYatoTCsa y XeHWuH ¢ 6ecnnogunem n CIM4A Ha
hOHE OXUPEHUS.
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KLINEFELTER SYNDROME
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Klinefelter syndrome (KS) is the most common genetic
form of male hypogonadism, but overt phenotype becomes
evident only after puberty. During childhood, and even dur-
ing early puberty, pituitary-gonadal function in 47,XXY sub-
jects is relatively normal, but from midpuberty onwards, FSH
and LH levels increase to hypergonadotropic levels, inhibin
B decreases to undetectable levels, and testosterone levels
after some increase plateau at low-normal levels for healthy
adult men. Hence, most adult KS males display a clear
hypergonadotropism with a varying degree of androgen
deficiency; subsequently testosterone substitution therapy is
widely used to prevent symptoms and sequels of androgen

CUHOPOM KNANH®ENBLTEPA

Cunpgpom KnsanHgenstepa — Hambonee pacnpocTtpa-
HeHHasa chopma rMNOroHagu3mMa y MYX4uH, NMPOSBIEHUS
KOTOPOro MaHudecTupyloT nocne nybeprtara. B getckom
W paHHEM MOAPOCTKOBOM BO3pacTe rmnodun3apHoO-TecTu-
KynsipHas ocb y nnu ¢ KapuoTnnoM 47XXY dyHKLMOHUPYET
OTHOCUTENBbHO HOPMarbHO, HO 3atem cekpeuus JII n OCI
BO3pacTaeT, YpPOBEHb MHIMbMHa B cHMxXaeTcs 0o Heonpe-
JensiemblX 3Ha4YeHun, a NpoaykKumsa TecTocTepoHa nocne
He6OMbLLOro BCMylecka CTabunmanpyeTcss Ha HU3KOHOP-
ManbHOM ypoBHe. Bo nsbexaHne KINMHUYecKux nposiene-
HW 1 OCNOXXHEHUI aHAPOreHHoro gedumumTa 60nbLWUNHCTBO
naunMeHToB C CuvHApPOMOM KnanHdenstepa HyxpalTcs
B 3aMEeCTUTENbHOM Tepanunm TecTOCTepoHOM. Buoncus

CBepneHus 06 aBTOpax nepesopa:

deficiency. Testicular biopsies of prepubertal KS boys have
shown preservation of seminiferous tubules with reduced
numbers of germ cells, but Sertoli and Leydig cells have
appeared normal. The testes in the adult KS male are char-
acterized by extensive fibrosis and hyalinization of the
seminiferous tubules, and hyperplasia of the interstitium.
However, the tubules may show residual foci of sperma-
togenesis. Introduction of testicular sperm extraction (TESE)
in combination with intracytoplasmic sperm injection (ICSI)
techniques has allowed non-mosaic KS males to father
children.

SIMYEeK y ManbyvMKoB B Npenyb6epTatHOM Bo3pacTe npoge-
MOHCTpPUpPOBarna COXPaHHOCTb CEMSBLIHOCALLMX KaHasb-
LEB CO CHWXEHHbIM KOSIMYECTBOM MOSOBbIX KNETOK U COX-
paHHoCTb knetok Ceptonu n Jlengura. TecTuKynbl e
B3POCSbIX MYX4UH C cuHapoMoM KnanHdenstpa xapak-
TEPUIYITCHA PacnpoCTpaHeHHHbIM MOPO3OM U rManmHu-
3aumen cemsBbIHOCALLMX KaHamnbLeB, a Takxe runepnna-
3uven nHTepcTuuus. OgHako oTaenbHble POKYChbl criepMa-
TOreHesa coxpaHstotcs. MeToamKkm aKcTpakumm cnepmaro-
3ompoB (TESE) B codeTaHmm ¢ MHTpaumTonia3MaTu4ecKon
WHbeKUMen cnepmarosomnga B anueknetky (ICSl) moryT
No3BONUTb MauMeHTam C HEMO3an4HbIMU POPMaMUN CUH-
Apoma KnanHdpensrepa nmeTb geTen.
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