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tory findings were all unremarkable, except for blood glucose
values of 200—300 mg/dl and HbAlc level of 10.3%. The pa-
tient also had moderate mental delay, with an 1Q of 66. The
genetic testing for neonatal diabetes revealed a heterozygous
mutation in KCNJ11 gene, so the diagnosis was of DEND syn-
drome. We initiated the treatment with glibenclamide 3.5 mg, 8
tablets/day and we recommended cognitive functions’ stimula-
tion with exercises and reading 4-5 hours/day.

Conclusions. The genetic testing for the identification of a
mutation in KCNJ11 gene has an important impact on the ther-
apeutic approach in children with neonatal diabetes, as there is
the possibility to replace the insulin therapy with antidiabetic
oral agents, therefore improving the quality of life and possibly
the epilepsy seizures.
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Berynnenne. HeonaranbHbIi caxapHblii nuabet (HCI) —
penkoe 3abojieBaHUE, B OOJBIIMHCTBE CIy4aeB acCOLUMPO-
BaHHOE C aKTUBUPYIOIIMMU MyTarusimu B rene KCNJ11, ko-
mupytomiem  KHWP6.2  cyobemununy — AT®d-3aBucuMbIX
K-xananoB. Coueranne HCJ ¢ snuiencueid u 3amaep:KKoit
MCUXOMOTOPHOTO pa3BUTUs TMojyuyusio HazBaHue DEND-
cunapom (developmental delay, epilepsy 1 neonatal diabetes).

Less uccaenoBanusi — orpenesiuTh HaboIee ONTUMANTb-
HBI{ METOJ IMaTHOCTUKHU U JedyeHus mauvedTa c HCJI.

Mertoap! 1 pe3yiabTaThl. MBI IPUBOIUM OMUCaHUE 9-neT-
Heli manueHTku, crpanatouieit HCJI ¢ 3 mec Xu3HU, BriepBbie
MOCTYNMBIIEH B Hallly KIMHUKY B nekadpe 2015 r. B cBsI3M ¢
YaCTHIMU 3TMU30[JaMU TUTIEPTIIMKEMUN U CYTOPOKHBIMU TIPU-
CTyNaMu 1O TUIY abCaHCOB [UTUTEIHHOCTHIO OT 2 0 4 MUH.
C MOMeHTa IMarHOCTUKHU 3200JIeBaHM TTALIMEHTKe ObUIa Ha-
3HauYeHa UHCYJIMHOTepaIusi, KOTOPYIO OHa Iojydaia 1o 9 mec,
3arem g0 ssHBaps 2015 1. 6bUIM HA3HAYEHBI TIEpOpaIbHBIE ca-
XapOCHIDKAIOIIE MPenapaThbl, OMHAKO B CBSI3U C TIEPCUCTUPY-
IOLIEel TUMepriIuKeMueil U BHICOKUM YPOBHEM TJTMKUPOBaH-
Horo reMoriio6uHa (10,6%) nanee BHOBb Obl1a MHULIMMPOBA-
Ha uHCcyTnHoTepanust. [Ipu ocMoTpe B Haleil KIIMHUKE: POCT
¥ Macca Teja MalMeHTKA COOTBETCTBOBAIM Bo3pacTy. [Ipm
JTaGOPaTOPHOM 00CIeNOBAHUY OBLJIO BBISBIECHO TMOBBIIIEHUE
ypoBHS raukeMuu 10 200—300 Mr/m1 1 TIIMKAPOBAHHOTO Te-
Morno6uHa o 10,3%. Takke oTMeuanach yMEepeHHast 3a1epXK-
Ka YMCTBeHHOTO pa3Butus ¢ 1Q-66. [Tpu MoseKyasipHO-TeHe-
TUYECKOM WCCIIEIOBAHUM ObLa BBISIBJIEHA TETEPO3UTOTHAS
mytarust B reHe KCNJ11, 94T0 TO3BOIMIO TUATHOCTUPOBATH
DEND-cuHApoM M Ha3HA4YUTh JieYEHUE MIMOCHKIaMUIOM
(3,5 Mr) — 8 TabneTok B ieHb. Kpome Toro, 661 peKOMEHI0-
BaHBbl 3aHATHUS, CTUMYJIUPYIOIIAE MEHTAIBHOE Pa3BUTUE, U
YTeHUe 10 4—5 4 B I€Hb.

BoBoapl. Mnentudukamnusa myramuii B rene KCNJ11 'y
nauneHToB ¢ HCJI mo3BosisieT onpenenuTh TaKTUKY JaJlbHel-
1IeTO BeAeHUs TAKUX OOJBbHBIX, B YACTHOCTH SIBJISIETCSI OCHO-
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BaHHEM i1 Ha3HAYCHMUsI IEPOPAIbHBIX CaXapOCHIKAIOIINX
MpenaparoB, YTO IMPUBOAUT K YIYYIIEHUIO Ka4eCcTBa XKMU3HU
MMaLMEeHTOB ¥, BO3MOXHO, OKa3bIBAET ITOJIOXKUTEIbHOE BIIUSI-
HUE Ha TeYeHHe SMUICTICUN.

KJIIOUYEBBIE CJIOBA

HeonaranbHblii caxapnsbiii inadbet, DEND cunapom.
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SHORT STATURE IN ASSOCIATION WITH
CORNELIA DE LANGE SYNDROME — IT IS USEFUL
TO ADMINISTRATE RHGH?

O.A. Petre, I. Gheorghe, A. Albu
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Cornelia de Lange syndrome (CdLS) is a very rare genetic
disorder that is apparent at birth (congenital). Since children
with CdLS are often compared to a typical child’s grow rate,
many are incorrectly diagnosed.

In the absence of the genotyping, the diagnosis would be
clinical: a range of criteria would be required, such as the facial
features and criteria related to at least one of the following : de-
velopment, behaviour or growth. Short-stature associated with
CdLS is usually due to GH deficiency or GH resistance. How-
ever the response to GH administration in patients with CdLS
was reported in a limited number of cases.

We present the case of a female child 4,11 years old reffered
for endocrinological evaluation of short stature. From her med-
ical history we mention: language delay and a pulmonary valve
regurgitation. At the time of evaluation, she presented short
stature (—2,32 SDS) with a —3 SDS growth velocity during the
past year, bone age was more than 2 years delayed compared to
the chronological age (2,5 years), weight and head circumfer-
ence below 5th percentile for age, synophrys, oral dystrophy,
micrognathism and thin upper lip, down-turned corners of
mouth, hypertrichosis, pulmonary systolic murmur, partial el-
bow extension.

Facial findings and criteria met for two major categories
confirm the CdLS. The endocrinological evaluation revealed
short-stature with GH deficiency based on two GH values be-
low 10 ng/mL during two stimulation tests. The patient began
treatment with somatropin 0,04 mg/kg/day and the patient
grew 3,5 cm in 6 months (—2,7 SDS for height).

This case suggests that adequate evaluation of patients with
CdLS and short stature could identify patients that are good
candidate for GH treatment in order to improve final height.
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C CUHAPOMOM KOPHEANUU AE AAHTE —
LIEAECOOBPA3HOCTb UCIMMOAb3OBAHUNA TP
PUAUSNHT-TOPMOHA

O.A. Petre, I. Gheorghe, A. Albu

l'ocnutasb um. danac, byaanewTt, Pymbinug

Cunnpom Kopnenuu ge Jlanre (CKnJl) siBisieTcst penkum
BPOXICHHBIM TeHETUYECKUM 3abojieBaHMeM. BmecTe ¢ TeM
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TeMIlbl pocTa aeteil 6onbHbIX CKnJl yacTto olieHMBalOTCSI B
CpaBHEHUM C TEMITAMU POCTa 3M0POBBIX AETEH, UYTO TPUBOIUT
K OLIMOKaM TMarHOCTUKHU.

B orcyrcrBum reHotunupoBanus auario3 CKnJl onpene-
JISIETCS PSIIOM KJIMHUYECKUX KPUTEPUEB, TAKKMX KaK Hapylle-
HUS CTPOEHUS JIMIIEBOTO Yepera 1 MUHUMYM OJIUH KPUTEPHUiA,
OTHOCSIILIMIICS K pa3BUTHIO, MOBEAEHUIO WM pocTty. [Tpuam-
HOI HM3KOpocaocTH, accouuupoBanHoi ¢ CKaJl, yacro sB-
nsiercs gepuuut I'P uau pe3ancTeHTHOCTD nepudeprudyeckux
TKaHeil K TopMoHY. BMecTe ¢ TeM JUIIb B HECKOJIBKUX UCCIIe-
IOBaHUSIX TPEIOCTaBICHBI TaHHBIE O TepareBTUYECKOM 3¢~
dexre npumenenust I'P y nereii, 6oapHbIx CKaJl.

B Hameii paboTe TmpeAcTaBieH cayyaii 3a0oJieBaHMS
CKnJI neBouku 4 jiet 11 Mec, HanpaBJIeHHOM Ha 00cJiefOBaHUE
K HIOKPUHOJIOTY IO MMPUYMHE OTCTaBaHMS B pocTe. M3 aHam-
He3a M3BECTHO, UYTO y NEBOYKM HAOIIONAIOTCSI OTCTaBaHME B
pEYeBOM pPa3BUTUU M PETyprUTALIMs JIETOUHOro KiamaHa. Ha
MOMEHT OCMOTpa AeduLuT pocTa cocTaBist —2,32SDS, cko-
poctb pocta —3SDS 3a npenblayImii ToI, OTCTaBaHUE KOCTHO-
ro Bo3pacTa Ha 2,5 roma OT XpOHOJIOTMYECKOro, Macca Tejia 1
OKPY>KHOCTb TOJIOBBI OMpENC/IsIUCh MEHee S-il MepLeHTUIN
IIJISI COOTBETCTBYIOIIETO Bo3pacTa. Takxke ONMpenesuIuCh: CU-
Ho(ppu3, TUCTpO(dHsI POTOBOIM MOJIOCTH, MUKPOTHATUSI U TOH-
Kasl BEpXHsIsl ry0a, OIMyIIeHHbIE YTOJIKHY pTa, TUIIEPTPUX03, CU-
CTOJIMYECKUH LIYM B MPOEKIIMU JIETOUHOTO KJlallaHa, 4acTu4-
HOe Tepepas3rubaHue B JOKTEBOM CyCTaBe.

HapyiieHus pa3BuTus JulieBOro yeperna u HaTuuue IByX
OCHOBHBIX KPUTEPUEB CIYXWIM TOATBEPKICHUEM OUarHo3a
CKnJI. DHOokprHOIOrnYeckoe o0cae0BaHue BhISIBUIIO HU3-
KOPOCJIOCTh, COMTPOBOXAAMOIIYIOCS Ne(UIIMTOM TOPMOHA PO-
cra (I'P) mo maHHBIM IBYX CTUMYJISIIIOHHBIX PO ¢ YPOBHEM
I'P muxe 10 vr/mi. [NanueHTKe ObUIO HA3HAYEHO JICYEHUE CO-
MaToTponHOM B 1o3e 0,04 Mr/Kr/cyT, B pe3yabTaTe KOTOPOTO
oTMevajach mprudaBKa pocTe Ha 3,5 cM 3a epBble 6 Mec Tepa-
muu (cKopocTh pocta —2,7 SDS).

JlaHHBIA KIMHWYECKUI Cilydail TIpearojaraer, 4ro AeTu
CO CBOEBpEeMEHHBIM 00ciienoBaHueM M BbisiBieHMeM CKnlJl,
COIPOBOXIAIOIIUMCS Te(PULIMTOM POCTa, SIBISIOTCS MOIXO-
ISIIMMUA KaHAUIAaTaMM IJIs Tepalluu MpernapataMi coMaTo-
TPONUHA C LEJIbIO YAYYIIeHNS] KOHEYHOTO pOCTa.

K/IIOUEBBIE CJIOBA

Cunapom Kopaenus ne Jlanre, necuUtT ropMoHa pocrTa.
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EFFECT OF SUPPRESSION OF PUBERTY
AND CROSS-SEX HORMONE THERAPY ON
BONE TURNOVER MARKERS AND BMAD IN
TRANSGENDER ADOLESCENTS

M.C. Vlot, D.T. Klink, M. den Heijer,
M.A. Blankenstein, J. Rotteveel, A.C. Heijboer
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Background. Puberty is highly important for the accumula-
tion of bone mass. Bone turnover and bone mineral density can
be affected in transgender adolescents when puberty is sup-
pressed by gonadotropin-releasing hormone analogues (Gn-
RHa), followed by treatment with cross-sex hormone therapy
(CSHT).
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Objective. To investigate the effect of GnRHa and CSHT
on bone turnover markers (BTMs) and bone mineral apparent
density (BMAD) in transgender adolescents.

Material and methods. Thirty four female-to-males (FtMs)
and 22 male-to-females (MtFs) were divided into a young and
old pubertal group, based on the bone age of 14 years in the
FtMs and 15 years in the MtFs. All patients received GnRHa
triptorelin. CSHT was prescribed in incremental doses from the
age of 16 years. FtMs received testosterone ester mixture and
MtFs were treated with 17-f3 estradiol. BTMs P1NP, osteocal-
cin and ICTP and the BMD of lumbar spine (LS) and femoral
neck (FN) were measured at three time points. Furthermore,
BMAD and Z-scores were calculated.

Results. PINP and 1CTP decreased during GnRHa treat-
ment, indicating decreased bone turnover. Osteocalcin showed
an aberrant pattern. A low BMAD Z-score of both FN and LS
was observed in the MtFs at start of GnRHa treatment. The
decrease in bone turnover upon GnRHa treatment was accom-
panied by an unchanged BMAD of both FN and LS, however
BMAD Z-scores of predominantly the LS decreased. Twenty-
four months after CSHT the BTMs PINP and ICTP were even
more decreased. During CSHT BMAD Z-scores increased and
returned towards normal, especially of the LS.

Conclusion. Suppressing puberty by GnRHa leads to a de-
crease of BTMs in transgender adolescents. The increase of
BMAD and BMAD Z-scores predominantly in the LS as a re-
sult of treatment with CSHT is accompanied by decreasing
BTM concentrations after 24 months of CSHT. Therefore, the
added value of evaluating BTMs seems to be limited and
DEXA-scans remain important in follow-up of transgender
adolescents.
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BAUAHUE MOAABAEHUS MNMYBEPTATA U
3AMECTUTEAbHOI TOPMOHAAbHOM

TEPAINMMUN HA MAPKEPbI ®OPMUPOBAHUNA U
PEMOAEAUPOBAHUSA KOCTHOM TKAHU U BMAD
Y TPAHCITEHAEPHbIX MOAPOCTKOB
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M.A. Blankenstein, J. Rotteveel, A.C. Heijboer

YHUBEPCUTETCKUI MEAMLIMHCKMIA LEeHTP AMCTepAama, AMCTepAaM,
HuaepaaHabl

Beenenne. [TyGeprat siBNsIeTCSI O4€Hb BAXKHBIM TIEPUOIOM
B Tipotiecce GopMUPOBaHUST KOCTHOM Macchl. [1poriecchl pe-
MOMIETMPOBaHUS 1 (POPMUPOBAHNST MUHEPATLHON TUIOTHOCTH
KOCTHOW TKaHW y TPAHCTEHIEPHBIX MOIPOCTKOB MOTYT OBITh
W3MeHEeHHI Ha (PoHe TTPOBONUMON TEpary aHAJIOTaMU TOHA-
nmoTpornuH-punu3nHTr-ropmoHa (GnRHa), a Takke Ha (oHe
3aMEeCTUTEIbHOI ropMoHaibHOM Tepanuu (CSHT).

Len» wucciienoBaHuss — W3YYUTHh BIUSIHUE Teparuu
GnRHa u CSHT nHa mapkepsl pemonenupoBanusi (BTMs) u
(opmMupoBaHMsT MUHEpaTbHON TUIOTHOCTA KOCTHOW TKaHU
(BMAD) y TpaHCTeHIEPHBIX TTOAPOCTKOB.

Marepuan u Metonsl. 34 xeHIMHBI-Myx)unHa (FtMs) u
22 MyxkurHBI-keHIIHa (MtFs) Obutn pasnesieHbl Ha TPYIIITBI
paHHETo ¥ MO3IHET0 MyOepTaTHOTO TEPUOA, COTITACHO KOCT-
HoMYy Bo3pacrty, B 14 nery FtMs u 15 ety MtFs. Bce maunen-
THI TToydanu Ttepanuio tpuntopeanH GnRHa. CSHT 6buta
Ha3HavYeHa B BO3paCTaIOIEel 103€ OT HACTOSIIIIETO BO3pacTa 10
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