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Matepuansbi VIl Cbe3pa

Poccuiickoro o6uiectsa MeaAuULMHCKUX reHEeTUKOB,

CankT-Metepbypr, 19—23 maa 2015 r.

n matepuansl 3- Bcepoccnmnckon KoHpepeHuumn

C MeXAayHapoaHbIM y4yaCTuem

«eHeTUKa onyxonen KPOBETBOPHOU CUCTEMbI»,

DTHKA W NeNienoJjaranne ceMbu
KaK OCHOBA JJIsi BOSHUKHOBEHHS
reHeTHYECKOi HEeCTAOMIBHOCTH Y peOEHKa

Hneeav D.1.1, Kpusyosa E.K.1, IOpuyesa H.A.1,
Jezocmaesa T.B.%, Anyugpepos 5.M.3

I @I'BY «HHH sx0n02uu wenroseka u eucuenst oKpyxcaioujeli cpedbvl
um. A.H. Coicuna M3 P®
2 Maenumoeopckuii eocyoapcmeennbiii yHueepcumem

3amava BHISIBICHUS] ICTOYHUKOB TeHETUYECKOI HeCTaOMIIbHO-
CTH YeJIOBeKa OCTAETCs A0 KOHIIA Hepell€HHOM. [TocKoIbKy reHOM
pebEHKa uyBcTBUTEIbHEE, YeM B3pocibix (Neri et al., 2005), a re-
HeTUYecKasi HeCTaOMIbHOCTD y IeTei 00yCIOBIMBAET Pa3BUTHE BO
B3POCJIOM COCTOSIHMM MHOTHX OoJjie3Hell, Bkitovasi pak (Bonassi,
2004), He0OXOAUMO MPOCAEAUTH OCHOBHBIE MICTOUHUKU T€HETHYEC-
CKOI HecTaOMIbHOCTU pebEHKa U e€ Moauduuupylolme HakTo-
pbl. M3BeCTHO, UTO COCTOSIHME HeamanTUBHOIO CTpecca CBSI3aHO
C TIOBBIIIICHUEM YYBCTBUTEJIBHOCTH T€HOMa K (haKTOpaM Cpembl.
(Uurens u ap., 1997—2013; Dimitroglou et al., 2003). TTosaTomy
IUIsT 00CTIeIOBaHUSI BBIOMPAIM CEMBU C MPAKTUYECKU 3M0POBBIMU
NETbMU, HaXOAUBIIMMUCS B COCTOSTHUM TICUXOJIOTMYECKOTO KOM-
dopra.

Lenbio paboThI SIBJISUICS aHAIM3 BIUSIHUSI TICMXOJOTMYECKUX,
COIIMAJIBHBIX ¥ 5KOHOMUYECKUX (DaKTOPOB CEMbU U XXU3HU YUUTEISI
Ha TIOKa3aTeJu HeCTaOWJIbHOCTM W UYBCTBUTEJLHOCTH T€HOMA
MPAKTUYECKHU 3M0POBBIX JIETE CTapIIero MOIIKOJIbHOTO W MIIaliie-
TO LIKOJbHOTO BO3pacra.

O0cenoBaHbl CEMbU C IETbMU U3 IBYX MPOMBILIEHHBIX TOPO-
noB Poccun — Maruuroropeka (166 cemeit) u Kopsokmbr (120 ce-
Meil; B ropoe paciuioxeH KpynHeiuii B EBpome ILlemttonos-
HO-OyMaxkHbIii KoMOuHar). [lokazaTean HeCTaOMILHOCTH TeHOMA
JeTeil onpenessiii Ha KyJIbType neprudepuieckoil KpOBU B MUKPO-
spepHoM Tecte ¢ nuToxanasuHoMm B (Fenech et al., 2003; Unremn,
2006). B tecte Jliomiepa u3ydanu ypoBeHb TPEBOTH JETEi, IICUXOJIO-
TMYECKUIl CTaTyC M KauyeCTBO XM3HM WX POIUTENIEH, a TakKkKe CO-
1LIM0-2KOHOMUYECKUI cTaTyc cembu. Ha mpoBeneHue paboThl ObLIN
MOJIyYeHBI pa3pellieHus IJIaBHbIX MeIMaTpOB TOPOIOB U MHOOPMU-
POBaHHOE COIJIACKE POIAMTENCIA.

YpoBHU HecTaOMIBHOCTM TEeHOMa JeTeil He 3aBUCEeNd OT
yAIEHHOCTU JIETCKUX CaZOB OT METaTypruueckoro KOMOMHATa.
O0cienoBaHHbIE CeMbU HE Pa3IMYaIMCh MO YPOBHIO IYIIEBOTO J10-
XOJla, KAueCTBY XKMJIbsl M KUJIOM TUTOLIaan Ha 1 yesoBeka, KypeHUIo
1 yNoTpeOIeHUIO aJIKOTOJISl POAUTENISIMU, @ TAKXKe MO YPOBHIO Tpe-
BOTH JIeTeil ¥ OOJIBLIMHCTBY U3YUYSHHBIX TICMXOJOIMYECKMX MOKa3a-
Tesieil poaureneii. CterneHb TPEBOTH JETei CO KOppearpoBaa ¢ vya-
CTOTOM NEJISIIMXCS KJIETOK € MOBPEXICHUSIMU, Pa3MepoM IPOJIv-
(epartuBHOro mysa, A0jieil YCKOPEHHO NEJSIIIMXCSl KIETOK Cpeau

CankT-Metepbypr, 19—20 mag 2015 r.

NEeJISIIMXCS. U MHAEKCOM PeTUIMKalUK SIAEp B KYJIbTYpax KpOBH, 10-
Ka3bIBasi yCTAHOBJICHHYIO paHee CBSI3b MEXJIY CTEMEHBIO BhIPAXKEH-
HOCTH CTpecca U YpOBHEM HecTabuibHOCTH TeHoMma. C Ipyroii cTo-
POHBI, CTETEHb TPEBOTM PeOEHKA KOppeIMpoBaia co CTENEeHbIO Te-
peyTOMJIEHHUsI OTILIa, SMOLMOHAJIBHBIM HAINpsDKEeHUeM Martepu, eé
3aBUCHUMOCTBIO OT COLIMAIILHOTO OKPYKEHMsI U IPYTUMU TMoKa3are-
JIIMU 9MOLIMOHAJIBHOTO KJIMMaTa CeMbM — TI0Ka3aTessIMU, KOTO-
pble KOPpPEeJMpPOBaIU C HECTAOWIBHOCTBIO TeHOMa JeTeil. Mexmy
paiitoHamMu MarHutoropcka ObUIM OOHAPYXXEeHbI pa3inyus B collua-
JIbHOM YKJIAe W CTWJIE XM3HHM, KOTOpble TakkKe ObLIM CBSI3aHbI
C MOKa3aTeJsiMM HeCcTabUIbHOCTU TeHoMa jieTeid. C colMaibHbIMU
0COOEHHOCTSIMU U TICUXOJIOTUUECKUM KJIMMAaTOM CEeMbU KOPpEJn-
poBajiu OMOXMMUYECKUE TTOKa3aTeId OpraHu3Ma peoéHka, oTpaxa-
OLI1E €r0 3alIUTHO-TIPUCTIOCOOUTENIbHBIE PEAKLIMHU.

OO6HapyXeH1e TOIO00HBIX CBS3¢il HAKJIAIbIBACT JTOMOJHUTEb-
HYIO OTBETCTBEHHOCTb 3a CO3[aHME IMCUXOJIOTUUECKOro KoMbopTa
U, CJIeNOBaTeIbHO, 32 COXPaHEHUE 30POBbsI JIETei He TOJIbKO Ha UX
poauTesieil, HO M, BUAMMO, Ha BCeX B3POCIBIX, 3aHATHIX B cepe
BOCITUTaHUSI 1 00pa30BaHMS.

[TpubAM3UTHLCS K pellieHUIO 3TOM MpoOJeMbl MOXKHO MpPU MpU-
HSITUM HOBOM TMapaJurMbl BOCIIMTAHUSI, HATIPABJIEHHOM Ha co3/1a-
HME W TMOMJIePXKAaHUE COCTOSIHUSI TCHUXOJOTMYecKoro kKomdbopra
y JeTeit 1oMa M B 00pa30oBaTeIbHBIX YUPEXKICHUSIX BCEX YPOBHEI.

KoMmieKkcHbIii MOaX0 K MOJIEKYJISIPHOi THATHOCTHKE
MHTOXOHAPHAJIbHOM MATOJIOTHH

Hmpxuc 10.C.1, ITsieanxosa I1.1.1, Kpviaosa T./1.1,
Muxaiiroeéa C.B.?, 3axaposa E.IO.1

I @T'BHY «MTHII»>, Mockea, ya.Mockeéopeuve, 0.1
yulya.itkis@gmail.com

2 @QIBY «PIAKB> Munszopasa Poccuu,

Mockea, Jlenunckuii np-m, 117

MutoxoHapuaabHble 3a00JIeBaHUSI — TeTeporeHHasi TpyIina
PEeIKUX HacJIeICTBEHHBIX 3a00JieBaHUIA, BbI3BAHHAsI HapYIICHUSIMU
B JIbIXaTeJIbHOM LEMM MUTOXOHAPUH, YTO OOYCIOBICHO MYyTallUSIMU
B SIICPHOM ¥ MMTOXOHIPUAJIbHOM TeHOMax. Takoe «IBOWHOE KO-
pOBaHUE» OOBSICHSIET TPYAHOCTb MOJICKYJISIPHOW TUArHOCTUKU MU-
TOXOHIPUATBHBIX MMaTOJOTUI. B COBOKYITHOCTH 3TO JOBOJILHO pac-
MpOCTpaHEHHasl TpyINa HaCJAeACTBEHHBIX OoJie3HEll oOMeHa Be-
LIECTB, U TTOUCK 3((PEKTUBHBIX METONOB TMATHOCTUKY BeCbMa aK-
tyaneH. B nabopatopuu HBO ®TBHY «MI'HILI» HakoruieH MHOTO-
JIETHUI OTIBIT MOJICKYJISIPHOW TUArHOCTUKW MMTOXOHAPUATBHBIX
0oJie3Hel, TIe Ha CerOAHSIIHUIA IeHb, OCHOBBIBASICh HA KJIMHUYE-
CKOI1 KapTHMHE TalueHTa, epBUYHO MeToqoM MLPA mpoBomutcst
nouck 12 wmyraumit MTIHK (vacteie myranum m.3243A>G
(MELAS); m.8344A>G (MERRF); m.3460G>A, m.11778G>A,
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m.14484T>C (LHON); m.8993T>G/C (NARP); u 6onee penkue
m.3697G>A, m.8363G>A, m.13094T>C, m.13513G>A,
m.14459G>A, m.10197G>A) u B s/IHK (uacTbie MyTauuu B reHax
SURFI, POLG). [lanHbIii TTOIXOM SIBJISIETCST IEIIEBBIM, TIPOCTHIM U
HaJeXHbIM MeTozioM repBuyHoro JIHK-ckprHUHTa Ha MUTOXOHI-
puanbHble 0071e3HU. BbIOOp YacThiX MyTaluii B maHess1x it MLPA
OBLT cie1aH Ha OCHOBaHMM COOCTBEHHBIX MCCIENIOBAHUN U IUTEpa-
TYPHBIX TaHHBIX. [1py OTCYTCTBUM YaCTBhIX MyTallMii TTALIMEHTY Ha-
3HavyaeTcsl aHauu3 Beeid nmocaenoBaTeabHoctd MTIAHK. lanHOE nc-
cJeJoOBaHKE TMPOBOIMTCS HAa T€HETMYECKOM aHaju3aTope HOBOTO
nokosneHust Ion Torrent. Takxke cekBeHupoBaHueM 1o CeHrepy
TIPOBOAMTCSI aHATN3 OTHCIbHBIX SIICPHBIX TEHOB, KOTOPbIE HAMOO-
Jiee COOTBETCTBYIOT KIIMHUYECKOU KapTUHe ImanueHTa. B maboparo-
puu pazpaboTaHa TMAarHOCTUYECKAs MaHEb AJs1 aHAJM3a METOIOM
CEeKBEHUPOBAaHMUsI HOBOTO MOKoJeHUs1 Ha ipubdope lon Torrent cpa-
3y 62 OCHOBHBIX SIIEPHBIX MUTOXOHIPUAIBbHBIX TeHOB, 00eCeurBa-
o1nX (YHKIIMOHAIBHYI0 aKTUBHOCTh KOMITIEKCA IbIXaTeTbHOIM
LIeTIM MUTOXOHIPUI (KOAUPYIOIIME OeJIKU-COOPIIMKHU U CaMU CyOb-
equaubl KJILIM, 1 mp.). DTOT MOAXOM MO3BOJISIET 3HAYUTETbHO
yACLIEBUTh aHAIN3, a TaKXKe YCKOPUTh U YJIYYIIUTh AMATHOCTUKY
MUTOXOHAPUATBHBIX MMATOJOTHIA.

Knunnyeckmii ciayyaii KoJbueBoi Y-XpoMOCOMBI,
CONPOBOXKAAIONIMIACS MUKpO/eeuei JOKyCoB
AZF-A,B,C

Kaouposa U.C., Jlonnuxoe M.IO., Muxna U.H.,
Cuuunaea E.II., Hoéuxosea M.B., Ilonosa E.A.,
Oscannuxosa C.I., 3ybaiidysauna C.P., Koabacun JI.H.

BY XMAO-FOepoi « Oxpyaucroii kapouonoeuueckuii oucnancep «Ilenmp
duaeHocmuKu U cepoeyHo-cocyoucmou Xupypeuu»,
Meduko-eenemuueckas KoHcyabmayus,

e.Cypeym, ya.Jlenuna, 69/1, mgk@okd.ru

Y nauueHToB ¢ HapyleHUueM MmojaoBoro pazsutus B 20% obHa-
PYXMBAIOTCS XPOMOCOMHBIE aHOMaauu. [1pobaHa MyKCKOro mo-
na, 2013 r.p., ObLT HampaBiIeH K Bpauyy-TeHETUKY Iepel XUPypru-
YECKUM JIeYEHUEM C XajiobaMu Ha jeopMaIlfio MoJIOBOTO YWieHa
M 3a7IepKKY (pusnueckoro pa3Butus. Pe6éHok ot | bepeMeHHOCTH,
npoTekaBlleil Ha (oHe CUHApOMa 3aAePXKH BHYTPUYTPOOHOIO
pasButusi. Ponsl I, cpounsie B 40 Hen. [Ipu poxaenun Bec 2350 r,
inHa 47 cMm. CocTosiHUE TPU POXIECHUU YIOBICTBOPUTENBLHOE.
Ha moMeHT ocMoTpa BpayoMm-reHeTMKOM B 10 Mec. aHTpOIoMeT-
puueckue naHHble: Macca Teja — 8100 r, poct — 68 cM, OKpyX-
HOCTb ToJIOBBl — 45 ¢M. [Ipn ocMOTpe MOJIOBBIX OPraHOB: TUIIOC-
naausi, aedopmariusi MoJOBOro WieHa, Hapy>KHOE OTBEPCTUE OT-
KpbIBaeTcst y KopHst MoloHku. 1o pesynbratam Y3U: opransl ma-
JIOTO Taza 06e3 BUAMMOI MaTojJoTuu (MaTKa U IMYHUKW HEe BU3ya-
JIM3UPYIOTCST), 00J1aCTh MOYEBOTO My3bIps 0e3 maronoruu. Pesysb-
TaThl ~ JabOpaTOPHOrO  OOCIACHOBaHMS:  KApUOTHUIL:  MOS
45,X[10]/46,X,r(Y)[20]. BoisiBIeH MO3an4YHBIN KAPUOTHUIT U3 ABYX
ki10HOB, onuH 45,X B 10 Metada3zax, BTOpoii ¢ KoJblieBOi Y-Xpo-
Mocomoii B 20 metadaszax. [Ip1 MOIEKyISIpHO-IIMTOT€HETUYECKOM
uccaenoBanun (FISH) ¢ wucnonb3oBaHMeM 30HAA Ha IOJHOE
okpammBaHue Y-xpomocombl ‘XCP Y FITC’, Vysis, mokasaHo,
4YTO OOHapyXEHHas KOJblLIeBas XpOMOcOMa SIBJISIETCSI TIPOU3BO/I-
HOI Y-XpomocoMbl. [Ipu MpoBeIeHUU MOJEKYJISIPHO-TeHETHYE-
CKOro uccienoBaHuss Y XpOMOCOMBI OOHApyXeHO IpUCYTCTBUE
Y-cneuncduunbix MapképoB (reHsl SRY, ZFY) u moaHoe oTcyTCT-
Bue oKycoB AZF-A,B,C, 4ro coriacyeTcst ¢ pe3yJbTaTaMH CTaH-
naptHoro KapuotunupoBaHuss u FISH. 3axmountenbHblii nua-
THO3: TUIOCHAAUs WIEHO-MOIIOHOYHAs. XPOMOCOMHAasl MaTojo-
Tusi, MO3auLIM3M MOHOCOMUM X U KOJBIEBONH Y-XPOMOCOMBI,
Y-cneumduyHbiit Mapkep (reH SRY) oOHapyXeH, MUKPOAETEIINT
nokyca AZF-A,B,C B Y-xpoMocome.

[MauuenTy GbUla peKOMEHIOBaHA IJIaHOBAsi OTlepaTUBHAsI KOP-
PEeKIIMSI HAPYKHBIX MTOJIOBBIX OPTAaHOB B paMKaxX MYKCKOTO TOJa.

Kinunnyeckne U MoJIeKyJISPHO-TeHETHYECKHE
XapaKTePUCTUKH HACJIEACTBEHHOH CNACTHYECKOM
napamiernu 3-ro Tuna (SPG3)

Kaonuroea B.A.!, Cmenanosa A.A.1, Pydencxas I.E.1,
buy K. (Beetz C.)?, Ilpockoxoea T.H.5,
Dedomoe B.I1.4, Iloaaxos A.B.1

I @I'BHY Meoduxo-eenemuueckuii nay4nwiii yenmp (MTHL]), Mockea,
info@dnalab.ru

2 Kaunuxa Henckoeo ynusepcumema, Iepmanus

3 Jlanbresocmounblil 20cy0apcmeennblii MeOUyUHCKULl yHuéepcumem,
Xabapoeck

4 Boponexcckaa mexcpeauonanvnas MITK

I'pynmna HaciencTBeHHbIX cractmueckux maparuteruii (HCIT)
TeHETUYECKH TeTeporeHHa: HacuuThiBaeTcst bonee 70 opm c m3Be-
CTHBIMM F'€HAMHU U Pa3Hoii 1osieit B cTpykType. K oTHOCUTeNbHO Ya-
ctbiM otHocutess HCIT 3-ro tuma (SPG3) — ayrocoMHO-IOMMHAH-
THasi popma, cBsizaHHasl ¢ reHoM amiactuHa A7TL 1. Tunu4yHbl paH-
Hee Hayaslo, MEIJICHHOE TeUEHUE, OTCYTCTBUE APYTMX CUMIITOMOB
(«HeocnoxueéHHas» HCII), XOTS BO3MOXHBI M COIYTCTBYIOILIME
NpU3HAKU, W TT03AHee Havyano. Psm myraumit ATL ] onmcaH Heomd-
HOKPATHO, HO YacTbIX HET, YTO HapsILy C pa3MepaMy reHa y1opoxa-
et JIHK-mmarHocTuky; npeo0aamaloT MUCCEHC-MYTalliK, OITMCAHbBI
KpymnHble aeneuuu v ap. Mel auardHoctupoBain SPG3 metomom
npsiMoro cekBeHupoBaHust ATLI B 6 ceMbsix. [IBa ciydast BbISIBIIE-
HBl B COTPYIHMYECTBE C HEMELKMUMHU Koijaeramu. B xuyieil Ha
HampHeM Boctoke u B Cubupu ceMbe ¢ 14 OOTBHBIMU U CEMbe U3
BopoHexa c mnsaTbio OONBHBIMU HaiiieHa W3BECTHAsl MyTalusl
p.Arg415Trp, aHaIu3 TarUIOTUIIOB TOATBEPOUI €€ He3aBUCHUMOE
rnpoucxoxaeHue. BepuduumpoBaHbl 4 ceMeiHBIX cilyyasi ¢ paHee
onucaHHbBIMU MyTarusiMu p.Arg495Trp (B IBYX CEMBSIX — PYCCKOIA
u Tarapckoit), p.Val2531le u p.Arg239Cys. B ob6enx cembsix ¢ MyTa-
umeit p.Arg4d95Trp oTMeueHa HemoiHasl MEHETPAHTHOCTh, Xapak-
tepHast 1iast SPG3. Bo Bcex ciyyasix 00Jie3Hb Hayajgach B JAETCTBE
(HanOONBIIMIT BO3pacT Hauajda — 12 JIeT); ABoe OYeHb paHO 3a00-
JIEBIIVX POIUTENICH MO MPOSIBJICHUs OOJIE3HUN y JIeTeil MMen ara-
THO3 crmactuueckoii popmsl JALLIT; omHa 6ombHast o 11 et Habmo-
JaJIach C IMarHO30M «KOCOJIAIIOCTh», HECMOTPSI Ha CEMEIHBII aHa-
MHe3. Crapiine 60IbHbIE XOAUIN CAMOCTOSITENIbHO 10 6-T0 IeCsaTh-
JIETHsI, HEKOTOpbIe He obpaniaauck K BpadyaM. B msatu cembsix HCII
ObITa «HEOCTOXHEHHOM». B ceMbe CO CHMXKEHHBIM WHTEIEKTOM
y OOJIbHBIX OpaTheB U AN TI0 TMHUU MaTepH MPEIIoI0KeHO He3a-
BucuMoe codetanne SPG3 u X-ci. ymcTBeHHOI otcTamoctu. Ce-
MBHU TTO-Pa3HOMY pellajii BOMPOCHI JACTOPOXKICHUS: IBe OGepeMeH-
HbIE HA MOMEHT O0CJIeIOBAaHUS CECTPbl — OOJIbHASI M OECCUMIITOM -
Hasl HOCUTEJIbHUIIA MYyTallMi — BO3AEPXAJINCh OT JIOPOIOBOIA
JHK-nuarHoctku, 18e CeMbH TUIAHUPYIOT AETOPOKIEHUE C TOPO-
noBoii/monMruianTarmonHoi JIHK-auarnoctukoit.

DIHAEMHOJIOTHS MOHOT€HHOI HACJIeICTBEHHOI
MATOJIOTHH CPeJd JETCKOro HaceJieHUus
Ycrb-/IKeryTHHCKOro paiioHa
KapauaeBo-Yepkecckoii Pecmyomkn

Kaovimee B.B.1, 3unuenxo P.A.12, Illaxmanoe M. M.,
Bacuavesa T.A.1, Eavuunosa I 1.1, Ilemposa H.B.!,
Hempun A.H.23, Tunmep E.K.15

I @TBHY «Meduko-zenemuveckuii nayunviii yenmp», 1
15478, Mockea, ya. Mockeopeuve, 0. 1,
e-mail: vila2003@mail.ru
2 I'BOY BIIO «Poccuiickuti HayUOHANbHbIL UCCA008aMENbCKULL MeOl -
yurckuu ynueepcumem um. H.U. [lupocosa» M3P®D, 117997, Mock-
6a, yn. Ocmposumsarosa, 0.1

Mynuyunansrnoe orodaucemuoe JIITY «Yemo-Jucecymunckas yenm-
PAAbHAsA patioHHas 00AbHUUA»,
e.Yemo-Jlwcecyma, 369300, ya. Mopososa, d. §6
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4 @IY3 «Hayuno-npaxmuueckuii yenmp MeoOUyUHCKOU nomouu oe-
mam A3M», 119620, Mockea, ya. Asuamopos, d. 38

S TBOY BIIO «Mockosckuii 2ocydapcmeenibiii MeOuKo-cmomamono-
euqeckutl ynueepcumem um. A.H. Eedokumosa» M3PD,

Mockea, 127473, ya. Jleaeeamckas, 0. 20, cmp. 1

6 TEOY A0 «Poccuiickas meouyuncKas aKkademus nocreouniomMHoeo
obpazosanus> M3PD,

125993, Mockea, ya. bappukadnas, o. 2/1

ITo manusiM BO3 mpumepHas yacToTa BPOXKIEHHON MOHOTEH-
Holl HacnenctBeHHoi mnarojsoruu (MHII) cocraBasier 5—10 Ha
1000 HoBopoxXAEHHBIX. K KOHIIy mybepTaTHOrO Iepruoma MaHudbe-
ctupyet npakrtudecku 90% MHII, ogHako niepBbie MPU3HAKU 32060~
JIeBaHUsI B OOJIBLIIMHCTBE CIIy4aeB OKa3bIBAIOTCS HEMOOLCHEHHBIMMU.
[IpoBeseHO TeHEeTHKO-3IMUAEMUOIOTUYECKOe MCCIe0BaHUe Hace-
nenust Ycrb-JxkeryruHckoro paitona KapauaeBo-Yepkecckoii Pec-
myosmku (KYP) B cOOTBETCTBUM C TIPOTOKOJIOM, Pa3paboTaHHBIM
B ®I'BHY «MI'HIll». YucieHHOCTh 0OCIEIOBAHHOTO HACEJIEHMUS
cocraBuia 44334, u3 xoropbix 25,88% cocraBuiu aetu (11 473 ne-
Teir, B TOoM umciae 3000 B cenbckoMm HacenleHuu u 8473
B r.Ycrb-/Ixeryra). B oO1ueil cioxXHOCTH cpenu AeTeil BbISIBIEHO
45 noszonornueckux dopm MHII. AP maronorust nmpencrasieHa 17
HO30JIOTUSIMU, CPElM KOTOPBIX CAaMBbIMM YaCTbIMM OKazauch e-
HwikeToHypusi 1:819 meteit, mykoBucuunos 1:2878, onurodpenus
1:2294, Bpoxa€HHbII TunoTrpeos 1:2294, HecuHApOMaIbHAsI TYrO-
yxocTb 1:2878, Bpoxn€HHasi HEYYBCTBUTEIBHOCTh K OO C aHTUMI-
posom 1:5730. Cpenu 25 3aboneBanuii ¢ AJl TUTIOM HaclieIOBaHUS
YacTbIMM OBLTM 5 HO30J0Tui: cuHIpoMm Iinepca—danmo 1:1043,
BpoXI€HHas karapakra 1:1147, HaciencTBEHHas: MOTOCEHCOpPHas!
Heiipomatus 1:2878, mxtno3 1:3824, monukucro3d mouek 1:5730.
X-clI. matoyorusi npejicTapieHa 3 3a0o0jeBaHUSIMU: OJUTO(DPEeHUsT
1:956, remocdunus A 1:5730 u cunapom Koddun—Joypu 1:5730.
OcTajbHbIe 3a00JIeBaHMS BBISIBJICHBI B €IMHUYHBIX ciydasix. Cym-
MapHasi pacrpocTpaHéHHocTh MHII cpeau merckoro HaceaeHMs
coctaBuia 1:105 mereit. I'pys Al MHII cpenmu meteit cocraBmi
3,66 £ 0,66/1000 B r.Ycrb-[xeryra u 2,90 £+ 0,55/1000 B cenbckoit
mectHocti, AP — 7,00 £ 1,52/1000 u 9,33 + 1,76/1000 cooTBeTcT-
BeHHO B cene, X-cu. 0,71 = 0,41/1000 manpuukoB B ropome u
2,67 + 1,33/1000 Ha cere.

Paboma evinonnena npu wacmuuHoM QuHAHCUPOBAHUU 2PAHMOS
PODU 14-04-00525 u 15-04-01859

OnbIT NpUMeHeHNs1 IMATHHAOME3NIATA
y JAeTeil ¢ XpoHHYecKuM MuenoJeiikozom (XIVLJT)
B Y30eKucTane

Kaszarxobaeea X.M., Caauee C.M.

Hayuno-uccaedosamenvcruii uncmumym cemamonoeuu u nepeauganus
kposu Munucmepcmeo 30pasooxpanenus Pecnyonuxu Y36exucmar

ITo nanubM Seth R. u Singh A., neiikemuu y neTeit COCTaBISIIOT
30—40% ot Bcex BUIOB 310KaYeCTBEHHBIX oryxoueit. M3 muux XMJI
Bcrpevaercst pexe, yem OJIJI m OMJI, omnako mpobiaema XMJI
y JeTeit siBsieTcs MajiousydyeHHoi. Bo @paHuu nMeeTcst peructp
neteir ¢ XMJI, npunumaroimux MMatnHuO, Kyna BKiodeH 81 ver.,
Yy KOTOPBIX OTMEUEHO 3aMe/IeHHe POCTa BO BpeMsl MyOepTaTHOroO
nepuona.

Llenb uccnenoBaHus: HA OCHOBE perucrpa Y30eKucTaHa OIu-
caTb AMUIEMUOJOTMYECKME XapaKTePUCTUKN U OLIEHUTh KJIMHUYE-
ckoe TeueHne XMJI y gereii, moaydarommx Mmatunu6. Peructp ae-
teit ¢ XMJI mo nporpamme GIPAP B Y36ekucraHe cocrout us 66
OOJIbHBIX MoOJIOXe 18 JeT (BKIOUMTENbHO). B peructp BKiIOUaloT
OOJIbHBIX TOCsIe MepBUYHOro BhisiBIeHUs Ph+ XMJI no pesynbra-
TaM MOJIEKYJITHO-T€HETUYECKMX MCCIIeNOBAaHUI, KOTOPbIE TOJIyYa-
0T JieueHHe ¢ nmpuMeHeHneM MmarmHuba (I'uBek) 6a3ucHoii 10-
3011 100 Mr B geHb. B HayuHO-HMCCIe10BaTeIbCKOM MHCTUTYTE reMa-
TOJOTUM U TrepenuBaHusi kpoBu Yso0ekucrana (HUU TullK
M3PV3) npousBomasitcss Cohort ncciaenoBaHusl, Kyaa BHECEHBI CIIy-
yau XMJI y nereii ¢ 2005 r. o Hacrosiiiee BpeMsi. B naHHOM ucciie-

JIOBAaHWU MalMEHThl ObUTM pacrpeiesieHbl Mo 1oy, BO3pacTy, cTa-
musiMm XMJT M 9acThIM COMYTCTBYIOUIMM CHMITOMOKOMILIEKCAM
B xone Tepanuu MiMataHuOoM.

B peructp BkitoueHsl 66 meteit ¢ XMJI (B xpoHudeckoii dase
— 34, B daze akcenepaunn — 26 1 B CTaguu O0JACTHOTO Kpu3a —
6), Manpburik — 36 uyen., neBouku — 30. MeamnaHa Bo3pacra co-
craBuia 11 (1—18) ser. Bce maumeHTHl MpUHUMAIW MUMaTUHUO
¢ HauanbHOi 10301 100—200 MT B IeHb B 3aBUCUMOCTH OT BO3pac-
Ta. Hambosiee 4acThIMU COMYTCTBYIOIIMMU CUMITOMaMHU y JeTeil
BO BpeMs npuéma Mmatununba obutn ToirHoTta (93%) u 6011 B KO-
crax (42%).

PaccrpoiicTBa Xejly10uHO-KUILIEYHOTO TPaKTa MPearoIoXuTe-
JIbHO OOYCIIOBJIEHBI OOIIMMU SIMUAEMUOJIOTUUECKUMU OCOOCHHO-
CTSIMM HAllleT0 PEerMoHa MJIM TacTPOTOKCHMYHOCThIO MMaTtnHuOa
y neteii. PekoMeHIOBaHO MPOMOKUTH MCCIIENOBAHUS U MOHMTO-
PUHT C aHTPONIOMETPUYECKUMM, KITMHUUECKUMU, MOJIEKYISIPHBIMU
M LIUTOT€HETUYECKUMHU UCCIIeNOBaHUAMU. B ciaemytonmx myoamka-
LIMSX MBI LIMPE OIMHUIIEM Pe3y/IbTaThl aHAIM3a MOOOYHBIX SIBJICHU,
COITYTCTBYIOIIMX 3a00JIEBAHUI U OCIOXHEHUIA.

Cuyyaii 0CcTPOro MHEJOMIHOTO JIeiK03a ¢ peaKoi
t(11;19)(p13;q13) y nanuenTa ¢ dpeHOTHNHIECKUMHU
npusHakamu HeiipogudpomaTosa

Kazakoea A.H., Harowmuna M.A., Ilangpéposa A.B.,
Mameeesa E.A., Illeauxoéa JI.H., Oavmanckas 10.B.

OI'BY Dedepanvhvlii HAYHHO-KAUHUMECKUL UeHMP 0eMmCKOU eemamo-
A0euu, OHKoA0eUU U UMMYHOA02uu um. Imumpus Poeauésa Munsdpasa
Poccuu, Mockea, Poccus

[Mauuent P., 11 7er, mocTynuia B cTallMoHap ¢ Xajo0aMM Ha
(GeOpMIIbHYI0 JTMXOPaaKy, HOCOBbIE KPOBOTEUCHUS, OOJIM B HOTaXx.
B oburem ananuse kposu: Hb — 94 r/n, L — 0,77 x 10%/n (6nact-
Hble KieTku 2%), Tr. — 6 x 109/1. YV pe6béHKa 0OTMeYaInuch 0COOeH-
HOCTU (DeHOTHUIIA, XapaKTepHbIE JAJISI TPYIIbl TeHETUYECKUX CUHII-
POMOB:

1) MHOXECTBEHHBIE TISITHA Ha TeJie 10 TUITY «Kohe ¢ MOJIOKOM»
ot 0,2 10 3 cM, Gojiee 6 Ha (hOHE CMYIJIO OKPACKU KOXU;

2) KMCTO3HOE 00pa3oBaHUeE MPaBOil MJICYeBOI KOCTH,

3) HoBOOOpa3oBaHUsI y MpeNaBepHsl HOca, BEPOSTHEE BCEro,
HEeNpoPUOPOMET;

4) TUIepTesIOpU3M IJ1a3, IMIMPOKast epPEeHOCUIIa, SIMUKAHT;

5) orctaBaHue B (PU3MUECKOM pa3BUTHUU;

6) TUMOIUIa3us JIEBBIX OTIEJIOB JIMIA, aCUMMETPUSI TPYIHOM
KJIETKM;

7) y3enku Jluiia Ha pamyxKe IJas.

Ha ocHoBaHuuM (heHOTHIIA TIPEIIIOIOXKEH AUArHO3 Heiipohuod-
pomaro3a 1 Tuna. Ha ocHOBaHUM NaHHBIX MOP(OJOrMUECKOT0 1
MMMYHOJIOTUYECKOTO MCCIIEIOBAaHUI KOCTHOTO MO3Ta M JIMKBOpa
YCTaHOBJIEH ITHUAarHO3: OCMpbill MUea00AacmHblll AeluKko3, Hedupgpe-
peHyuposantslll eapuanm, Heupoaeikos L[HC I1.

Ipu KapuOTUITUPOBAHUH, HCCIIeI0BaHUM MeTOIaMK
mBANDI11 u MFISH (Metasystems, Inc.) K1eTOK KOCTHOTO MO3raB
50% metada3 BoisiBieH Ki1oH 46,XY,t(11;19)(p13;13). [Tpu uccue-
moBanun Metomom FISH ¢ JIHK-3onmamm Cytocell NFI1
(17q11)/17pter, Kreatech ON NUP98, Vysis LSI p53/CEN17 BbI-
siBJIeHa ToJIbKO menenus reHa NFI B 50% simep.

Wccaegosanne metonom MLPA KJ1eTOK KOCTHOro Mo3ra ¢ McC-
nonb3oBanreM Habopa SALSA MLPAPOSINF1 (MCR-Holland,
lomnannust) BRIABWIO Aeiennio 9k30Ha | u uHTpoHa | rena NFI.

Koppensiusa KoiaumdyecTBa KJIETOK HECYIIMX NeJIeIi0 TeHa
NFI ¢ xonuuecTBOM 0J1aCTOB, OMpeAeasieMbIX ITpU Mopdosoruye-
CKOM M IUTOMETPUYECKOM MCCIEIOBAHUSAX KJIETOK KOCTHOTO
MO3ra Ha pa3HbIX 2Tanax Tepanuu, MO3BOJIMIA MPEAOJ0XHUTH,
4yTO meyielivsi TeHa NFI IpUCYTCTBYET TOJBKO B KJIETKaX JIEHKO3-
HOTO KJIOHA, J100 MMeeT MEeCTO peaKas Mo3anuyHasi hopma Heii-
podubpomarosa.
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Cpenosbie GakTOpbl KaK MOLYJISATOPBI
accouuanim reHoB, yyactTyommx B crpecce DIIP,
C YepTaMH TPEBOKHOIO psiaa

Kasanueea A.B.!, Kansagpaposa P.D.2,
Tpaxce T.%, Koxe C.5, Xycuymounoea 9.K.12

I @I'BYH Hucmumym 6uoxumuu u 2enemuru YHI PAH,
Ypa, 450054, npocn. Oxmsaops 71;

e-mail: Kazantsa@mail.ru

2 I'BOY svicuieeo npogheccuonanbiozo 00pasoeanus
«bawkupckuii eocydapcmeennoiii yuusepcumenm»,

Yga, 450074, ya. 3aku Baruodu 32

3 Institute of Biomedicine and Translational Medicine,
University of Tartu, Tartu 50411, Estonia

151 ycrnelHoil Tepanuyu MHOTUX 3a0ojieBaHMiIl Bce Oosbliee
3HAYeHHME UTPAeT WHAMBUAYAIbHBIA TICMXOJOTMYECKUI CTaTyC UH-
nuBuaa, GopMUpoBaHKe KOTOPOTo 00YCIOBICHO B3aUMO/IECTBUEM
TeHETMYECKOTO 1 CPeoBOro KoMIoHeHTa. Hapsiny ¢ nusyuyeHuem re-
HOB HEWPOMEIMATOPHBIX CHUCTEM, WHTEPEC MPEACTABISIOT TeHbI,
Komupylolne OelKu, ydJacTByoomme B cTpecce DIIP, mockombKy
OBLIO MOKA3aHO, YTO U3MEHEHUST HYKJICOTUIHOI TIOCIeI0BATEIbHO-
CTU B 9TUX TeHaX acCOLMMPOBAHBI C HEKOTOPBIMU MCUXUYECKUMU
¢deHotunamu. Lleab naHHO pabOTHI 3aKI0YaeTCsl B OLEHKE POJIU
TeHOB, BOBJIEYEHHBIX B cTpecc DIIP (WFESI, ATF6, XBPI), B pa3-
BUTUU WHAMBUIYAJIbHBIX OCOOCHHOCTEH JMYHOCTU Y 310POBBIX
WHIUBUIOB 16—25 JeT Ha OCHOBE T'€H-CPEIOBBIX B3aUMOIEICT-
BUH.

B uccnenosanuu npunsuim yyactue 1018 ncuxmyecku 3mopo-
BbIX MHIMBUAOB U3 Pecmybiauku bamikoproctaH u YamMypTcKoi
Pecny6onuku (19,53 £ 2,24 rona), u3 Hux pycckux — 409, ratap —
290, Gamkup — 130 u yamyproB — 189 (68% xeHIMH), TpoLIe/-
e ncuxonornyeckoe tectuposanue (TCI-125, EPI). I'eHotunu-
poBaHue 48 JIOKYCOB U paclo3HaBaHUe F€HOTUIIOB MTPOU3BOAMIOCH
na miargopme SNPlex™ (Applied Biosystems). Cratucruyeckas
00paboTKa pe3yabTaToOB MPOBOAMIACH C MIOMOIIIBIO MporpamMm Hap-
loview 4.1, PLINK. 1151 mpoBepku Ha MHOXECTBEHHOCTb CpaBHeE-
Huli ObLTa MpoBeneHa mnpoienypa FDR.

Bbi10 00HApyXeHO, YTO MpeHATalIbHbIl YPOBEHb COJIHEYHOU
AKTUBHOCTH (OLIGHMBAJICS MO YMCITY COJHEYHBIX MATEH COTIACHO
(Montag et al., 2014)) oxasbiBai Moay Iupytouuit 9phexT Ha BbISIB-
neHue accoumauuu mexay rs12045480 rena ATF6 u BapuaLusIMu
1o wikaie «Heiipotusm» (Pepr = 0,044; r2 = 0,078%). Kpome Toro,
accouuanus 1s4688978 B rene WFSI ¢ «u3beraHuem yiuepba» —
NIPYroi YepTOi TPEBOXHOIO psifia — ObljIa MoKa3aHa TOJBKO B CIy-
yae OMpeleJ€HHOro MeCTa BOCIUTAHMsI (TOPOICKAs/CenbeKast
MecTHOCTB) (PEpr = 0,041; 12 = 0,021). Beisisnennsie monean GxE
B3aMMOJICHCTBUIA, aCCOLIMMPOBAHHBIE C BapUALIUAMU YEPT JUIHO-
CTH, CBMIETEJIbCTBYIOT 00 SIMUI€HETUYECKUX HM3MEHEHUsIX, 00y-
CJIOBJICHHBIX JICMCTBUEM CPEIOBBIX (haKTOPOB, U MOTYT HOCUTb TTpe-
NUKTUBHBIA XapakTep Uil pucka pa3Butus ad@ekTUBHBIX pac-
CTpOiiCcTB 1 3(DHEKTUBHOCTH JICYSHMUS.

Paboma nodoepucana epanmom PTHD Nol3-06-00583a.

IonynsuuonHoe uccie10BaHue Pe3UCTEHTHOCTH

K JIEKAPCTBEHHBIM CPEeICTBAM B AKYTCKOW 3THHYECKOW
rpynne Ha npumepe rena CYP2C19

(rs4244285, rs4986893)

Kaiimonoe B.C., Asexceesa E.H., Maxcumoea H.P.

Cesepo-Bocmounbiii hedepanvhbiii ynusepcumem um. M. K. Ammocosa,
Axymck

Jlo3upoBKa rpernapara siBJIsIeTCsl OAHUM U3 HauboJiee BaXXHBIX
BOIMPOCOB Il 00ecreyeHus] Ka4yeCTBEHHOTO, CBOEBPEMEHHOTO U
adexTrBHOrO NeueHus. UneanbHoii Tepanueit siBisieTcs Ta, KOTo-
pasi IPakTUKyeT MHAWBUAYAIbHBIN MOAXOA K KaXKIOMY MalUEeHTY
(3bipsinoB C.K., 2015). 3akoHOMEPHOCTH, BbIsIBIsieMble hapMako-

TeHETUKOM, MO3BOJISIIOT Bpayy MHAMBUAYAIBHO MOIXOAUTH K BbIOO-
py kak camux JIC, Tak ¥ UX 103, oOecrieyrBas MaKCUMAJIbHYIO 3¢-
(ekTUBHYIO U O6e30macHyio (papMakoTeparnuio.

Lenb wuccnenoBaHMs: ONPENETUTb AKTYaIbHOCTb TMPOBEACHUS
(hapMakOreHeTMUECKOro aHaIM3a Ha Pe3UCTeHTHOCTD K JIC B SIKYTCKO#
sTHMYeckoi rpymme (191 Ha npumepe reHa CYP2C19.

WccnenoBanue 6biio mposeneHo meromom RT-PCR. B xome
MCCIIeIOBAHMST TIOJTyYeHbI CIIEIYIOINe JAaHHbIe: BHYTPU SIKYTCKOM
9THUYeckoi rpymnmbl B nonuMopduzme CYP2C19*2 (1s4244285)
BcTpeuaeMocth atenss G (ancestral) cocraBuna 81%, amtens A
19%. boutu nonyvensl cneaytouue renotunsl G/G 67%; G/A 28%;
A/A 5%; B nonumopduzme CYP2C19*3 (rs4986893) BcTpeuaeMocTh
atenst G (ancestral) cocraBuina 97%, amenst A 3%. boutu mosyde-
Hbl cienytotiue reHotunsl G/G 94%; G/A 6%; A/A 0%. B cpaBHe-
HUU C TaHHBIMM 110 a3uaTckoit monyssitiuu (All) B moaumopdusme
CYP2C19*2 (1s4244285) nabmomaeTcss yMEHbIIIEHUE BCTPEYaeMO-
ctu aens A (19% B A9T, 33,4% B azuarckoit onyasiinu(All)), a
B cpaBHeHUM c eBpomneiickoit momynsiueit (EI1) — yBenmuenue
(19% B 49T, 14,8% B EIl). B momumopduszme CYP2C19*3
(rs4986893) HaGmomaeTcsi yMEHbIIIEHUE BCTPEYaEMOCTH ayiesis A
(3% B 49T, 5,1% B All), a B cpaBHenunu ¢ EI1 — yBenuuenue (3%
B A3, 0% B EIl). CooTHOILIIEHKE TOMO- U TETEPO3UTOT B TIOJTMMOP-
puzme CYP2C19*2 (1s4244285) cocrasumn G/G 67%; G/A 28%:;
A/A 5% B SIOT, B cpaBHeHuun ¢ reHotunamu B All G/G 39,9%;
G/A 53,5%; A/A 6,6%, u EIl1 G/G 72%; G/A 26,4%; A/A 1,6%.
B nmonumopduszme CYP2C19*3 (rs4986893) reHOTHIIBI COCTABUIN
G/G 94%; G/A 6%; AJA 0% B SIOT", B cpaBHEHUM C TEHOTUITAMU
B Al G/G 90,2%; G/A 9,4%; A/A 0,3%, u EI1 G/G 100%; G/A
0%; A/A 0%.

B cBsI13U ¢ TTOJTyYeHHBIMU TaHHBIMU TIPOBeIcHUE (hapMaKoreHe-
TUYECKOTO aHajiu3a Ha pe3ucTeHTHOCTh K JIC B maHHOM 3THHUYe-
CKOIf TPYTITE SIBISIETCS] aKTyaJTbHBIM.

MeauKo-reseTnyeckasi NoMoub
XkuteasMm MocKoBCKoii o01actu Ha 6ase MOHUKH
M. M.®. Bragumupckoro B 2010—2014 rr.

Kaaunenrxosa C.I., Kyssmuueea H.A., Illecmonaaoséa E.A.,
béme A.A., Komanesckasa FO.1O., Aumonenxo B.T.,
Onapuna H.B., Cuooposa O.1IL., /lemuroea H.C., Acanos A.IO.

I'BY3 MO «Mockosckuii 00nacmHol HaAy4HO-UCCAe008aMeNbCKUL
Kaunuyeckui uncmumym um. M.D. Bradumupcroeo», 129110, Mock-
6a, ya. llenkuna, 0. 61/2

E-mail: kalinenkova@monikiweb.ru

OCHOBHBIMU HaIpaBJIeHUSIMUA PabOThl MEIUKO-TeHETUUECKOM
J1abopaToOpuu SIBJISIIOTCSI HEOHATATbHbBIM CKPUHMHT, MEIMKO-TeHEe-
TUYECKOE KOHCYJIBTUPOBAHME M IIUTOTEHETUYECKOe 00C/eI0BaHUe
nanueHToB. HeoHataabHbI CKPMHMHT TPOBOJMTCS 10 5 3a001eBa-
HusM: derunketonypust (PKY), Bpoxa€HHBII TMIIOTUPeo3, aape-
HOTEHUTAIbHBIN CUHIPOM, MyKOBUCLIMIO3 U TajakTo3emusi. Ob1iee
KOJIMYECTBO O0CIIEN0BAHUIT HOBOPOXAEHHBIX 32 5 JIET COCTaBUJIO
395 919. BeizBanbl m1s nposeaeHus: perectos: Ha DKY — 519 ne-
Teil, Ha BPOXIEHHBII TMHIIOTHPeo3 — 3339, Ha aZpeHOTeHUTAILHBII
cuHapom — 6413, Ha MyKoBUCLNA03 — 4447, Ha raJakTo3eMUI0 —
3605; BeigBiaeHo: 70, 124, 60, 69, 17 GOJBHBIX COOTBETCTBEHHO.
B kauectBe moaTBepXKAalONICH TUATHOCTUKK JJIsI MYKOBUCILIMIO3a
npoBeneHo 1454 moroBsie TIpoObI. MIH(GOpMaIus o BbI30BE Ha pe-
TECT MepenaeTcsi pailOHHOMY IeIuaTpy Mo 3JeKTPOHHOI TouTe, a
MpU HEOOXOIUMOCTU — 110 TeJiehOHy pallOHHOMY Teauarpy v po-
JIATEISIM peOEHKa.

LuToreHeTnyeckoe  MCCIEAOBAHME  MPOBOAMTCS  HOBO-
POXIEHHBIM, HANPABIEHHBIM U3 POAWJIBHBIX TOMOB U OTIEIEHUIt
MaTOJIOTMU HOBOPOXIEHHBIX MOCKOBCKOI 001aCTH, a TAKXKE Tally-
€HTaM I10 Ha3HauYeHUIo Bpaua-reHetuka. 3a nepuoxa 2010—2014 rr.
npoBenaeHo 3582 ucciaenoBaHKs, MaTONOIMs BhisiBjieHa B 18% ciy-
4yaeB, B TOM 4uciie oOHapyxeH 31 ciydyail ceMeiHbIX CTPYKTYPHBIX
nepecTpoek XxpoMocoM. buio oocnenoBaHo 1123 HOBOPOXIEHHBIX,
y 390 u3 Hux noarsepxaeH cuvapom Jdayna. C 2013 r. Hayara Mo-
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JIEKYJISIPHO-1IIUTOreHeTUYecKasi auarHoctrka meromom FISH. Bcee-
ro mnposeneHo 313 uccnenoBaHMi, MaToONOTMS OOHapyxeHa B 61
cjlyvae, B TOM YMC/IE BBISIBJICHO 5 OOJBHBIX ¢ CUHAPOMOM JeJeLnn
22ql1.2. 3a 5 net Takxke MpoBeAeHO 395 HMTOreHETUUYECKUX UCClie-
JIOBaHWI KOCTHOTO MO3ra Mpu 3a00JieBaHUSIX KPOBU.

KoHcynbTaTiBHAsE MOMOILLb OKA3bIBAETCs MallMEHTaM, HaIrpaB-
JIEHHBIM U3 PalOHHBIX YUPEXIEHU, 0OPATUBIIMMCSI CAMOTEKOM, a
TaKXKe CeMbsIM, B KOTOPBIX 3a00JieBaHUe peOEHKA ObLIO BBISBICHO
MPU LIUTOTEHETUYECKOM MCCIIEIOBAHUU MM B XO/Ie HEOHATAIbHOTO
ckpuHuHra. 3a nepuon 2010—2014 rr. Bcero npunsTo 14 426 nauu-
€HTOB, B TOM uucie 4889 nepBuuHbIX. B HacTosiiiee Bpems Ha auc-
naHcepHoM yuére cocrout 6osee 300 maruenroB ¢ ®KY, neuenue
nony4aeT 161 u3 Hux. Ha yuérte mo moBoay rajakro3eMuu COCTOUT
10 maimeHTOB, ¢ MyKOMoJaucaxapuao3aMu — 7, ¢ aipeHONeNKOa -
crpodueit — 4, ¢ MeTaxpoMaTUIeCcKol Jeiikomuctpodueir u 60-
ne3nblo Humana—IIuka — mo 1.

MoJieKyasipHO-TeHeTHYEeCKHid ananu3 renos SMN
U NAIP nipu CiMHAJIBHO# MbINIEYHOM aTpodhun

Kamaauesa b.0., bopoeuxosa A.B.,
Hasapoea JI.K., Aburvounoea I.2K.

AO «HayuonansHolll HAy4HbLI YeHMpP MAMEPUHCMea U demcmea»,
e.Acmana, np. Typan, 32
astana_genetic@mail.ru

[IpoxcumanbHass crnMHajibHas MblieyHas arpodusi (CMA)
Mpe/iCTaBisieT co0oii ayTOCOMHO-PELECCUBHOE 3abosieBaHue, Xa-
pakTepusylollieecsi MOBPEXIECHUEM M YTpaToil 0-MOTOHEWPOHOB
MepeIHUX POTOB CIMHHOTrO Mo3ra. [IpuHSITO pa3nesnsaTb TP OCHOB-
Hble Tuna CMA, KOTOpbIe SIBJISIIOTCS aJUIEJIbHBIMU T€HETUYeCKUMU
BapuaHTaMM, OOYCJIOBJIEHHbIX MyTalusiMu B reHe SMN. Kak u3Be-
CTHO, TeH KapTMpOBaH Ha Xpomocome 5 B Jokyce 5ql2.2-ql3.3 u
MMeeT LeHTpoMepHyto (SMN2) u tenomepnyto Koruu (SMNI). To-
Ka3aHo, 4To 00a reHa SMN pacrojiokeHbl B 001aCTH MHBEPTUPO-
BAaHHOIO IMOBTOPA, B KOTOPOM JIOKAJIM30BAHO, MO KpailHei mepe,
e Tpu reHa — NAIP, SERFIA, GTF2H?2, Takxe NpeacTaBieHHbIE
TEJIOMEPHON U LEHTPOMEPHON KOMUSIMU.

T'enomnyto JIHK akcTparupoBaiu ¢ MCMOJIb30BaHUEM KOMMED-
YeCKM JIOCTYITHOrO Habopa B COOTBETCTBUM C MPOTOKOJIOM TPOU3-
poautens Wizard ® Genomic DNA Purification Kit (Promega,
USA). MLPA wuccrenoBaHue asl BbISIBICHUSI MyTallMii B TeHax
SMNI1, SMN2wu NAIP 6b110 npoBeieHO 75 malMeHTaM U3 HEPOACT-
BEHHBIX ceMmeil ¢ momo3peHreM Ha CMA. JImarHo3 MoATBEPXIEH
B 39 ciydasix, 4To cocTtaBuio 52%.

Pe3syabratet MLPA-ananmu3a y nanmenros CMA

Tunbl | Konnye- | Del 7 ex. | Del 7ex. | Del 7u 8 | Del 7 n 8 | Del 7 ex.
CMA | ctBo BbI- | SMNT SMNT1wn |ex. SMNT1|ex. SMN1| SMN1wn
SABJIEHHOM (%) yBenuye- (%) nysemm- |  NAIP5
naTosno- HUE Ymnc- YyeHne (%)
mn (n) Ja Konum yucna Ko-
SMN2 nnin
(%) SMN2
(%)
I Tvn 8 2 (25%) 4 (50%) 2 (25%)
Il Tvn 18 6 (33%) | 3(17%) | 9 (50%)
Il Tvn 13 4 (30%) | 1(8%) | 8(62%)
Bcero 39 2 (5%) | 10(25%) | 8 (20%) | 17 (45%)| 2 (5%)

Bosnee yem B 90% cayuaeB kinaccuyeckoit CMA BbISIBIsICTCS
TOMO3UTOTHas IeJelns 7-To0 U 8-ro 3k30HOB reHa SMN 1. Dr1o co-
OTBETCTBYET JAaHHBIM OOJIBIIIMHCTBA aBTOPOB M MO3BOJISIET 3aKJIIO-
YUTh, YTO B HAIllell CTpaHEe MAHHBIN TUI MYTAallUU SIBJISIETCST BEILy-
el PUYMHON pa3BUTHUSI ayTOCOMHO-pelieccuBHoit CMA net-
CKOTO BO3pacra.

Pe3ynbTaThl MoJieKyasipHoro aHajan3a renos NLRP3,
TNFRSFIA, MVK npu ayToBOCHAJIUTENbHBIX 3200.1€-
BAHUAX W CHCTEMHOM IOBEHHJIBHOM apTpuTe

Kameney E.A.1, Masaxoséa B.A.1, Caayeauna C.0.2,
Deoopos E.C.2, Kareda M.H.?, 3axaposa E.10.1

I @T'BHY MTHII, Mockeéa, Poccus
2 @TBHY HUUP um. B.A. Haconosoii, Mockea, Poccus

AyTtoBocmanuTenbHble 3a001eBaHms (AB3) uenoBeka — 310 Te-
TEpOTeHHasl rPyIIa peaKuX reHeTUUeCKUX 3a001eBaHuil, BbI3bIBae-
MBIX TIEPBUYHOM AUCOYHKIIMENH BPOKIEHHOTO MMMYHUTeTa. B Bumy
OOLIHOCTU KJIMHUYECKMX M JJAOOPATOPHBIX MPOSIBIEHUIT BCe yallie
o0cyxXmaeTcsi BOIIPOC O MpUHAIIeXXHOCTH K AB3 cuctemHoro Bapu-
aHTa roBeHWIbHOTO apTpuTa (cFOA). M3BecTHO Gosee 25 reHOB, My-
Tallui B KOTOPBIX 00ycnoBimuBaloT pa3suTtue AB3, Hanbomee pac-
MPOCTPAHEHHBIMU Y XOPOLIO W3YYEHHBIMU M3 HUX SIBJSIIOTCS
NLRP3, TNFRSFIAw MVK.

Llemn paOGoThL: OmpenenTh BKJIAm MyTauuii reHoB NLRP3,
TNFRSFIAw MVK B stTnonoruto AB3 cpean pocCUilCKMX MalMeH-
TOB M YCTAHOBUTb HAJTMUUE UM OTCYTCTBME MYTAllMil B TAHHBIX Te-
Hax y OOJBbHBIX ¢ muarHo3om clOA.

B uccnenosanue 6buTM BKIIOUEHbI 74 mauuenTa. M3 Hux 40 ¢ no-
no3penreM Ha AB3 u 39 ¢ clOA. Bospact 6ombHbIx B rpyrire AB3 co-
craBuit 0,5—17 ner; B rpynne clOA — 1,5—18 ner. Kpurepusimu o1-
Gopa Jutsi 00erX TPYIIT CIYXWIM Haludue MePCUCTUPYIOLIEeH JTMXO-
PanKu, KOXHbIE BbICHINAHUsI (MaKyJI0-Tamyie3Hble WK 10 TUITY Kpa-
TUBHULIBI), apTPAJTUN/apTpuT, OcTpoda3oBble Mapkephl. JlnarHos
clOA 6b1 ycraHoBneH Ha ocHoBaHuu KputepueB ILAR. OGpasibi
JHK skcTparupoBaaich U3 LeIbHOI KpoBH. Komupyolast moceno-
BaTeibHOCTh TeHOB NLRP3, TNFRSFIA w MVK aHanu3upoBajach
METOJIOM TPSIMOTO aBTOMATUUYECKOTO CEKBEHUPOBAHMUSI.

B rpymre ¢ momo3pennem Ha AB3 BbIsiBIEHO 6 GOJIBHBIX, TeTE-
pPO3UTOTHBIX MO  MyTauussMm B reHe NLRP3:  c¢.598G>A,
¢.1049C>T(x3), ¢.1313C>T u ¢.1327T>C, 2 — reTepo3UTrOTHBIN 0
mytauusm B rede TNFRSFIA: ¢.151C>T u ¢.295T>C (Al Tun Hacie-
NOBaHUs), M | — KOMIayHI-TeTepo3uroTa mo mytanusM ¢.1129G>A u
¢.1162C>T B MVK (AP Tun HacenoBaHus1), Bcero 9 6ombHbIX 13 40
(22,5%). Cpemy maumeHTtoB ¢ cHOA BBISIBIEHO 2 IeTepO3UTOTHBIX I10
myTatusim ¢.1237C>T u ¢.1363G>T B rene NLRP3, 1 — retepo3urot-
Hbli 110 MyTauuu ¢.155C>G B TNFRSFIA, u 1 — KoMItayHA-TeTepO-
3urora 1o myrauusm ¢.613A>G u ¢.1126G>C B MVK (Bkiouast HO-
Byto mytaimio ¢.1126G>C), Bcero 4 narmenta u3 39 (10,3%).

B 22,5% cnyuaeB ¢ nomo3peHueM Ha AB3 ycTaHOBJICHBI TeHe-
TUYECKHU MOATBEPKAEHHbBIE TUarHo3bl. Takke MyTalMy U3yyaeMbix
reHoB oOHapyxeHbl B 10,3% ciyyaeB nmpu KIMHMYECKOM JIMarHo3e
clOA, uro cBumeTenbCTBYeT 0 Hamuuuu A3B, mpomylieHHbIX M3-3a
cxoxeir ¢ clOA cumnromatuku. Haim pe3ysibTaThl MOKa3blBaIOT
11eJeco00pa3HOCTh CKpUHUHIA Ha mytauuu NLRP3, TNFRSFIA n
MVK nnst Bcex OOJBHBIX CO CXOMHBIMU TIPOSIBICHUSIMUA, B OCOOEHHO-
CTH MPU HEIOCTATOYHOM MJIM HEOOBIYMHOM OTBETE Ha CTAaHJAPTHYIO Te-
panmio clOA.

PoJab renoB, yyacTBYIOIIMX B CHHANTHYECKOM
IVIACTHYHOCTH, B (hOPMHPOBAHNH
MaTeMaTH4eCKOil TPEeBOXKHOCTH

Kanzagpaposa P.D.!, Kazanyesa A.B.2, SImanzyaoea H.P.1,
Kyabaeea A.P.!, Dapaxmounosa A.P.1, Xycuymounosa 3.K.-?

I @IBOYIIO «bawkupckuii 20cydapcmeenbiil yHugepcumen,
Poccus, Ypa, 450076, 3axu Baauou 32;

e-mail: kanzafarova.renata@yandex.ru

2 @IBYH Hucmumym 6uoxumuu u 2enemuxu YHI] PAH,
Yega, 450054, npocn. Oxmsaops 71

e-mail: Kazantsa@mail.ru

[TockonbKy MaTeMaTHKa MMEET OrPOMHOE 3HAueHMEe B COBpe-
MEHHOM MUDE, TO u3yuyeHue HakTopoB, MPUBOASLIMX K BOSHUKHO-
BEHUIO TPYIHOCTEN B OOyYeHMM MaTeMaTHKe, 3a4acTylo OOyCJIOB-
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JIEHHBIX MaTeMaTU4yecKoil TpeBoXHOCTbio (MT), urpaer BaxHoe
3HaueHne. MT — cocTosiHue, TPy KOTOPOM MHAMBUIBI UCITBITHIBA-
0T OTpULATEIbHbIE 3MOLIMU (M30eraHue, TPEBOKHOCTb, CTPECC) U
0OJIe3HEHHbIE OUIYIIEHUs] TIPU HEOOXOAMMOCTHM pEllleHUs 3am1ad,
TpeOYIOLIMX MCIIOAb30BaHUSI MaTeMaTUYeCKUX HaBBIKOB. benku,
KomupyeMble TeHaMu HelipekcrHa 1 (NRXNI) m KOHTaKTUH-acco-
uuupoBaHHoro 6enka (CNTNAP2), BoBlIe€YCHBI B PETYISLIMIO CH-
HANTUYECKOW TIACTUYHOCTH, SIBJISIIOIICHCS OMHUM M3 MEXaHU3MOB
(opMupoBaHuUs paboyeil MaMsITU, a 3HaYUT, CIIOCOOHOCTH CIPaBU-
ThCSI CO CTPECCOBOI CUTyallUEH.

Lesb aHHO# paboThI 3aKJII0YAETCSI B OLEHKE POJIM OTUMOPD-
HbIX BApUAHTOB TeHOB NRXN1 (154971648, rs1045881) n CNTNAP2
(rs2710102) na ypoBHe 0OCHOBHOTO 3(h(heKTa TeHOB, a Takxke 3¢ dek-
Ta MEXIeHHOI0 M I'eH-CPeIOBOr0 B3aMMOEHCTBUSI B (hOPMUPOBA-
Hun MT.

B uccnenoBanuy MpuHSIIM ydacTre 520 MCUXUIeCcKr 3M0POBBIX
WHIUBUIOB (PYCCKUX, TaTtap, Oamkup, yamypToB) (75% >KeHILMH)
— ctyneHToB BY30B r.Ydur (cp.Bo3pact 20,3 + 3,87 roma), He ume-
IOLIUX MO pe3y/ibTaTaM ONpoca HACIEACTBEHHON OTSTOLIEHHOCTU
0 MICUXWYECKUM 3a00JIeBaHUSIM, MTPOLIEIIINE OLEHKY YpoBHSI MT
¢ nmoMonuibio onpocHuka MARS-E. I'eHoTMnpoBaHue MpoBOIUIN
¢ omotnsio [MIP-TTIP®. CraTcTiyeckuit aHaimu3 ObLT OCYIIECT-
BJIEH C MCIIOJIb30BaHUEM Tiporpammbl Plink v.1.07.

B pesysbTrate JTMHEIHOTO perpecCMOHHOrO aHajau3a ObLIM 00-
HapyXeHbl MOJICJIM TeH-CPEOBbIX B3aMMOJCUCTBUIA, KOTOpbIE ac-
couuupoBaHbl c pasmuuusmMu B MT. ¥V Hocureneit amens
rs1045881*A rena NRXNI1 B rpynmax JIMIL ¢ IJIOXUM OoOpallieHrueM
B JIETCTBE U/MJIM TEMU, KTO HE MCIIBITHIBAET TPYAHOCTEH MpK 00I1Ie-
HMHU C JIIOABMU, Obl1a oOHapyxeHa mnosbilieHHas MT (p = 0,049;
p = 0,038). Accoumarmii okyca rs4971648 rena NRXNI u nokyca
rs2710102 rena u CNTNAPZ2 ¢ Bapuanusimu B MT oOHapyXeHO He
6bu10. [losydeHHBIC NaHHBIE CBUICTENLCTBYIOT 00 y4acTMM TeHa
HelipekcuHa 1 B pazButue MT.

Mannas paboma noddepucana epanmom PIrH® 13-06-00583a u
PrH® 15-16-02007 a(p).

Hogsble MeTOabI THATHOCTHKH HACJIEACTBEHHOM
naToJIOrum: ﬂpOﬁJleM])l N NEPCNECKTUBbI

Kanusey U.B.1, Kopocmeaes C.A.1, ladau E.JI.1,
Jloncee 2K.A.2, ITvanxoe JI.B.1,
Kueecxaa 10.K.2, bBapunosa B.J].2

I @I'BY «MT'HIl> PAMH, Mockea, ya. Mockeopeuve, 1
dr.kanivets@genomed.ru

2 Jlabopamopus monexyasproii namoaoeuu «lenomed», Mockea, Ilo-
doavckoe ut., 8 cmp. 5

[NosiBieHEe HOBBIX METOIOB aHaJIM3a TeHOMA, TaKUX KakK Xpo-
MOCOMHBI MUKPOMATPUYHBIM aHATU3 U MOJHOIK30MHOE CEKBEHU -
pOBaHUE, C OJHOW CTOPOHBI, CYLIECTBEHHO MOBBICUIO 3(P(HEKTUB-
HOCTb IMATHOCTUKM XPOMOCOMHBIX CUHAPOMOB M MOHOTEHHBIX 3a-
OosieBaHUi, a ¢ Apyroil, 0003HAYMJIO Psiji MPOOJIEM, KACAIOLIMXCS
MHTEPNpPETalMKM TOJYUYEHHBIX Pe3yabTaToB. Bonblioil 00bEM WH-
dopmaruu, mosrydaeMblii B pe3ysibTaTe 3TUX UCCIeI0BaHM, TpeOy-
€T OT Bpaya 3HAHUN O KIMHMKO-TEHETMUECKMX XapaKTepUCTUKAX
3HAYMTEJILHOTO YMC/Ia HACJEICTBEHHBIX 3a00JIeBaHUI, MO3BOJISIIO-
LIMX TPAaBUJILHO UHTEPIIPETUPOBATH MOJTyYeHHbIe pe3yabTaThl. OT-
CYTCTBME TaKMX 3HAHUIA SIBJISICTCSI OMHOM M3 IPUYMH, 110 KOTOPBIM,
KOJIMYECTBO HA3HAYaeMbIX BpayaMy MOJHOTEHOMHBIX MCCIIeI0Ba-
HUI1 HAXOAMTCST Ha JIOCTATOYHO HU3KOM ypoBHe. Kpome Toro, MHO-
e KJIMHULMCTBI UCKJIIOYAIOT MUKPOJEICLIMOHHBIE CUHIPOMbBI U3
MMArHOCTMYECKOTO TOMCKA, MOCKOJIbKY TPU MHOTHMX W3 HUX HeE
onucaHbl crneuuduiyeckue deHotunsl. OnpeneaéHHOe BIUSHUE
OKa3bIBaCT BBISBJIEHWE HOPMAaJIbHOTO KAapWOTHIIA IMallMEeHTa TP
CTaHIAPTHOM MCCJICIOBAHUM, HAa OCHOBAaHMM YErO0 HEKOTOPbIMU
CITeMaTUCTaMU MOXET OBbITh ClieJIaH BBIBOJ 00 MUCKIIOYEHUM XPO-
MOCOMHOM TMarojoruu. MHOTUE CHEeLMaTIMCThl MCIBITBIBAIOT 3a-
TPYIHEHHUsI, KOTIa Mocjie MIeHTU(hUKAIMN TUarHo3a C MOMOIIbIO

KJIMHUKO-(DEHOTUITMYECKOTO aHaau3a OHM HE MOTYT ONpeneuTh,
Kakoe M3 UCCJIeI0BaHi HA3HAUUTh B TIEPBYIO OYepeib, KaKou Me-
XaHU3M (CTPYKTYPHBIE TIEPECTPOIKN XPOMOCOM WM MYTallMu) Mpe-
BaJIMPYET Y MALMEHTOB C MTaHHBIM CUHApOMOM. CyllleCTBeHHbBIE 3a-
TPYyAHEHHUs Y MPAKTUKYIOLIMX Bpayeil BO3HUKAIOT, TakKxXe, MpU
TPAaKTOBKE Pe3yJIbTaTOB 9K30MHOTO CEKBEHHUPOBAHUSI, YTO CBSI3aHO
€O 3HAYUTEJILHBIM YMCIIOM MOJUMOP(MHBIX BAPUAHTOB 'eHOB, KOTO-
pble YKa3bIBAIOTCS B MPOBEIEHHOM MCCIEIOBAHUM. YUUTbHIBAsI, YTO
K HACTOSILLIEMY BPEMEHH B CYLIECTBYIOLIMX 0a3ax JaHHBIX OMKUCAHBI
He BCe MOJUMOP(U3MBI TeHOB U X MOUCK MPOIOJIKAETCS, OTpejie-
JIUTDb MATOreHHOCTb BBISIBJIEHHBIX OMHOHYKJIEOTUIHBIX 3aMEH MOX-
HO TOJIbKO TIPY TIPOBEACHUU Psiia TOMOJTHUTEbHBIX KIMHUYECKUX
U/WIY MOJIEKYJISIPHO-TEHETMYECKUX UCCIeJOBAaHUI, KaK MpobdaHy,
TaK U ero poautessim. Jist onpeneseHus CrekTpa TaKuX UCCIen0-
BaHUiI HEOOXOAMMO TECHOE COTPYJAHMYECTBO Bpaya, HalpaBUBLIEro
0OJIBHOTO Ha UCCIe0BaHKE, U KIMHUYECKOTO TeHeTHKA.
HawubGonee akTyanbHbIMU TTpOOJEMaMU MEAULIMHCKON TeHETUKU
Ha COBPEMEHHOM 3Tarle SIBJISeTCs] pa3paboTKa alrOPUTMOB TUATHOC-
TUKU Pa3JIMYHBIX TPYII HACJEACTBEHHBIX 3a00JIeBaHUI, B KOTOPbIE
ObLTIM ObI BKITIOUEHBI COBPEMEHHBIE METOJIbI MCCIIEJOBAHMUS TIATOJIO-
MU TEHOMA M CIIOCOOOB MHTEPITPETALMU TOJTYUYSHHBIX TaHHbIX.

MoJiekyasIpHO-IIUTOTeHeTHYECKHE HCCIIeIOBAHMUS
XPOHHYECKOTO MHEJ0JIeHK03a

Kapaxcanosa M.K., Hypnucosa /[.3.,
Koabaeea K.J., byaeecenosa M.I.

Hayunoii yenmp neduampuu u demckoi xupypeuu M3 PK,
e.Anmamol

XpoHuueckuit Mmuenaoaeiiko3 (XMJI) OTHOCUTCS K TpyIie Xpo-
HUYECKUX MMEJIONPOIUdEepaTUBHBIX 3a00JeBaHUI  OIMyXOJIEeBOM
npuponbl. 1o maHHbIM Hammx ucciaenoBaTeneir (OmapoBa K.O.,
MycaraeBa A.A. 2013 r.) yactoTa BbIsIBJIEHUS] HOBBIX ciyyaeB XMJI
coctaBuaa 0,1 Ha 100 ThIc. geTckoro HaceiaeHust KasaxcraHa.
OCHOBHBIM MapKEPOM 3a00JsieBaHMsI, UMEIOLIMM pellialoliee 3Haue-
HME B ITOCTAHOBKE AMarHo3a U B BHIOOPE TAKTMKU JaJbHEHIIei Te-
panuu, sBisieTcst crienuduyeckass XpoOMOCOMHAasl TPaHCIOKALIUS
1(9;22)(q34;q11), dbunanenvduiickas (Ph) xpomocoma. HoBbiM 3Ta-
nom B JedeHun XMJI ctasno ucrnonb3oBanue nmatuauoa (Inmeex),
SIBJISIIONIETOCS MPerapaToM CTPOro HANpPaBJIEHHOTO MaTOreHeTHyYe-
CKOI'0O JEeUCTBUS.

B HayuHoMm meHTpe menmatpuu u aetckoil xupyprun M3 PK
TO/T HaOJIIOICHNEM HaxomsaTcs 124 maieHTa ¢ 1Maro30M «XpoHuue-
CKUll Muenoeliko3», ToJydaroluX Teparnuio mpernapataMu MMaTh-
HMOa, B Bo3pacTe ot 3,5 10 68 et (My>kuuH — 38, XeHUmH — 59).
YcranoBnenue auarHo3za XMJI ocyliecTBIsIIOCh HA OCHOBAaHUM
JMAHHBIX KJIMHUYECKOW KapTHUHBI, XapaKTePHBIX M3MEHEHHIT B 00-
LIMX aHaJIu3ax KPOBU M MyHKTAaTax KOCTHOTO MO3ra.

CraHIapTHOE LIMTOTeHETMYEeCKOe UCCIIeI0BaHUe KJIETOK KOCT-
HOTO MO3ra MPOBOAMJIOCH BCEM MAILMeHTaM 10 Havyajla Teparuu, 3a-
TeM Kaxzpie 6 MecsiiieB. Ha MOMEHT MOCTaHOBKM MarHo3a y Bcex
Obu1a BhIsIBIeHA Ph XxpoMocoma, T0noTHUTEIbHBIE TTIEPECTPONKY He
BBISIBJISLIMCH. BeeM maneHTam Hapsiay CO CTaHAAPTHBIM LIUTOT€HE-
TUYECKUM MCCIICIOBAHUEM TIPOBOIUTCSI MOJIEKYJISIPHO-IIUTOTEHE -
THYecKoe uccienoBanue Metonom FISH.

B TeueHue mepBoro roma OT Hayaja Teparnuu ObLIO YCTaHOBJIE-
HO HaJM4Me TMOJIHOTO IMTOreHeTH4Yeckoro oreera 70 ciydyaeB
(59,3%), 4YaCTMYHBIN LUTOTCHETUUECKUI OTBET TojydeH y 37
(31,2%), otcyrcTBue 1uToreHeTnyeckoro oteeta 11 (9,3%).

IMo mocnenHuM maHHBIM aHaau3a 3GGOEKTUBHOCTH JIEYEHUs
y 93 (66,6%) MOCTUTHYT CTOMKUIA TOJHBIA IIMTOTHEHETUYECKUI 1
TOJTHBINA MOJIEKYJISIpHBI 0TBET, y 16 (14,8%) MOCTUTHYT YaCTUUHBIN
LIUTOTeHeTUYeCKMiA oTBeT, y 15 (18,6%) oTMeuaeTcsi pe3MCTEHT-
HOCTb U Mporpeccusi 3a60J1eBaHusI.

B rpymnne mauueHToB ¢ Pe3UCTEHTHOCTHIO K JICYEHUIO PErucT-
PUPOBAJIOCh TOSIBJIEHWE OTOJHUTEIbHBIX XPOMOCOMHBIX Iepe-
ctpoek. CTYKTYpHbIE NMEepecTpoiKM ObUIM TMPEACTABICHbI B BUIE:
nzoxpoMocombl 17 i(17), DOMONHUTEIBHOTO MaTepuaia Ha 9 Xpo-
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mocome add(9), pobeprcoHoBcKoi TpaHcnokauuu t(13;14), nene-
M xpomocoM 2, 9, 17 del(2), del(9), del(17), TpaHciaokauuu
t(1;3), t(X;1), t(17;18), uncepuuun B xpomocome 17 ins(17). Konu-
YeCTBEHHbIE TEPECTPOMKHU ObUIM TMPeACTaBIEHbBI HOMOJTHUTEIbHON
Ph xpomocomoii, Tpucomusimu xpomocom 3, 5, 9, 8, 14, 17, Takke
MOHOcOMUsIMU XpoMocom 7, 9, Y. TlosiBieHre TOMOJTHUTEIbHBIX
MepecTpoek B XOJIE JICUEHUsI, aCCOLIMUPYETCST C TIPOrPECCUPOBAHN -
eM 3a00JIeBaHusI, MIEPEXOJOM B CTaMIO OJACTHOTO KPU3a U SIBJISICT-
Cs1 TIPOTHOCTUYECKH HEeOIAroNnpUsITHBIM (haKTOPOM.

ODTHHYECKHE ACTEKThl HACJEICTBEHHOH TPOMOOMIINI
y xureseii IlenTpanasnoro n Cesepo-Kaska3ckoro
tdenepanbubix okpyros Poccun

Kapaaxun I1.A., beasxoe HU.C., IMapmuna O.B., Cviues
J.A., Kaeiimenoea E.b., Hazapenxo I.H.

Llenmp Odokazamenvroli MeOUYUHCKOU NPAKMUKU U UHHOBAYUOHHBIX
mexnonoeuti Meduyuncxoeo yenmpa banka Poccuu.

117593, Mockea, Cesacmonoasckuii np-m, 66

pkaralkin@gmail.com

Tpom0603 r1yOOKMX BEH ¥ TPOMOOSIMOOIIMSI JIETOUYHOM apTepuu
SIBJISIIOTCSI CEPBE3HBIMU MTPOOJEMaMU COBPEMEHHOTO 3/1paBOOXpa-
HeHMsi. B ocHOBe BeHO3HOro TpomM003MOOIM3Ma HEPEeIKO Jiexkar
BPOX/IEHHBIE TeHeTUYeCKUEe Ae(eKThl KOMITOHEHTOB TJIa3MEHHOTO
3BE€Ha TIeMOCTa3a, OObEAUHSIEMbIE TOHSITHEM <«HACJIEICTBEHHAs
TpoMbodmmst». [IpoBenéH aHaIM3 BCTpeuaeMOCTU HanboJjiee 3Ha-
YUMBIX JIJISI Pa3BUTHSI BEHO3HBIX TPOMOO30B OJUMOPGhHBIX Bapu-
aHTOB reHOB (haKTOPOB CBEPThIBaHUS MpoakiieiepuHa FVVG1691A
(«mytanus Jleitnen») u nporpom6ouna FI7 G20210A B pa3nuuHbIX
pernoHax P®. B ucciaenoBaHune ObLIM BKIIOYEHBI MTPEICTABUTEIN
MPUKPETUIEHHOTO KOHTMHIEHTa PErMOHaJbHbIX TMOApa3/ieIeHUit
banka Poccuu Ha Tepputopun YeueHckoit Pecrny6oauku (168 ver.,
uaeHTuGuUIMpyoume cedsi Kak 4eyeHLbl COracHO aHKeTHpPOBa-
Huo), Pecnyoauku Murymeruun (78 ven., uaeHTUGUIMPYOILIKE
cebs KaK MHTYIIN), a TAaKXKe pa3anyHbIXx objacteil LleHTpasibHOrO
(denepanbHoro okpyra (276 ven.). [eHOTUITMPOBAaHKE TTPOBOIMIN
metonoMm [T P B pexxume «peaqbHOro BpeMEHU» C UCITOJIb30BaHU-
eM aJieNib-CrienuPUIecKnX 30HI0B. ISl UCKITIOYCHUST BIUSHUS
OJIM3KOPONICTBEHHBIX CBSI3EH B TIOMYJISIIUSX, TIOJTyYEHHBIE pacrpe-
NeJIeHUsT TEHOTUITOB TIPOBEPSITM Ha COOTBETCTBUE 3aKOHY Xap-
nu—BaitnGepra.

Feorpaduye- N, | N, GA/AA Yacr. N, GA/AA Yacrt.
CKWI pPervoH | yen. Fll GA/AA Fll FVL GA/AA FVL
G20210A | G20210A | G1691A G1691A
LleHTpanbHbIN
okpyr PD 276 8 2,9% 9 3,3%
YeueHckas *
Pecny6nika 168 6 3,6% 31 18,5%
Pecny6nuka N
UnrylueTnst 78 0 0% 26 33,3%
MpumeyaHne. * — pasnuumsa B CpaBHEHUM C XuTensamn LieHTpanbHo-
ro okpyra ctaTucTunyecku aHaqymmel (p<0,01)

[MonyyeHHble HAMM PE3YJbTAaThl TIO3BOJIWIN BBISIBUTb TOCTO-
BEPHO TOBBILIEHHYIO PaclpoOCTPaHEHHOCTh MyTauuu JleimeH
y npencraButeneii HaponoB CeBepHoro KaBkaza (ueueHIIEB ¥ UH-
ryuieii) mo cpaBHeHMIO ¢ XuteasiMu LleHTpanbHoro okpyra. B to
K€ BPeMsl, YaCTOThl BCTPEUAEMOCTHU «HEOIaronpusiTHbIX» ajjieseit
reHa nporpom6buHa FII He uMenu 3HaUMMBIX pa3anuuii. Pesynbra-
Thl TPOBEJEHHOIO F'€HOTUIMMPOBAHUS OYIYT YUUTHIBATHCS B Kaue-
CTBE «CUTHAJIbHOM MH(pOpMaLMU» TIPU HA3HAYEHUM aHTUTPOMOO-
TUYECKOI Teparnuu cepaeyHO-COCYAMCTBIX 3a00IeBaHUI, a TaKXKe
IUTSI TIPOTHO3a M KOPPEKIIMK aKyIIepCKO-TMHEKOJOTUISCKUX TTaTO-
JIOTU.

IIpocTpancTBeHHas opranu3anus uHTEphazHOrO AAPA
KJIETOK YeJIOBEKA W PACNOJIOKEHHE B HUX MaJIbIX
CBEPXYHCJIEHHBIX MAPKEPHBIX XPOMOCOM

Kapamvimesa T.B.1, Jlup T.2, Pyouos H.B.!

1" @edepanvioe eocydapcmeennoe 6100xcemuoe yupedxcoenue HAyKu
Huemumym yumonoeuu u eenemuxu Cubupckoeo omoenenus Poccuii-
ckoul akademuu wayx (UILul’ CO PAH),

630090 2. Hosocubupck, np.Jlaspenmoesa, 10,

e-mail: kary@bionet.nsc.ru

2 Yuusepcumem um. Opudpuxa Hlunnepa, uncmumym eenemuru 4eno-
eeka, e.Mena, Tepmanus

PazButie coBpeMEeHHOI MOJIEKYISIPHON OMOJOTMU U OUOTEXHO-
JIoruK cozzano 6asdy [Uisl pa3paboTKU HOBBIX METOIOB MEAMLIMHCKOM
JMArHOCTUKY. VIcronp3oBaHMe TPaAMLIMOHHBIX METOLOB OKpalllBa-
HUS, TTO3BOJIUJIO MIEHTU(DULIMPOBATH XDPOMOCOMHBIE aHOMAJIMU C Pa3-
pelieHreM MeHblie, yeM 5 x 100 m.H. OnHaKo B psie CIydaeB XpoMo-
COMHbIE abeppaluy CIMIIKOM MaJlbl M CJAMLIKOM CJIOXKHBI VISl TOTO,
YTOOBI OBITH MOJHOCTBIO AMArHOCTUPOBAHBI € MOMOLLBIO MeToz1a AN(-
(epeHumanbHOrO OKpairBaHus. Ocodoe MeCTo Cpeii UCCIeIOBaHMUSI
XPOMOCOMHBIX MATOJIOTHII YeJ0BeKa 3aHMMAeT aHAI3 MaJIbIX CBEPX-
YHCNIEHHBIX MapKEPHBIX XxpomMocoM (CMX) uenoseka. M3 6 Musmap-
JIOB >XUBYLLUX Jtofiell okojio 2,7 miH HecyT CMX. Puck pasBurtus
aHoMaJbHOTO (heHOTHMA ITpU Haymmun CMX cocrasisiet okono 30%.
B pabote ucnonb3oBany YeTbipe KYJIbTYphbl (PMKCUPOBAHHBIX KIETOK
3[0POBBIX JIOHOPOB U MALMEHTOB, COAEPXKALIMX B KAPUOTUIIE MAIYIO
CBEPXUYMCICHHYIO MapKEpHYI0 XxpomocoMmy. JIBa ciydasi, korna CMX
— 9TO UBEHTMpOBaHHas AyrMkauus (inv-dup) xpomocomsl 18 u 15,
«MUHYTHas» MapKEpHasi XpOMOCOMaA, IPOM3BOIHAS XPOMOCOMBI 16
(min(16)) u CMX pe3ynbraT TpaHCIOKAIMK XpoMocoMmbl 8 u 18
(der(18)t(8;18). C momoliblo MeToda MUKPOIUCCEKIIMUA U TpexMep-
HOIA, cycrieH3uoHHo rudpuanzaunu in situ (S-FISH) Ob11 npoenén
JIeTaIbHbII aHATNU3 TIOJIOKEHUSI CBEPXUMCIEHHBIX MAPKEPHBIX XPOMO-
COM YeJIOBEKa 1 XPOMOCOM M3 KOTOPBIX OHU MPOU3OLLIH, OLEHUBAIU
OPMEHTALIMI0 TOMOJIOTMYHBIX XPOMOCOM, MX KOJOKOJIM3ALMIO, OTAe-
JIBHYIO JIOKaM3aluio 1 npuiekaHre CMX K TOMOJIOTMYHBIM XPOMO-
coMHbIM paiioHam. 3D-FISH Ha uHTepda3HbIX simpax KIeTOK Malu-
€HTOB ToKa3a, 4yto min(16) MapképHast xpomocoma B 13 u3 25 mpoa-
HAJIM3UPOBAHHBIX KJIETOK (52%) J0KanM30Bajlach B PaBHOM CTENEHU
Ha riepriepr, BHYTPH U B IIEHTpe WHTepHA3HOTO sIIpa; MapKEPHBIE
xpomocombl inv dup(15) B 25/42 (57%) wu der(18)t(8;18) mpeumyiect-
BEHHO pacriojiarajiuch Ha TpaHULE sIpa; MapKEpHasi XpoMocoMa inv
dup(18) B 16/36 (44%) ciydasix MPerMMYILIECTBEHHO pacrojiaraiach Ha
nepudepun unTepdasHoro sipa. MHrepecHo otMeTuTh, uto B 23/35
(65%) der(18)t(8;18) CMX KOJOKOIM30BAIaCh ¢ XpOMOCOMOI 8, U
Tonbko B 11/35 (31%) ¢ xpomocomoit 18 u B 8/35 xuetok (23%) nipu-
nerana k xpomocome 19. IMo-Buaumomy, B MOCAEAHEM Cllyyae Ha Mo-
noxenre CMX BiusiHue okasbiBaeT 2(P(eKT MonoxeHs: CIOXKHBIX
MePeCcTPoeK.

Knmnuvecknii ciyvaii cunapoma Illuanens

Kapeavan B.U., Tumoasanoea E.K.,
baiiouxoea I.II1., Illokapee P.A.

TBY PO «locnumans 015 6emepanos 6oin»,;

e.Pocmog-na-Jlony, ya. 26-aunus, 27

QI'BY «Hayuno-uccredosamensckuti UHCMUmMym akyulepcmea u ne-
duampuu» Munucmepcemea 30pasooxpanenus Poccutickoi Pedepa-
yuu; e.Pocmoe-na-/omny, ya. Meunuxosa, 43

E-mail: karelyan.vera@mail.ru

Cunnpom IlluHiens — penkoe 3abojeBaHUe, OOYCIOBICHHOE
MyTanueir B reHe 7TBX3 M HacjaemyeMoe ayTOCOMHO-IOMUHAHTHO.
OCHOBHBIMU KJIMHUYECKUMU TIPOSIBIICHUSIMU SIBJISIIOTCSI: PEAYKIIMOH-
HBbIE TOPOKU PYK C JIOKTEBOI CTOPOHBI, HEIOPA3BUTUE U OTCYTCTBUE
MOJIOYHBIX KeJIE3, BOJIOC U MOTOBBIX XEJE3 B aKCUATbHON 00JIacTH.

IMpuBoauM omnucaHue CIOPAIUYECKOTO Cilydasi CHUHApPOMaA
LuHienst B ceMbe y MOHOXOPUATBHBIX OJU3HENOB 13 sieT.
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JleBouku poauianch oT 1-it 6epemeHHOCTH Y Matepu 31 roma u
otia 39 jer, nmpexaeBpeMeHHBIX poaoB Ha 34—35 Hezene ¢ Macca-
mu Tea 1200 r 1 1300 r. PaHHee MCHXOMOTOPHOE pa3BUTHE AETeit
— 6e3 rpyboii 3aIepXXKKU, HO UMEIOT TPYIHOCTH OOYYEHMs B LIIKOJIE.

[Tpu ocMoOTpe IeBOYEK OTMEUEHBI TUTIOILIA3Us 4-X U 5-X TMsICT-
HBIX KOCTe, KITMHOMAKTWIIMS S-X MajbleB PYK C HATMYMEM Ha HUX
ONIHOI  (hJIeKCOPHOI GOPO3/IbI, OTCYTCTBUE COCKOB MOJIOUHBIX
KeJE3, CHUKEHHOE TIOTOOTIe/IeHNE, TUIIePMETPOITMYSCKUIA acTUT-
MaTHU3M U pacxopsiieecst Kocornasue. [1epBblit cubc U3 ABOMHU 10-
MOJTHUTEIBHO CTPaIaeT CKOJIMO30M IPYIHOTO U MOSICHUYHOTO OTJIe-
JIOB TMTO3BOHOYHMKA B Pe3yJibTaTe HATWYMSI KIMHOBUIHOTO MO3BOH-
ka Th12 u HemapHoro pebpa.

AHajioTMYHasi TaToJOTUsl He OOHapyXeHa Y pPOJICTBEHHUKOB
Onm3He1oB. Bo3MokHO, uTO 3a0o0jieBaHME OOYCIOBICHO TEPBUY-
HOUM MyTaluei, CBI3aHHOM ¢ BO3pacToOM OTIIA.

Ilouck acconnanuii uncepuuii Alu-3emMeHToB
¢ JI0JIroJieTHEM

Kapumos JI.J1.1, Masaii A.K.?, Jpoman B.B.!,
Hacubyaaun T.P.1, Mycmaguna O.E.1

I Unemumym 6uoxumuu u eenemurxu YHI] PAH,
e.Yeha, npocn. Oxmsabpsa 71

2 BIITY um. M. Axmyanel,

e.Yoha, yr. Oxmabpsckou pesonioyuu 3a kopn. 2
karriden@gmail.com

Lenb uccnenoBaHusi COCTOSUIA B aHAIM3e accolMannii Alu-uH-
ceplUroHHbIX JIoKycoB YbSAC702 B rene PKHDILI u YaSac2145
B reHe STK38L ¢ moarojieTueM 4dejioBeka.

Bruta ucnonbp3zoBana Beibopka u3 1722 yen., 20—109 ner, ot1-
HUYeCKUX TaTap, npoxusatouux B Pb. Beinenenune JJTHK nposo-
NNJIOCh METOIOM (DEHOTBbHO-XTO0PO(GOPMHOM IKCTPAKLIMU; T€HO-
TUNIMpPOBaHMe ocylecTBasiock MetonoM [1LIP; cratuctuuecknii
aHaJu3 Ipou3BoaMIICs ¢ ucnonb3oBanueM 10O SPSS V. 17.0. Ins
CpaBHEHMSI YaCTOT ajljiesiell U TeHOTUIIOB UCTIOIb30BaJICsl TOUHbBII
nByctopoHHuii Tect @uinepa. [Ipu aHanu3se pe3ynabTaToB UCCIIE-
NOBaHUsI BBIOOPKY TOApPA3Nessii Ha BO3PACTHBIE TPYMIbI CO-
IJIaCHO KJlacCuUKalWu, IPUHATON Ha 7-if Bcecolo3Holt KoHbe-
PEHIIUU IO MpobyiieMaM BO3pacTHOM Mopdosoruu, Gpu3noIoruu
1 OMOXUMUM.

OxapakTepr30BaHO pacrpeeneHre 4actor Alu-uHCepIMOHHOTO
nokyca Yb8AC702 rena PKHDILI (8q23.2). YactoTbl TeHOTUIIOB
PKHDILI¥i/*i, PKHDILI*i/*d, n PKHDIL I*d/*D cocraBumu 21,1%,
54,25% wn 24,65% coors.; wyactorel amwieneiit PKHDILIFI wu
PKHDIL D coctaBunu 48,23% w 51,77% coots. Pacnipenenenue ya-
CTOT TeHOTUIIOB HE COOTBETCTBYET Kputepuio Xapau—BaiinOepra
(2 = 11,002, p = 0,004, n = 2), paBHOBECHOE PACIPENETEHHE B KaX-
N0 BO3PACTHOM Tpyrine coOmoaaeTcsl.

Ilpu momapHOM CpaBHEHMU BBISIBJIEHO 3HAYMMOE CHUKEHUE
yacToThl reHoTuna PKHDI1L I¥i/*d v noBblllIeHUEe YaCTOThI FEHOTH -
na PKHDIL*D/*D c Bozpactom. CorinacHo JaHHBIM PerpecCUoH-
HOTO aHaju3a, ¢ BO3PACTOM IOBBILIAETCS BEPOSITHOCTh HAKOILIE-
Hus reHotuna PKHDILI*D/*D.

OxapakTepu30BaHO pacrpenesieHue 4actoT Alu-uHCepLUOHHO-
ro jokyca Ya5ac2145 rena STK38L (12p11.23). YacTtoThl reHOTH-
noB STK38L*i/*i, STK38L*i/*d u STK38L*d/*D cocraBunu 1,93%,
17,7% wn 80,37% coots.; yactorsl ateneit STK3SL*1 u STK38L*D
cocraBuiu 10,78% u 89,22% coots. Habiomaemoe pacrpeneieHue
YacTOT FEHOTUIIOB HE COOTBETCTBYET KpUTepuio Xapau—BaitHoep-
ra (x2 = 8,046, p = 0,018, n = 2), paBHOBECHOE pacmpefieeHue
B KaXkKI0i BO3pAaCTHOM TpyIine cobtoaaeTcs.

[Tpy monapHOM CpaBHEHMHM YACTOT ajljiejieil U FTeHOTUIIOB CTa-
TUCTUYECKM 3HAYMMBIX PA3IMYMii MEXIY BO3PACTHBIMU TPYIIaMu
oOHapyxeHO He ObL10. COorIacHO aHHBIM PErpecCUOHHOTO aHAM -
3a, C BO3PACTOM CHUXXAETCSl BEPOSITHOCTh HAKOIUICHUSI T€HOTUIIOB
STK3SL*1/*1 m STK38L*D/*D wm mnoBblllIaeTcsl BEPOSITHOCTh Ha-
koruieHus renotuna STK38L*1/*D.

Paboma noddeprcana epanmom PODU-Ilosonxncoe No14-04-97094.

Hccnenosanne B3aMMOCBSA3M MPOMOTOPHOTO
nomophuszma -308G>A B reHe ¢akTopa HeKpo3a
ONYXOJIM C PA3BUTHEM M T€YEHHEM OCTPOIO NMAHKPEATHTA
y pycckux xurejeil IentpansHoii Poccuu

Kapmuza Jluduoxca C., Cameuna T.A., Bymyesa O.10.,
Hasapenxo II.M., Iloaonuxos A.B.

Kypckuil eocyoapcmeennsiii meduyunckui ynueepcumem, . Kypck
tass@list.ru

Baxwneiiuyto posnb B matoreHese octporo mnaHkpearuta (OIT)
WUTpaeT aKTUBALIMSI IUTOKMHOBOTO Kackasa, 00yCIOBIMBAIOIIAS BbI-
OpOoC pasIMYHbBIX MEAMATOPOB BOCHAIEHMS U CIIOCOOCTBYIOLIAS Jie-
CTPYKTHUBHO-BOCTIAJIUTEIbHBIM M3MEHEHUSIM TTO/DKETYTOYHON XKe-
nie3pl. OMHUM U3 HarboJIee MOLIHBIX TPOBOCHATUTENbHBIX IMTOKU-
HOB siBIIsIeTCs (hakTop Hekpo3a omyxonn (TNF), koTopslit Moxymm-
pyeT 3KCIPECCHI0 T€HOB TPAHCKPUITLIMOHHBIX U POCTOBBIX (haKTO-
POB, PELIENITOPOB KJIETOUHOI MOBEPXHOCTU U OCTPO(a3HBIX OEIKOB
M UrpaeT BaXHYIO POJib B MPOTUBOMHGMEKIIMOHHOM U IPOTUBOOITY-
X0JIeBOM MMMyHUTeTe. Llesblo HacTosiero ucciaenoBaHusi ObUIO
u3ydeHue cBsizu noiumopdusma -308G>A rena TNF ¢ puckom
Pa3BUTHS U XapaKTepOM TeUeHUs] OCTPOro MaHKpeaTHTa y PYCCKUX
xurteneit LleHTpanbHoit Poccuu, MperMylecTBEHHO YpOXEHLEB
Kypckoit obnactu. Matepuanom JUlsi UCCICAOBAHUS TOCTYKIIN
o6pasubl JHK 190 60bHbix OIT (53 eHumHbI U 137 MyXuuH) U
217 3mOpOBBIX MHAUBUIOB PYCCKOUM HAIIMOHATBHOCTH (72 XKEHIIN-
Hbl U 145 MyX4MH), HAXOIMBIIMXCSI HA CTAllMOHAPHOM JIEYEHUHU
B xupyprudeckux otaeneHusx r.Kypcka B mepuon ¢ 2012 mo 2013
rr. leHotunupoBanue noaumopdusma -308G>A rena TNF npoBo-
nuiock metonoM [P B pealbHOM BpeMEeHM C MCIOJIb30BAHUEM
CUHTE3MPOBaHHBIX ajieib-crenuduyeckux TagMan-3onmos. [e-
HOTHUITBI MCCIIENYEeMOTO MOJUMOpGhU3Ma HAXOMWIUCh B COOTBETCT-
BMM ¢ pacnpeaeieHrueM Xapau—Baitn6epra (p>0,05). YacTtoTs! ai-
nenieit 1 reHoTurnoB nonuMopdusma -308G>A rena TNF He pasnu-
YaJIMCh B TPYINaxX 3I0POBBIX JUI U OOJBbHBIX OCTPBIM MaHKpeaTH-
ToM. Takke He ObLIO YCTAHOBJIEHO CTATUCTUUECKU 3HAYMMBIX pa3-
JIMYWIA B YyacToTax ajiiesieid u reHotunoB 7 NFMexny rpynnamu 60-
nbHBIX HeOmmmapHbM OI1 u 3mopoBbiMu auiaMu. C 1eIbIo OIpe-
neneHus cBsizu uzydyaemoro JAHK-nonumopdusma ¢ TsokecThbio Te-
yeHus OIl Hamu ObUT MPOBEAEH aHATW3 aCCOIMAIMU PA3ACIbHO
B rpynmnax OOJIbHBIX € TSKEION M HeTsKEnoi dhopmamu 3abosieBa-
Husl. BeiTo ycTtaHoBIeHO, YTO reTepo3uroTHeIil reHotun -308G/A
accoluupoBayicss ¢ puckoMm Hetspkénoit dopmer OIT OR = 1,81
95% CI 1,02—3,23 p = 0,04). Ilo-BuauMomy, MoJIUMOPGHUM
-308 G>A rena TNF He BHOCUT CYIIECTBEHHOIO BKJIaga B (popmu-
pOBaHUE NECTPYKTUBHBIX M3MEHEHMI B IOKENYIOYHON XKejese,
00HapyXMBaeMbIX TIPH TSKETON (hopMe OOJIC3HU.

Nnentudukanus reHoB npeapacnoioKeHHOCTH
K OPOHXMAJIbHOI aCTMe B Pa3JIMYHBIX
STHHYECKHX TPymmax

Kapynac A.C.12, ®edoposa 10.10.1, IOnycéaes B.b.!,
Tumanosa I.D.1, Xycuymounosa 9.K.1?

I @edepanvroe eocydapcmeennoe 6Grodacemioe yupedcoeHue Hayku
Huemumym 6uoxumuu u eenemuku Ygumckoeo HayuHoeo uyewmpa
PAH, 2. Yga, Ilp. Oxmsaops, 71; carunas@list.ru

2 Qedepanvroe eocyoapcmeennoe 6100xicemHoe 06pazoeamenvioe yu-
pedicOeHue 8bicuieco npogeccuonansHoeo obdpazoeanus bawkupckuil
eocydapcmeennblll yHusepcumem, 2.Ypa, ya. 3. Baiudu, 32.

BponxuanbHast actma (BA) — XpoHUYeckoe BOCHAIUTEIbHOE
3abosieBaHUE JAbIXaTeJIbHBIX MyTEH, pa3BUBAIOLICECs] MPU B3aMMO-
NeCTBMM MHOTOUMCIIEHHBIX (haKTOPOB OKpPYXKalollel cpebl U Ha-
CJICICTBEHHOM MpeapacrnonoxXeHHocT. OnyOJMKOBaHHbIE K Ha-
CTOSILLIEMY BPEMEHMU DPe3yJIbTaThl MCCIIEAOBAHUIT CBUIETENBCTBYIOT
00 yyactuu B 3TMOmaroreHe3e BA MHoxecTBa (DYHKIMOHAIBLHO
B3aMMOCBSI3aHHBIX T€HOB M O CYILECTBOBAHWU MEXITOIYJISILIMOH-
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HBIX pa3inuuii B moasepkeHHOCTH BA. IloaHoreHoMHbIi aHamu3
accoUMalu, MPOBeAEHHBIN y 00JbHBIX BA 1 MHIUBUIOB KOHTPO-
JIHOW TPYIIMbI Pa3IMYHON STHUYECKOU NMPUHAMIE)KHOCTH, TTPOXKU-
Baowux B Pecrnybnuke baimikoprocraH, rmokaszaa HaJddue BbIpa-
JKEHHOM accolMaliy JaHHOTO 3a00JIeBaHKS Y PYCCKUX C IMTOJIMMOP-
dubpiMu  okycamu  1s10958058 (8ql1.21), rs1492313 (12ql2) u
16004423 (22q11.23); y tarap — 183769309 (2q31.1), rs1511599
(3926.2), 1510435941 (9921.2), rs12719740 (15q26.3); y Gamikup —
1s9324750 (5q33.2), rs13207327 (6q27), rs10757282 (9p21.3),
152155440 (11g22.3). Lenbto HacTosieir pabOThl OBLIO perIvKa-
TUBHOE UCCJIeIOBAaHUE BBILIECTIEPEUNCICHHBIX TOJIUMOP(HBIX JIOKY-
COB Ha HOBOU He3aBUCHUMOI BbIOOpKe 00mbHBIX BA (132 pycckux,
105 Tarap, 73 GallKMp) W 3I0POBBIX MHAMBUIOB KOHTPOJBHOM
rpymnbl (131 pycckuit, 106 Tatap, 77 Galukup) 1Uist TOATBEPXKACHUST
3HAYMMOCTH BBISIBJIEHHBIX accollMalivii B pa3Butuu bA. 'eHoTHIIM-
pOBaHME MMOJIUMOP(HBIX JIOKYCOB IIPOBOAMIOCH METOIOM ITOJIMME-
Pa3HOM LEMHOM peakuuu B peaibHOM BPEMEHU.

B pesynabrate mpoBeAEHHOIO PEIIMKATUBHOIO MCCJICIOBAHUS
MOATBEPKIEHA acCOIMAIINS TIOJTMMOPGhHBIX JTOKYCcOB 1s1492313 re-
Ha myurHa 19 MUC19 (12q12) u rs6004423 reHa HeoxapakTepuso-
BaHHOTO Oenka KIAAI1671 (22q11.23) ¢ pa3Butuem BA y pycckux;
noauMopdHbIX JT0KycoB 1s3769309 reHa dakTopa 0OMeHa ryaHnHO-
BbIX HykieotunoB RAPGEF4 (2q31.1), rs12719740, nokanu3oBaH-
HOTO PSIIOM C TEHOM peLIeNTopa MHCYIMHOIOA00HOro (hakTopa po-
cra 1 IGFIR (15q26.3), u rs10435941, pacrosokKeHHOro pPsiIoM
C TeHOM TpaHCKpumiroHHoro dakropa FOXB2 (9921.2), — c pas-
ButreM BA y tarap; nonumopdHbIx J1okycoB 1$9324750 rena GRIAT
(5q33.2), xomupymouiero cyobenuuuily AMPA-1oHOTponHOTO pe-
mernropa riayramata, u rs13207327 reHa aHTaroHUCTa OeTa-KaTeHU -
Ha 2 DACTZ2 (6q27) — c pa3Butuem BA y Gawkup. Unentuduim-
POBaHBI MapKEPHI MOBBILIEHHOTO U MMOHMKEHHOTO PUCKA PAa3BUTHS
BA y MHAMBUIOB pa3IMuyHOM STHUYECKON MPUHAMLIEKHOCTH, a TaK-
K€ aJleld U TeHOTUIIbl, aCCOLMMPOBAHHbIE C TKENON (hopMmoii
JMAHHOTO 3a00JIeBaHUS.

Paboma noayuuna gunancosyro noddepicky Poccutickoeo Ponda ghyroa-
MeHmanvhwix uccaedosanuti (epanm PODOU Nel3-04-01397).

MounekyasipHasi IUTOreHETHKA
HeBbIHANIMBAHUSA OepeMEHHOCTH:

OT XPOMOCOMHBIX MyTalMii K WaeHTH(PUKAIMH
OHTOTeHeTHYECKHN-3HAYMMBIX T'€HOB

Kaweeaposa A.A.12, Cxkpabun H.A.12, Huxumuna T.B.l,
Caxcenosa E.A.1, XKueaauna J[.1.2, Jlebede¢ HU.H.1?

I @QI'BHY «HHH meduyunckoii eenemuku»,

2. Tomck, 634050, ya. Habepexcnas p.Ywatiku, d. 10

2 Buonoeuueckuii uncmumym Tomckoeo 20cyoapcmeenno2o yHueepci-
mema, e.Tomck

kashevarova.anna@gmail.com

[TpopbIB B 06J1aCTH MOJIEKYJISIPHOM LIMTOTEHETUKH, CBSI3aHHbIM
¢ nosiBneHueM imoopecteHtHoii in situ tnopuauzauuu (FISH) u
MpUMEHEHUeM e€ JUIsl AMarHOCTUKM NMPUYMH HeBbIHAIIMBaHUS Oe-
PEMEHHOCTH, MIPUBEJ K CYIIECTBEHHOMY M3MEHEHMIO Tpe/ICTaBiIe-
HUII 00 ypOBHE XPOMOCOMHOI'O MO3aulii3Ma IIpU paHHUX dSMOPUO-
HAJIBHBIX TIOTEPSIX (110 66% Y CTIOHTAHHBIX AGOPTYCOB C AHEYIUIOUI-
HBIM KapUOTUIIOM; TIpU 3TOM 15% aGopTycOB MMEIOT MEKTKaHEeBbIE
OTJIMYUSI TI0O XPOMOCOMHOMY Habopy), a TakxXe MO3BOJUI UISHTHU-
uMpoBaTh HOBbIE TCHOMHBIE MyTallU, B YACTHOCTH MOHOCOMUHU
1o psiny ayrocoMm. [TosiBieHre cpaBHUTEIbHOM T€HOMHO# ruOpunm-
3auun (CGH) BriepBbie TO3BOIMIIO B XO/I€ OMHOM peaklMu PerucT-
pMpOBaTh aHEYIUIOWAMM 10 JTI000# 13 XxpomocoM. Hamu y abopTty-
COB C HU3KOI TpoudepaTuBHON aKTUBHOCTBIO i1 VifrO WIN HOP-
MaJIbHBIM KapUOTUIIOM, IO pe3yjbrataM MeTada3HOro aHaiusa,
¢ omoipio CGH BbIsiBIeHBI MOHOCOMUS 21, Tpucomuu 2, 11, 15,
16, 18 u 22, nBoiiHast TPUCOMUSI ¢ BOBJieueHMEM XpomocoM 7 u 20.
Bosee BbicOKOpaspelialonMM METOIOM, B XO/I€ OIHOM peakLuu Jie-
TEKTUPYIOIMM cTpyKTypHble uaMeHenuss JAHK (Bapuanuum uucna

konuit, CNV), craja MaTpu4Hasi CpaBHUTEJIbHAsi TCHOMHasi TMOpY -
mu3auus (aCGH). C ucnonb3oBanrem MukpounioB Agilent 180K
Hamu BbisiBieHO 280 CNV B 27 o6pa3iiax IulalieHTapHbIX TKaHei
TpY aHAMOPUOHUU C HOPMaAJIbHBIM KapuoturoM. 93 CNV omnpeze-
JIEHbI KaK MOTEHLMAILHO MaTOreHHble. AHAIU3 00OTallleHus Briep-
BbIE MOKa3aJl accoluannio anamMopuonun co cienylommvmu KEGG
u GO KaTeropusiMM I€HOB: IUIOTHbIE M aAre3MOHHbIC KOHTAKTBI
(YESI, OCLN, CTNNA3 u np.), metabonusm ructuanHa (ACY3,
ALDH3B2), Tuposuna (TH, ALDH3B2), cbunronununos (SMPD4,
ARSA), metabonmueckue mytu (COX7C, LDHC, LDHA w np.), He-
raTMBHasl Peryjsius KieTouyHoit kommyuukauuu (T7GIFI, NKX2-5
u ap.). HeoxxumaHHoW HaxoiKoii 0Ka3anoch rpeobiajiaHue TeHOB
HEMPOaKTUBHOIO B3aMMOJAEHCTBHUSI JIMTAHA—pPeLenTop (reHbl pe-
uentopoB GABA), 1 TeHOB, OTBEUaIOINX 32 Pa3BUTUE HEPBHOM CHU-
CTeMbI B LIeJIoM M Mo3ra B yactHoctu (7’CF7L1, EPHAS v np.). Oue-
BM/IHO, YTO KOMIUIEKCHOE MCIOJIb30BAaHUE METOMOB MOJICKYJISIPHOM
LIUTOTEHETUKU TTO3BOJISIET PACKPBITH HOBBIE MATOTEHETUYECKUE Me-
XaHU3MbI PAHHUX PENPOIYKTUBHBIX MMOTEPb.

Paboma  noayuusra  gunancosyro  noddepicky
Nol4-04-32047 u  epauma  [lpesudenma
No14.120.14.5096-HIII.

epanma  POOU
P® ors  BHII

AHaJIM3 TPAaHCKPANITOMA PAKa MOYEBOTO My3bIPS

Kexeesa T.B.1:23 %, Tanac A.C.15, Illuxeesa A.A.12,
3asasumuna JI.9.2, Andpeeea 10.10.2,
Dpank I.A.2, 3asemaes JI.B.13

I @TEHY Meouko-eenemuueckutl HayMHblii yeHmp

2 TBOY JI10 PMAIIO Munsopasa Poccuu

kekeeva@mail.ru

3 TOY BIIO [Iepéviii MTMY um. HU.M. Ceuenosa, Mockea, Poccus

Pak MoueBoro mysbIpsi sIBISIETCS] OHUM M3 HauboJjiee 4acTbIX
HOBOOOPA30BaHMIT yPOr€HUTATBHOTO TpakTa B Mupe. st ypotenun-
anpHOi KapuuHoMbl (YK) onrcaHo 60Jbl10e KOJUYECTBO TeHETH -
YeCKUX aHOMAJIMiA, Cper HUX JIMIIb HECKOJbKO XMMEPHBIX T€HOB
C HU3KOM 4acTOTO# BcTpeuaeMocTu. B naHHO# pabote nmpoBoauics
MOUCK HOBBIX XMMEPHBIX TPAHCKPUIITOB B 00pa3iiax paka MOUYeBOrO
My3bIPs C UCTIONB30BaHUEM MacCUBHOTO napasieabHoro PHK-cex-
BEHUPOBaHUSI.

PHK Bbimensiii U3 cBeXe3aMOPOXEHHBIX OIMYXOJIEBBIX 00pa3-
LIOB OT TpeX MALMEHTOB C PAaKOM MOUYEBOTrO Mmy3bipsi. CEKBEHUPOBa-
HME TIPOBOJIWIIN IO ITPOTOKOJIaM MAPHOKOHIIEBOTO YTEHHUSI Ha TUIaT-
dopme Illumina Genome Analyzer I1. JIns moucka XvMepHBIX re-
HOB UCTIOJIb30Baau mporpamMmmy Chimerascan.

g tpéx obpasuoB monyduan 55,5 muH, 50,7 MaH u 48,5 MIH
MPOUYTEHUI COOTBETCTBEHHO, KOTOPbIC BBIPOBHSUTM Ha 26685 reHOB.
boeiio Haiimeno 284, 226 m 289 BO3MOXHBIX XUMEPHBIX TpPaHC-
KPHUITOB, UX KOTOPbIX Npuoin3utenbHo 30% mpeacTaBieHbl CKBO3-
HbIMU TIpouTeHUsIMU, 30% — BHYTPUXPOMOCOMHBIMU XMMEpaMU U
40% — MEXXpPOMOCOMHBIMU XUMEPAMH.

[Mocne neraabHOro aHanM3a MOCIEA0BATEILHOCTEN MOTEHIIMA-
JIHBIX XMMEPHBIX TeHOB Mbl BHIOPAJIM OJHOTO KaHAMAATA ISl Aajb-
Heiweit Bamumauuu merogxamu OT-TILIP u cexBeHupoBaHus 1o
CaHrepy: MeXXpOMOCOMHbINA xuMepHblii reH SEPTY9/CYHRI. Mbl
MOATBEPAMIN HAJIMYKME JABYX XUMEPHBIX TPAHCKPUIITOB: 5K30H 2 Te-
Ha SEPTY cnut c sx3oHoM 3 reHa CYHRI v 3x30H 1 SEPTY cnut
¢ 9k30HOM 3 CYHRI. Centun 9 (17q25) — npencraButesb ceMei-
ctBa cenTUHOBBIX ['Td-a3, KOTOpBI ydyacTBYeT B LIMTOKHMHE3E,
arornTro3e M TPaHCIOPTe Be3UKY/l. XPOMOCOMHAs TPAaHCIOKALMSI,
Bosiekatomiast SEPT9 v ren MLL, onucaHa npu OCTPO MUEIOUI-
Hoil neiikemuun. CYHR1 (8q24) npeanonoxurenbHo uMeeT (QyHK-
LMY CBSI3bIBAHMSI C MOHAMU METAJ/UIOB, OeJKaMU U JIOKAJIM30BaH
B LUTOIIa3Me, siape 1 MemOpaHe. Hackoibko HaM, U3BECTHO, 3TOT
XMMEPHBII I'eH paHee He ObLT OMKMCaH, B TOM YKCIIE U TTPU paKke MO-
yeBoro mys3bipsi. [lanbHeliliee M3yyeHUE HOBOTO XMMEPHOTO TeHa
HEOOXOAMMO Ul TIOHUMaHUsT ero (PyHKIMOHAIBHOM M KJIMHUYE-
CKOM 3HAYMMOCTH B KaHIIEPOTeHe3e.

ISSN 2073-7998
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Meauko-reHeTHYECKOe KOHCYJIbTHPOBAHHE
B ycaoBusx kKiauauka BPT

Kum O.A., Copoxuna E.B., 3y6 M.TI.

MAY3 «llenmp écnomoeamensHuix penpoOyKmMuHsIX MexXHOA0SUI
454031, e.Heasnbunck, yr. Cmanesapos, 0. 58§-A
kimolya 1965@mail.ru

PenponykTnBHOE MEIUKO-TEHETUYECKOE KOHCYJIbTUPOBAHUE
(MTI'K) umeeT psii 0COOEHHOCTEH, CBSI3aHHBIX C pa3InyueM MeTO-
JIOB BCTIOMOTaTeIbHbIX PeNPOayKTUBHBIX TexHooruii (BPT), ¢ pas-
HOPOJHOCTBIO MALIMEHTOB — MCTOYHMKOB F'€HETUYECKOTO MaTepua-
Jia (Ccyrpyxeckasl rmapa, JOHOPBI TaMeT), CO CJIOXHOCTBIO U JUTUTE-
JIbHOCTBIO HApYLICHWIl DPEnpoOayKTUBHONW (DYHKUIMU Yy CYNpPYros,
C MOBBIILIEHHBIM PUCKOM TIATOJIOTUN Yy 3MOPUOHOB U 111010B. Kpo-
Me TOTo, poxkIeHHe peOEHKa BCACACTBIME MAHUIYJISILMNA U MeIUKa-
MEHTO3HBIX BO3ICWCTBUII B Xoie NpuMmeHeHUs: MmetonoB BPT Ha-
KJIJIbIBaeT Ha Bpaueii-reHeTUKOB KJIMHUKKU JOMOJHUTEIbHYIO OT-
BETCTBEHHOCTD B pelileHnn ocHOBHOM 3anaun MI'K — nipenympex-
JIeHWe BPOXAEHHBIX M HACJIEACTBEHHBIX 3a001€BaHUIA.

ApceHal MeTOJIOB Bpaya-reHeTHKa PernpoayKTUBHOM KIMHUKU
cTaHmapTeH (KJIMHUKO-TeHeaTorMyecKrii MeTol, OlleHKa (beHOTH-
MUYECKOro CTaTyca, IMTOreHeTUUECKNI aHaIN3, MOJIEKYJISIPHO-Te-
HeTuueckuii aHanu3). OIHAKO, B CBSI3W C pa3IMUMsSIMM B 3amavax
MTI'K nmauMeHTOB M3 pa3HbIX IPYIN, UMEETCSl Psii OCOOEHHOCTEeM
MIPUMEHEHUST TaHHBIX TECTOB.

BakHoii 3aaveil TeHeTUKa-KOHCYJIbTaHTa Ha | aTare sBiseTcst
Onpene/icHe BEPOSTHOCTH TMOJYYCHUSI «3[I0pOBOr0» 3MOpHOHA.
OnHOM M3 TIPUYWH HEYIaYHOTO MCX0la MTpUMeHeHUsT MeTonoB BPT
SIBJISIETCSI AHEYTUTOMINSI SMOPHMOHOB, BEPOSITHOCTh KOTOPOIi YBEJIH-
YUBACTCS MPU HATUIMK LIMTOTEHETUYECKUX OCOOEHHOCTE Y JIUIT —
HMCTOYHMKOB TE€HETMYEeCKOro Martepuana. [lOBBIIIEHHBI pUCK
BPOXIEHHOW M HACJIEICTBEHHOI TAaTOJIOTUHN Y MALIMEHTOB C JTUTE-
JIbHBIM OecruioaueM OOYCJIOBIMBAeT HEOOXOAUMOCTh M 00sizaTe-
JILHOCTb IUTOTEHETUUECKOTO aHau3a nauneHToB. [1o pesynbraTam
LIUTOTEHETUYECKOTO 00C/IeNOBaHMs MALMEHTOB HAIEero LeHTpa 3a
nepuon 2010—2013 rr. y 10,7% cymnpyxkeckux mnap, ob6ciaea0BaB-
mmxcst nepen npotieaypoir DKO, BbISIBIEHbI M3MEHEHUST KAPUOTH -
1a y OHOTO M3 CYIPYroB; Cpeau J0HOPOB ramer — y 6,7%. B 3aBu-
CHMOCTHU OT TIOKa3aHuii, marueHTaM K1nHuKn BPT pekomeHmyoT-
cs1: CYP21-ananu3, FMR-ananus, aHanu3 nonuMophu3MoB reHOB
(oaTHOTO LIMKJIA U CUCTEMBI TeMOCTa3a, aHAJIM3 TeHOB IETOKCUKA-
i, AZF-anamu3, CFTR-ananmu3 u np. Bce Gosnee mocTyrmHON 1
BOCTPeOOBAHHOM CTAHOBUTCS MIPEUMILIAHTALIMOHHASI TeHETUYEeCKast
NMUATHOCTMKA KaK METOJl CHIDKEHUST pUCcKa TeHETMUECKUX 3a00J1eBa-
HUI TTOTOMCTBA.

N3zyyenne poan renos DISCI, GRIA2An GAD?2
B Pa3BUTHH NMAPAHOUIHON MM30()PEeHHN B PA3THMIHBIX
3THHYECKHX rpynmmax n3 Pecnyoinmkn Bamkoprocran

Kunswesa K.0.1, I'apeesa A.9.1,
Illapagpymounoea JI.P.2, Xycuymounosa 9.K.1

I @I'BYH Hucmumym 6uoxumuu u 2enemuxu YHI PAH,

Poccus, 450054, e.Ypa, [Ipocnexkm Oxmsbps, 71,

e-mail: karina-kinjasheva@rambler.ru

2 @IBOY BIIO <«bawkupckuil 20cyoapcmeenHblil hedazoeuueckuil
yHugepcumem um. M. Axmyanor,

Poccus, 450000, e.Ypa, ya. Oxmsabpwvckoi pesostroyuu, 3a

IuzodpeHus sBiIsIeTCS] OAHUM U3 Hanbosee TSKETbIX MHOTO-
(baKTOPHBIX MCUXUYECKUX 3a0oieBaHUil ¢ KOIDGOUIMEHTOM Ha-
cienoBaHust 0koJio 80% 1 MpUGIU3UTETBHO OMUHAKOBOI pacrpo-
CcTpaHEHHOCTBIO BO BceM mupe (ok. 1% Hacenenus). HapyuieHue
(ynkuronuposanust ryramarepruueckoir 1 TAMK-epruueckoii
CHCTEM, U3MEHEHNE HEeHPOIIACTUMHOCTH CYMTAIOTCS BaXKHEM I -
MU (akropamu 3THOIATOoTreHe3a Imu3odpeHnu. Llenbio paboThl
OBLIO M3yYyeHME PO MOIMMOP(PHBIX JT0KycoB 15821597, rs843979
resa DISCI, rs4403097 rena GRIA2A n 152236418 rena GAD2

B Pa3BUTUM LIM30(PEHUU B ITHUYECKUX TPYIINax PyCCKUX U TaTap
u3 Pecniybnuku bamkoprocraH. B mcciienoBaHuM MPUHSIIM yyac-
Tre 338 MHAMBUIOB, OOJIBHBIX MapaHOUIHOM n3odpeHueit (50%
pycckux u 50% Tarap), u 350 310poBbix HHAMBUIOB (50% pycckue
u 50% Tarap), COOTBETCTBYIOLIMX MO BO3PACTy W IMOJY BBIOOpPKE
OonbHBIX. M3ydeHue mMoauMOp(HBIX JOKycoB TeHOB DISCI,
GAD2, GRIA2A npoBonunu metogoMm [T P-TT/IP®-ananusa. AHa-
JIN3 HEpaBHOBECHsI IO CLETUICHUIO MEXIy JIOKycaMu MOMapHO
MPOBeNEH ¢ MCIOoJb30BaHUeM TporpaMMbl Haploview 4.1. TToka-
3aTesb  OoTHocuTedbHOro pucka (OR) u  cooTBeTcTByMOIIMIA
95%-Hblit 1OBEPUTENbHBIN MHTEPBAT PACCUMTBHIBAIM B IIPOTpaMMe
SISA Tables. PacnpeneneHue 4acToT ajuiesieil 1 TeHOTUIIOB TTOJIH -
MOP(MHBIX JIOKYCOB TAaHHBIX TEHOB B U3YYEHHBIX TPYINax COOTBET-
CTBOBAJIO pacripenesieHnto Xapau— BaitH6epra. B pesynbrare mpo-
BEIEHHOIO MCCJIEIOBaHUSI BbIsIBIeHO, uTo reHotun GAD2*A/A
(OR = 3,62; P = 0,0009) u amnenp GAD2*A (OR = 3,11;
p = 0,002) monumopdHoro jokyca rs2236418 rena GAD2 aBnsioT-
cs Mapképamu TOBBILIEHHOTO PUCKA Pa3BUTHs IHU30(PpeHUN
y JIMI] TaTapcKoi aTHUYeCKOo# rpynibl. [1pu aHanu3e pacnpenene-
HMSI 4aCTOT ajijieJieil U TeHOTUIIOB BCEX OCTATbHBIX MOJTUMOPQHBIX
BapuaHTOB: 18821597, rs843979 rena DISCI, 1s4403097 reHa
GRIA2A — y pycCKUX M TaTap CTATUCTUYCCKU 3HAUMMBIX Pa3jiv-
YUA MEXIy TpyInramMu «0oJbHbIe—KOHTPOJIb» HE OOHapy>XeHO.
Ipu aHanu3se pacrpenesieHUs: YaCTOT TAIUIOTUIIOB, CKOHCTPYUPO-
BaHHbBIX Ha OCHOBE MOJIMMOP(MHBIX JJOKYCOB 15821597, 15843979 re-
Ha DISCI, Mexny M3y4eHHBIMU TPYIIAaMU JOCTOBEPHBIE Pa3iM-
4Msl HE BBISIBJICHBI.

Paboma eévinoanena npu noodepicke epanma Poccutickoeo ghorda ghym-
damenmanvroix uccaedosanuti (Nel4-04-97012p nosonxcve _a).

Heonatanbubiii ckpuannr B Pecnyommke Kazaxcran:
utoru 8 et

Kupuxbaesa M.C., Caasumbaesa /I.H., Ceamosa I.C.

Pecnybauxanckaa meduko-eeHemuueckas KOHCyAbmMayus,

Hayunwui yenmp axywepcmea, eunexonoeuu u nepunamonoeuu M3CP PK
050020, e.Aamamet, npocn. Jocmuik, 125, Kazaxcman

respmgk @mail.ru

Buenpenue B 2007 1. B Pecnyonuke Kaszaxcran (PK) Tocynap-
CTBEHHOI MPOrpaMMbl HEOHATAJILHOTO CKPUHUHTA Ha (hDeHUIKETO-
nypuio (OKY) u Bpoxaéunsiit runorupeos (BI') no3sonuio odee-
noBatb 1 743 149 HOBOPOXIEHHBIX U CBOEBPEMEHHO BBISIBUTH
71 HoBopoxaéHHoro ¢ ®KY u 261 pe6énka ¢ BI'. B PK HeoHatab-
HbIl CKDUHUHT TIPOBOIUTCS HA UMMYHOMIIIOOPECLIEHTHBIX aHAIU-
3aropax «Victor Delfia» ¢ ucnonszoBanuem Habopos «Percin El-
mer».

CpenHuii oxBaT HeOHATAJIbHBIM CKpUHUHTOM B PK BbIpOC OT
51,9% B 2007 r. no 83,4% 82012 1., B 2014 1. coctaBun 74,6% ot 00-
1IETO YKciia HOBOPOXAEHHBIX. B 8 pernonax PK (u3 16 pernoHoB)
OXBaT HEOHATAJIbHBIM CKPUHUHIOM MpeBbiiaeT 95%, B OCTalIbHBIX
perronax kone6nercst or 17% mo 80%, uto cHmkaet addhekTrB-
HOCTb CKpUHUHTa. KOJIMYecTBO peTecToB B AMHAMMKE CHU3WIOCH
¢ 7,5% (®KY) u 6,1% (BI') B 2007—2010 rr. 1o 3,2% u 1,7%
B 2014 r. cootBeTcTBeHHO. B mepuron 2007—2014 rr. 3aperucTpupo-
BaH | ciyuail JioxXHooTpulaTeabHOro pedyiabrata ipu OKY (ypo-
BeHb (heHWIalaHWHA He TipeBbian 2,0 Mr/m).

KonuenTpauusi dbeHunaniaHruHa B MEPBUYHBIX 00Opasliax Mpu
®KY cocraBuia 2,1—35,1 Mr/mi, cpenHee 3HaueHUe heHUIaTaH-
Ha y BbISIBJIEHHBIX 00J1bHBIX ¢ DKY — 9,0 mr/m1. [Tpu BI' KoH1IeHT-
parust THPEOTPOTHOTO TOPMOHA B TIEPBUUHBIX 0Opa3iiaXx COCTaBUIIa
9,1—34,2 mxU/ml, cpenHee 3HaYeHHE THUPEOTPOITHOTO FOPMOHA Y
BBISIBIICHHBIX 00nbHBIX ¢ B[ — 24,5 MmxU/ml. Cpeanuit cpok mo-
craHoBku aumarHoza ®KY wu BI' B PK cHusuiacs ¢ 19 aHeit
B 2007—2010 rr. mo 10 mueit B 2014 r. C 2013 r. PK yuactByer
B MEXJIyHApOIHOI MPOrpaMMe KOHTPOJISI KauecTBa HEOHATAJIbHOTO
ckpunnHra CDC, USA.

Cpennsst yactora ®KY B PK cocraBuna 1:16 627 HOBO-
POXIEHHBIX, YTO COMOCTABUMO C IPYTUMU a3MaTCKUMU TOMYJISILIN-
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amu, BI' — 1:4523 HoBopoxnéHHbix. Yactota ®KY B pasanuHbIX
pernonax PK BapeupoBana ot 1:79 343 B r.Actana no 1:4610
B Manrucrayckoii oomactu, BI' ot 1:25 040 B 2KaMObIICKO#T 001aC-
1 1o 1:1570 3ananHo-Kasaxcranckoit u 1:1665 B I1aBnomapckoit
obnactsax. BeisiBaeHHbIe pernoHanbHbie ocobeHHocTn MKY u BI'
B PK BO3MOXHO 00yCJI0BI€HBI STHUUECKMMK OCOOEHHOCTHU JTaHHBIX
pernoHoB u nonyisiiuu PK, B 1iesiom.

N3yyeHnne nenTHIHBIX HOCHTEIEH aJAPECHOi TOCTABKH
unrepdepupyromux PHK B KneTku sngorenms
COCYIOB C LieJIbI0 MOJABJICHUS AHTHOTeHe3a

NpU SHIOMETPHO3e

Kuceaee A.B., Illyouna A.H., Ezoposa A.A.,
Coxkoaoe J|.U., bapanoe B.C.

OI'BHY «Hayuno-uccaedosamenvckuil uHcmumym aKywepcmea, eu-
Hekonoeuu u penpodykmonoeuu um. /1.0. Omma»,
Cankm-Ilemepbype

DHpomeTpro3 (D) — pacrnpocTpaHEHHOE TMHEKOJIOTUIECKOe
3a0o0yieBaHue, Uil KOTOPOTO aKTyajdbHa pa3paboTKa IMOAXOI0B
K TeHHOU Tepanuu. OAUH U3 BO3MOXHBIX MOIXOIO0B K JICYCHUIO
D. — nojapjeHUe aHTMOTeHe3a B MATOJOIMYECKUX ovarax ¢ Imo-
moiubio MUPHK nipotus rena VEGF. [I1s aToii 1ienm Heodxoau-
Mbl TKaHecreurduueckue CUCTEMbI IOCTaBKM HYKJIEMHOBBIX
kuciaot (HK).

PaHee Hamu ObLIM pa3pabOTaHbl MENTUIHbIE HOCUTEIN, MO~
GuLMpoBaHHBIE JUTAaHIOM XeMOKMHOBOro perentopa CXCR4,
TPUCYTCTBYIONIETO HA MMOBEPXHOCTH KJIETOK SHIOMETPUS U SHIO-
TeNus.

B pabote mccnenmoBaau apruHUH-00raThlii HOCUTEIb 0€3 Jn-
ranja (L0), ero aHasnor, MmoauduimpoBaHHbiil auranaom (L1), ne
koMOuHanuu nentuaoB L1 u LO (50mon% — L2, 10mon% — L3).
Mpbl uccnenoBain (GU3MKO-XMMUYECKME W 3allIMTHHIE CBOMCTBA
koMIuiekcoB Hocuteneit ¢ MuPHK. Brlio moka3zaHo, 4Tto Takue
nenTuasl 3¢dekTuBHO KoMmakTusupyoT MUPHK 1 obecrieunBa-
10T e€ 3alIUTy OT Jerpajaiuu HyKJiea3amu.

[IpoBeneHa TpaHcheKIMs in Vitro KJIETOK SHIOTeIUs (TrMopu-
noma E.A.Hy926) u rauoGnactomel yesnoBeka (Al72) Komruiekca-
mu Hocuteneit ¢ JIHK, comepxaieit ren lacZ. YcrtaHoBIeHa BbI-
cokast 3¢HEKTUBHOCTh TPaHCHEKIIMKM KOMIUIEKCOB € JIMTaHI-CO-
nepXalumMyu HocuTelssMu. JIIsl MomaBieHUs] 3KCIPEeCCHM TeHa
VEGFA 6butn mipoBeneHbl TpaHchekiuu kietok E.A.Hy926 u
A172 xommnekcamu Hocuteneit ¢ MuPHK mpotus rena VEGFA.
Ipu tpanchekuun kietok E.A.Hy926 koMmmiekcamMu ¢ HoCUTesI-
mu L1 u L2, nopapienue akcnpeccuun pocturano 35—45%. Ipu
TpaHcheKIu KiIeToK Al72 KOMIJIEKCAaMU C JTUTaH[-COIepXKalln-
MU HOCHUTENISIMM TTOJaBJIeHHUE dKCIpeccun pocturaino 65—70%, u
OBIJIO JOCTOBEPHO BBILIE TIO CPABHEHUIO C KOMMEPUYECKUM HOCUTE-
JIEM TIOJIMATUIIEHUMUHOM.

IlokazaHo, UYTO TOKCMYHOCTb KOMIUIEKCOB  HOCUTEJeit
¢ MuPHK in vitro He TIpeBbIIIaeT JOMYCTUMBIX 3HAYCHUIA.

B akcneprMeHTax 1Mo MogaBAeHUI0 MUTPALIMU KJIETOK SHIOTE-
JISI yCTAHOBJICHO, YTO JOCTABKA KOMILIEKCOB MENTUAHBIX HOCHUTE-
neit ¢ MuPHK npotus rena VEGFA B knetku E.A.Hy926 in vitro
TIPUBOIUT K CYIIECTBEHHOMY CHVXKEHUIO MUTPALIMOHHON aKTUBHO-
ctu. CinemoBatensHo, MuPHK mpotuB rena VEGFA B coctaBe Iem-
TUIHBIX KOMIUIEKCOB TIOIABJISIET 9KCIPECCUM 3TOTO TeHa B KJIETKax
SHAOTENUS U ITIMO0IaCTOMBI YeJOBeKa M CHUXKAET MUTPALIMOHHYIO
AKTUBHOCTb KJIETOK SHIOTEJNUSI.

Takum o6Gpa3om, MENTUAbI, MOAU(DUIIMPOBAHHBIE JTUTAHIOM
K peuentopy CXCR4, gBISIOTCS MEPCIIEKTUBHBIMU [JISI CO3MAHMS
TKaHecneluduyHoi cucrembl noctaBku HK B kietku sHnorenus
yeJioBeka.

Hccnedosanue  nposedeno  npu  nodoepicke PHD

Nel4-15-00737 u PODHU Nel5-04-00591.

epanmoe

Cayyaii anna3uu Mumenb y nangeHTKa
C BPOXKIEHHOI HEHPOCEHCOPHOI TIyX0Toi B AKyTHH

Kaapoe JI.A.1, Bapawmkoe H.A.%3, Tepromun ®.M.27,
Ilonoe M.M.1, Coaoevee A.B.5, ITmennurosa B.I.2,
Pomanos I'.I1.5, Tomosuyes H.H.3, ®edomosa I.E.%,
Jyzunoe H.B.1, ®edoposa C.A.%3

I TBY Pecnybauku Caxa Sxymus «Pecnybaukanckas 6oavnuya No2 —
Llenmp sxcmpennou meduyunckou nomowu», 2. AKymck

e-mail: eizonix@gmail.com

2 QI'BHY «Sxymckuil HayMHbll yeHmp KOMIACKCHbIX MEOUUUHCKUX
npobaem», 2. Hxkymck

3 DOIAOY BI10 «Cesepo-Bocmounbiii pedepanviblil yHusepcument um.
M.K. Ammocosa», e Sxymck

4 IBY Pecnybauxu Caxa (Axymus) «Pecnybauxanckas 6oashuya Nol
— Hayuonansnoiii yenmp meduyunol», 2. xymck

BpoxnéHHass HelpoceHCOopHasi TJIyxoTa WM TYroyXoCTh
TSDKETIOI CTEIIEHU PETUCTPUPYETCS ¢ YacToToi B cpenHeM 1 Ha 1000
HOBOPOXAEHHBIX. DTUOJIOTUSI JAHHO MaTOJIOTMK YPE3BbIYAHHO Te-
TeporeHHa. OmHako, TIO JaHHBIM  Pa3UYHBIX  aBTOPOB,
BPOX/IEHHbIE aHOMAJUW MHUPAMUIIbl BUCOYHOI KOCTH B CPEAHEM
peructpupyiotcst y 20% WHIUBUIOB C BPOXIEHHON HEHpPOCEHCOP-
HOIt moTtepeit ciyxa. B cTpykType MOpoKoOB pa3BUTHSI BHYTPEHHETO
yxa 6osee 90% ciyyaeB NMPUXOAMTCS HA aHOMAIMI0O MOHAMHU —
0011IMe MOJTOCTH U TUITOIJIA3MI0 YIIUTKHI, U OKOJIO 1% 3aHMMaeT ar-
nasusi Muinens. B Hacrosimieir paGoTe BriepBble TPEACTaBICHbI
000011IEHHBIE pe3y/ibTaThl KoMIbIOTepHO# (KT) n MarHuTHO-pe3o-
HaHcHoU ToMmorpaduu (MPT) penkoro ciyuas amiazum Mwuiienb
BBISIBJIEHHOTO Y MALIMEHTKU U3 SIKyTUU C BPOKIEHHOMN TBYXCTOPOH-
Hell HePOCEHCOPHOU TJTyXOTOM M HEBPOIAaTUE OTBOISIIETO HEpBa
crpaBa. [IpoBenéH aHanu3 MOJYYEHHBIX U300paXeHW U 1aHa Mo-
npobHas xapakTepuctuka usmeHennii Ha KT u MPT uccnenoBanu-
siX. BoIsiBIeHHBIH ciyyait aruiasun MuLienb XapakKTepu3yeTcst CUM-
METPUYHOI areHe3uel YIUTKU U TTOJMYKPYXKHBIX KAHAIOB, IBYXCTO-
pOHHe aHOMaJIMel pa3BUTHsI KaHaja JIMLEBOro HepBa (IIpU 9TOM
7-s1 mapa 4YeperHbIX HEPBOB OCTAETCSI COXPAHHOM ), Cy>)KeHHEM BHYT-
PEHHErO CJIyXOBOTO MPOXOJa C 00eUX CTOPOH, OTCYTCTBMEM MpPEA-
NIBEPHO-YJIUTKOBOTO HEepBa (C 00eUX CTOPOH) U OTCYTCTBUEM OTBO-
JSILIETO HepBa cripaBa (CieBa OTBOISIIMIA HEPB coxpaHeH). Pesyiib-
TaThl pabOTHI TIOATBEPKAAIOT paHee MPOBEAEHHOE MCCIeNIOBAHUE O
BbIcOKOI nH(popMaTuBHOCcTM KT MccnenoBaHus Uit BU3yauin3aluu
aHOMAaJINIf BUCOYHON KOCTH, a TAKXKE O BOZMOXHOCTU TMPUMEHEHUS
MPT s BU3yanm3alny MOCTOMO3KEUKOBBIX YIJIOB.

Paboma  ewinoanena  npu  noddepwcke  Ipanmos  PODUH
(14-04-01741 _a), (15-44-05106-p_eocmok_a), npoexkma Murucmep-
cmea oopazosanus u nayku P® T'K No6.656.2014/K, Humeepayuon-
Hoeo npoexkma CO PAH No92, a maxwce [panma Inaevr Pecnyonuxu
Caxa (Slkymus) 045 M0A00bIX YUEHBIX, CHEUUAAUCTOB U CMYOCHINO08 3A
2015 e. (PI'Ne79 om 06.02.2015).

I'eH-cHMIITOM — HOBBIiA MOIXOX B ACCOIMATHBHBIX
HCCJIe0OBAHAAX MHOrO(haKTOPHBIX 3200JIeBaHMI
Ha mpHMepe MUTPEHH

Kaumoe E.A.12, Cropoboeamvix K.B.3, Cepeees A.B.>*,
Asumosa F0.9.35, Cobosee B.B.%S, Kondpamvesa H.C.I,
Adponuuroea E.B.!, Haymoea E.A.7,

Koxaeea 3.I'1, Pyovko O.HU.1

I Mockosciuii 2ocydapcmeentviii ynueepcumem um. M.B. Jlomornoco-
6a, buonoeuveckui gaxyssmem, Mockea, Poccus
klimov_eugeney@mail.ru

2 Vuueepcumemckas ouaenocmuueckas aabopamopus, Mockea, Poccus
3 Yuueepcumemckas kaunuxa 20a06noii 60au, Mockea, Poccus

4 [Tepewiii Mockogckuii 2ocyoapcmeennbvlii MeOUyUHCKULl YHUGepcumem
um. U.M. Ceuenosa, Mockea, Poccus

5 Mockoéckuil 20cy0apcmeenHblii MeOuKo-cmomamonou1eckuil Y-
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

eepcumem um A.HU. Eedoxumosa, Mockea, Poccus
6 @I'BY «Hayuno-uccaedosamensckuil uncmumym 6aKyun u Cbl6opo-
mok um. M. U. Meunuxoea» PAMH, Mockea, Poccus

Pa3Butre MOJEKYISIPHBIX METOJIOB TIO3BOJIMIO BBISIBUTH OCHO-
BBl MHOTUX MOHOTEHHBIX 3a00JIeBaHMI1 1 HACJEICTBEHHBIX MATOJIO-
ruii. Mexny TeM, u3ydeHrue MHOTO(haKTOPHBIX 3a00J€BaHUIL C SIB-
HBIM MTOJIUTEHHBIM HacJIe0BaHMEM He MMeeT ycrexa. ACCOIMAaThB-
HbI€ UCCIIeIOBAHUS TUIIA «TeH—00J1e3Hb» He MOKa3aIu pe3y/ibTaTa.
IMomHOTEeHOMHBIE accormaTuBHBIE nccnenoBanus (GWAS) mo3Bo-
JISIIOT TIOJTy4YaTh OOJIBIIOE KOJIMYECTBO AaHHBIX O MOJIUMOPGHBIX JIO-
Kycax TeHOMa, OJTHAKO YCTIeXM 3TOTO TMOIXoJa MajJeKu OT OXWUae-
MbIX. HanbGosnee mepcrneKTHBHBIM MOIXOAOM MO HallleMy MHEHMIO
SIBJISIETCS TIOMCK aCCOLMAIINIA ¢ KIMHUYECKUMU XapaKTepUCTUKAMU
3a00seBaHus (TeH—cuMNTOM). OCHOBHBIM ITYHKTOM SIBJISICTCS pa3-
6op 0OJIe3HN Ha COCTABJISTIONINME €€ CMMIITOMBI M COOpP IeTabHBIX
KJIMHUYECKHUX TAHHBIX, OMUCBHIBAIOIIMX KaK KauyeCTBEHHbIE, TaK U
KOJIMYECTBEHHbIE TTOKA3aTe I CUMITTOMOB. DTO MOXET ObITh HaJIU-
YyKhe WIM OTCYTCTBME KOHKPETHBIX KIMHMYECKUX XapaKTepUCTHUK,
neOroT 3a00sIeBaHNsI, MTHTEHCUBHOCTD TATOJIOTUYECKOTO Tpoliecca,
9(h(GEKTUBHOCTh JIEKAPCTBEHHON Tepamuy M T.4. PesynbraThl Mc-
CJIeIOBAHMI TeH—CUMITTOM MMEIOT CYIIECTBEHHYIO MPaKTHYECKYIO
LIEHHOCTb, T.K. TIO3BOJISIIOT MPOTHO3UPOBAThH TeUeHKE 3a00JIeBaHMS,
0COOEHHOCTY CUMIITOMATUKHU M OTBET Ha JICKAPCTBEHHYIO TEPATTHIO.
Hamu paboThbl O TeHeTHKe MUTPEHHU, BBIMOJIHIEMbIE C UCIONb30-
BaHMEM IIOIX0Ma «I¢H—CHUMIITOM», TIO3BOJIMIA HE TOJbKO BHISIBUTH
MapKEPbl KIMHUYECKUX XapaKTepUCTUK MUTPEHU, HO U MOHSITh MO-
JICKYJISIpHBbIE MEXaHU3Mbl (DOPMUPOBAHUSI CHUMIITOMOKOMILIEKCOB
MUTPEeHU. DTO Ja0 HaM BO3MOXHOCTb pa3paboTaTh TeCT-CUCTEMY,
MO3BOJISIIONIYIO 3((HEKTUBHO U MEPCOHUGBUIIUPOBAHHO TTPOBOIUTH
Tepanuio 3ab01eBaHus.

boaesnr Humanna—IInka tuma C
Y NANUEHTOB B3POCJIOr0 Bo3pacra

Karownuxos C.A.l, 3axaposea E.IO.?, Ilpowaaxosa T.I10.2,
Pydenckaa I.E.2, Abpamviuesa H.IO.!, Harapuowwun C.H.1

I @QI'BHY «Hayunviii yenmp neepoaoeuu»,

125367, Mockea, Boaokoaramckoe ui., 0. §0
sergeklyush@gmail.com

2 @I'BHY «Meduko-zenemuueckuil Hay4ubiil yeHmp»,
115478, Mockea, ya. Mockeopeuve, 0. 1

bonesns Humanna—IIuka tima C (BHII-C) — opdanHoe
ayTOCOMHO-PELIeCCUBHOE 3a00JieBaHKWE, OTHOCSIIEECsl K Tpyrre
JIN30COMHBIX 0OJIe3HEN HAKOIUIEHHUsI, TIPU KOTOPOM HapyllaeTcst
BHYTPUKJIETOUHBII TPAHCTIOPT JUITUIOB U XOJIECTEpUHA C HAKOTLIe-
HMEM MeTabOJIUTOB B TOJIOBHOM MO3Te M OpraHax PeTUKYJIO3HI0Te-
nuanbHoi cucteMbl. KpaitHe monmumopdnbiii dhenotun BHIT-C
B 95% ciydaeB BbI3bIBaeTcst Mytauusimu rena NPCI (18ql11-ql12),
B OCTaJIbHBIX ciydasix — NPC2 (14q24). Panee B Poccun peructpu-
POBAJIMCH TOJILKO €IMHUYHBIE CTydau 3a00JeBaHUs Y JIeTEeH.

IMoa HammM HabIOAEHUEM HaXOASTCS 3 B3POCHBIX MalMEHTa
¢ TIoATBepXKAEHHBIM nuarHo3oM BHII-C.

IManuentka O.C., 23 netr, pomom wu3 bemapycu, OoiabHa
¢ 15-eTHero Bo3pacTa. 3abosieBaHKE AEOIOTUPOBATIO SMOIIMOHAb-
HOIM HEYCTOMYMBOCTBIO C MOCACAYIOUIMM Pa3BUTHEM KOTHUTHBHBIX
W JIMYHOCTHBIX HapyiieHuidt. C 16-1eTHero Bo3pacra MosiBUINCH U
MOCTENEHHO HapacTaloT aTakcusl, OpaauKUHe3us, OuiaTepalbHast
TMVCTOHMUSI CTOII, BEPTUKAJIBHBIN CYIIpaHyKJIeapHBIi TTapajind B3opa
(BCIIB), ormeyanuch 3mu30abl COMHOJeHLIMU. B Bo3pacTe 18 neT
pa3BUJICSI OCTPBIM TICMX03 CO 3PUTEJIbHBIMM TaJUTIOLIMHAIIMSMU,
OpenIoM U TPOCTPaHCTBEHHO-BPEMEHHOI nae3opueHTauueii. Y3U
OpraHoOB OPIOLIHONM TIOJIOCTH BBISIBUJIO M30JIMPOBAHHYIO «MSITKYIO»
cruieHoMeranuio. [1py nmpoBeAeHN TOJHOTO CEKBEHUPOBAHMUS T'e-
Ha NPC] oGHapyXeHbl IB€ KOMIAyH/I-T€TePO3UTOTHBIX MyTallU1 —
c.2861C>T (p.S954L), onmcaHHasi paHee, M HOBasi MyTalusl
¢.326dupT.

Y nmanmentku H.JI., 28 1eT, pycckoii, 3a0oaeBaHre MeIJIEHHO
nporpeccupyer ¢ 6-jerHero Bodpacra. HeBposornyeckuii cuHmi-

pom nipencrasieH BCIIB, OynbbapHbIMU U TICEBIOOYIBOAPHBIMUI
HapylIeHUsSIMA PeYU U TJIOTaHMsI, aTaKCHEW, HErpyObIMU SKCTpa-
MUPAMUIHBIMU CUMIITOMaMU (OpaavMKUHE3Us, TPEMOP U XOpesi
PYK, oKaibHasi AUCTOHMSI JIEBOTO TMPEATIeubs), anpakcuei, mm-
paMUIHBIMUM 3HaKaMU. MIMeloT MecTo BbIpakeHHbIe KOTHUTHBHbIC
HapyumeHus, uHGanTuau3M. [1pu nposenenun ¥Y3U Takke BBISIB-
JieHa «MsrKasi» crieHomeranus. CukBeHc reHa NPC I BbISIBUI U3-
BectHyo Mytaiuio ¢.3019C>G (p.P1007A) B roMO3UTOTHOM CO-
CTOSTHUM.

[Mamment A.C., 19 ner, pycckuii, 6osieH ¢ 9-eTHero Bo3pacra,
0COOEHHOCTBIO Cllyyasi sIBJSIETCSI HaJuuue TpyObIX PacCTPOMCTB
KOTHUTUBHBIX (DYHKIIMH, COMPOBOXIAMOIINUXCS Pa3IpakKUTeIbHO-
CTbIO, arpeccueil u pacTOpMOXEeHHOCThIO. B 14-1eTHem Bo3pacrte
MAlMEHT MePeHeC OCTPBI TCUXOTUUECKUI 3MHU301 HaBSI3YMBOTO
MHMaHTUIBHOTO (haHTa3upoBaHus. B HeBpoornueckoM craTyce —
BCIIB, nceno0ynb0apHbIil CMHAPOM, BbIpasKeHHAsl aTaKCUsl, TeHe-
paJiM30BaHHAasl TUCTOHMS, MUPaMUAHbI cuHapoM. [lpu mposene-
HuM Y3 U BBISIBIICHA TeMaToCIICHOMETaIusl — TIpaBast I0JIsT TTeYeHn
yBesrueHa 10 16 cM, pa3mep cenezeHku 130 x 60 mm. [1pu moaHOM
cukBeHce 24 5k30HOB reHa NPCI BoisiBieHbl MyTanuu: ¢.2861C>T
(p.S954L) u ¢.1625_1626insTG.

IMamments H.JI. u A.C. B HacTosiIiee BpeMsl TIOJIy4aloT Tepa-
MU0 MUIJIyCTaTOM CPOKOM cBbilie 1 roma. Ha ¢oHe mpoBomumo-
ro JIEUEHUsI OTMEYAeTCsl CTadMIM3alMsl HEBPOJIOTMUECKOM CUMIT-
TOMATUKKM C HEKOTOPOU TeHICHLMEN K YIyUIIEeHHIO.

Paboma wacmuuno noodepycana epanmom PODOU Nel3-04-01718a.

Aronuyeckuii 1epMaTUT
NpPH XPOMOCOMHBIX TepecTPoiKax

Knoav C.A.12, Ceeunuxosa E.B.1,
Knoav E.10.12, Makxcumosa I0.B?

I Tocydapcmeennoe 6100xcemnoe o6pazoéamenvioe yupedscoeHue Goi-
cuieeo npoPeccUoHaNbHO20 00pa308aHuUsl

«Hosocubupckuii - eocyoapcmeennviii  MeOUYUHCKULL  yHUBepCUmMem»
Munucmepcmea 30pasooxpanenus Poccuiickoiu Dedepayuu,

630090, 2. Hosocubupck, Kpacuuiii npocn. 52

knolik83@mail.ru

2 Jocydapcmeentoe 6100xcemnoe yupedscoenue 30pagooxpanenus Hoso-
cubupckoil obaacmu

Tocyoapcmeennviii Hogocubupckuil obaacmHoll KAuHu4eckui ouaeHoc-
muueckutl yenmp (I'bY3 HCO THOK/II),

630047, 2. Hosocubupck, ya. 3anecckoeo 6, kopn. 7

Atonmyeckuit nepMatut (AJl) sIBIsieTcsl KIMHUYECKHM TeTepo-
TeHHBbIM 3abojieBaHUEeM. B mociienHue Toabl aKTUBHO BEIETCS MO-
MCK MYTallMii OTBETCTBEHHBIX 32 MOHOTeHHYIO (popmy 3abosieBa-
Hus. Ho, Mo JaHHBIM JIUTEpaTypbl, XPOMOCOMHbBIE TMEPECTPONKU
Hepezko corpoBoxaatorcs nposisaenusimu AL Tpu 6one3nu day-
Ha KOXHasi cumnToMaTrka HabmonaeTcst y 70—80% GobHBIX B BU-
e UXTUO3U(MDOPMHBIX M3MEHEHUI KOXM, M3MEHEHUU HOTTEBBIX
MJIACTUHOK W BOJIOC, HapylleHWil (PYHKIIMU CATbHBIX U TOTOBBIX
xene3. IMpu cunnpome KnaitHdenbrepa HabMIOIAIOTCS MHOXECT-
BEHHbIE AHTMOMBbI, aKPOIMAHO3, XPOHUYECKUI TMITOCTATUYECKUI
NEPMaTUT HIDKHUX KoHeuHocTeit u AJl. M3BecTHBI crieninduyeckue
(bEeHOTUIIBI, CBSI3aHHBIC C HEOOIBIIMMU XPOMOCOMHBIMM abeppariy-
SIMU, TIPY KOTOPBIX YacTo BcTpevyaercst AJl, Harpumep cuHapom Di-
George. YacTb TakKMxX HaXOIOK CJIyYaeTcsl Cpeau MallMeHTOB KJIM-
HUK, 3aHUMAIOIIMXCS 3KCTPAKOPIOPAIbHBIM OIUIOAOTBOPEHUEM.
ITpu aHanu3e KapuOTUIOB y BCTyNUBIINX B mporpammy DKO B 1iu-
ToreHeTnuyeckoi adoparopun 'bBY3 HCO T'HOK/ILL y 68 BbIsiB-
JICHHBIX MALMEHTOB C Pa3IMYHBIMU XPOMOCOMHBIMM OTKJIOHEHMUSI-
Mu y 16 AJl umeeTcs B aHaMHe3e, U3 HUX Y YETBHIPEX UMEETCsI TOp-
nunHasi opma AL, [Tpuyém 370 ObUIO €AMHCTBEHHBIM SIBHBIM KJIM-
HUYECKMM TIPOSIBICHUEM XPOMOCOMHON TIepecTpoiiku. B Takux
ciyvasix ObIBaeT TPYAHO OMPEICTUTHCSI C ATUOMATOIEHETUYECKUMU
B3aMMOOTHOIIEHUSIMU. BItoyiHe BEpOSITHO, YTO MBI HETOOLIEHUBAEM
POJIb XPOMOCOMHOI HeCTaOMIbHOCTH U AeekToB pernapaunun JHK
B atuonoruu AJl.
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IIpobaemsl penpoxyKiun

U CTPYKTYPHbIE AHOMAJMH XPOMOCOM.
Hccaenosanne geHoOMeHa NMpeodIaaHus XKEHIIHH
cpeau (hepTHIIBHBIX HOCHTEIEi

PELUNPOKHBIX TPAHCIOKALMIA

Koeaaeea H.B.1, Ilanmosa H.I.2, Xumpuxoea JI.E.2,
IHlandaopenro C.K.2, Ilposoposa M.B.?

1" Hayuno-uccaedosamenvckuii 0emckuii opmoneou4eckuii uHCmunmym
um. I'U. Typnepa

196603, Canxm-Ilemep6ype, [lywkun, [lapxosas ya., 0. 64-68
kovalevanv2007@yandex.ru

2 CIlI6 TKY3 «/luaenocmuveckuii yenmp (MeOuKo-2eHemu4eckuti)»

[Mpeobnananue XeHUIMH cpenr (GepTUIbHBIX HOCUTENel pe-
LIMITPOKHBIX TPAHCIOKALIMIA — JaBHO YCTAHOBJIEHHBII (HAKT, KOTO-
PBIii TIPUHSTO OOBSICHSITH CTEPUITBHOCTBIO MY>KUMH-HOCHUTEJIEH 3TO-
ro TUMa TpaHciaoKauuid. [Ipy 3TOM KOppeKTHbIe CpaBHUTEIbHbIC
MCCIIeIOBaHUsT He ObUTM TPOBEIEHBI. 3ajayaMul JaHHOTO UCCIIen0-
BaHUSI SIBJISIMCH: CPABHEHUE YaCTOThl HOCUTENeH cOalaHCHPOBaH-
HBIX TEPECTPOEK CPEAM MALUEHTOB ¢ OECIIONUEM U C MTPUBBIYHBIM
HEeBbIHAIIMBAaHWEM UM aHan3 cooTHolieHus nosos (CIT) y Hocute-
Jieil TiepecTpoeK B 3TUX TpyIinax.

Cpeny MalueHToB, OOC/IENOBAHHBIX IO TMOBOAY OeCTUIonus
(594 my>xumH 1 590 XKEHILWH), BBISIBJICHBI 3 MY>KYMHBI 1 7 XXEHIIUH
— HOCHUTEJIeH PEeLUUIPOKHBIX TPAHCIOKALMIA U 3 MYXYMHBI — HO-
cuteseit uHBepcuu. Cpeau nauueHToB, 00CIENOBAHHBIX 1O TOBOLY
MPUBBIYHOTO HeBbiHAIIMBaHUS (3390 MyXunmH U 3736 XeHIIMH),
BBISIBJICHBI 12 My>XUMH U 35 KEHIIWH — HOCUTEJIEH PEeLUTTPOKHBIX
TpaHCIOKALMi, 5 My>XUMH M 8 XXEHIIMH — HOCUTEJeil pobepTco-
HOBCKHX TPAHCIOKALMNA U 9 MyXUUMH U 9 XKEHUIMH — HOCHUTEJen
WHBEPCUIA.

PesynbraThl MeTaaHajaM3a COOCTBEHHBIX M OIMYOJMKOBAaHHBIX
JMAHHBIX 00C/IeI0BaHMs Map ¢ MPodIeMaMy PeNpOIyKIIMU OKa3a-
JIM, 4TO CPey TMALMEHTOB ¢ OeCIruIoaMeM 4YacToTa HOCUTeNel pe-
LMIPOKHBIX TpaHcnokaiuii cocraBuia 0,47% (70/14 928) y myx-
yuH ¥ 0,4% (60/14 946) y xenuun, CIT = 1,17, 4yTo cTaTUCTYECKU
3HAUYMMO He ominyaercst oT 1,06 B momyasitinu. PoGepTCOHOBCKME
TPaHCJTIOKAIlMM B 3TOW Tpymre oOHapyxeHbl ¢ dyactoToit 0,51%
y myxuuH u 0,15% y xenuwumn, CI1 = 3,4, paznuuue ¢ monyasium-
OHHBIM 3HavyeHWeM cratuctudecku 3Haummo mpu p<0,0001. WH-
BEPCUU Yallle OOHAPYKMBATUCH Y KEHIIMH, YeM y MyX4uH, 0,15% u
0,28%, CI1 = 0,52. Cpeau nalMeHTOB ¢ PUBLIYHBIM HEBbIHAILIMBA -
HMEM YacTOThl HOCUTEJIEH PELIMIPOKHBIX TPAHCIOKALMI 3HAYMTE -
JIHO BBIlE, YyeM Yy maiueHToB ¢ 6ecruioauem: 0,78% (139/17901)
y MyxuuH u 1,44% (263/18247) y xenumH, CIT = 0,54, pasninuust
MEXJy TpyNnrmaMyd W 10 TIOJNy CTaTUCTUYECKM 3HAYMMBI TPU
p<0,0001. PoGepTcoHOBCKME TpaHCIOKaMu obHapyxeHbl y 0,34%
MyxuunH u 'y 0,63% xenumn, CIT = 0,54, p<0,001. YactoTa unsep-
cuit cocrapisia 0,18% u 0,18% coorsercTBenHo, CIT = 1.

[TonyueHHbIC pPE3YJIBTAThl COIIACYIOTCS C M3BECTHBIM TIpel-
CTaBJICHHMEM O TOM, UYTO MpeobJagaHue XeHIIUMH cpean hepTuib-
HBIX HOCHTeNIel pPOOEPTCOHOBCKUX TPAHCIOKALUN OOBSICHSIETCS
CTePWJILHOCTBIO MYXYMH-HOCHTEIEH Takux nepectpoek. OmHako
MpeBaTMPOBAHUE KEHIIMH cpean (hepTUIbHBIX HOCUTEeH PeLnI-
POKHBIX TPAHCJIOKAUMI HE MOXKET OOBSCHSTHCS 3TON MPUUYMHOIA.
Bo-nepBbIX, MOTOMY, YTO He HAOIIOMAETCsI CYLIECTBEHHOTO TpeBa-
JIMPOBAaHMSI MYXXYMH HaJl XXEHIIUHAMU CPeIr OECIIIOAHBIX HOCUTE-
JIeil 9TOro THMIA TPAHCIOKALIMiA, BO-BTOPBIX, MIOTOMY, YTO 4acToTa
MYXYMH-HOCUTENEN TPAHCIOKALIMU CPey MALlMEHTOB C OEeCIIoNu-
€M 3HAUYMTEJIbHO HMXKE YacTOThl cpelu (DEePTUIILHBIX HOCHUTEJICH.
OueBUIHO, YTO TMPUYMHON 0OCyXIaeMoro (eHomeHa SIBISIIOTCS
MpUCYyIIMe ooreHe3y (hakTOphbl, BIAMSIONIME Ha cerperauuio adep-
PAHTHBIX XPOMOCOM.

HUccnenosanune agautusHoro 3¢ekra reHoB
IUTOKHHOB, (hakTOpPOB pocTa, ¢0JaATHOrO HUKIA
NpH PAHHUX SMOPHOHAJIBHBIX MOTEPSX

Kosaaenxo K.A., Mawruna E.B.

[Oxcnbiii hedepanvubiii yrusepcumem,
Pocmos-na-Zony, np. Cmauxu, 194/1;
konst_ak@mail.ru

[Mpy HaMuMK aIeIbHBIX BAPUAHTOB HECKOJIBKUX T€HOB-KAHIM-
NATOB, TIPOMYKTHI KOTOPBIX 3a[€HCTBOBAHBI B BBITOJTHEHUM OOIIMX
(bYHKILIMI 1 TTPOLIECCOB, BO3MOXHO HapyllleHHe pabOThl BCEr0 MeTabo-
JIMYECKOTO TMYTH 3a CYET aluTUBHOrO 3(exra, Korma He3HAUUTe b
HbIe, HO MHOTOYMCJIEHHbIC M3MEHEHUsI TIPUBOIAT K (DOPMUPOBAHUIO
HOBoOTO (hpeHOTHIIA. B paboTe MCIOMBb30BaHbI JaHHBIE TIO TEHOTUITPO-
BaHu10 00pa3uoB JIHK, moixyyeHHbIX U3 KJIeTOK KPOBH JKEHILUH ¢ (pu-
3MOJIOTUYECKU TIPOTEKAIOIIe OepeMEHHOCThIO M HEBBIHAIIIMBAHUEM
OEpeMEHHOCTH TIEPBOTO TPUMECTPa, a TAKXKE M3 KIETOK XOPHOHWYEe-
CKOIl M JICTIMIyaTbHOM TKAaHEH, IMOJyYeHHBIX B CIIy4asix CIIOHTAHHOTO
abopTa WM Hepa3BUBAIOLICHCS OepeMEeHHOCTH. AHAINM3 MEXT€HHBIX
B3aUMOJICHICTBUIA TIPOBOIMIIM C TIOMOIIIBIO aITOPUTMA CHIDKEHUSI pa3-
mepHocTtu (MDR). Monenb MeXTeHHBIX B3aMMOICHCTBUI CUUTAIN Ba-
JIMIHOM, ecliv e€ COIIacoBaHHOCTb Oblta He MeHee 9/10.

CoueTaHHBIIf aHAJIU3 TEHOTHUIIOB TIO aJUTIeJIbHBIM BapuaHTaM re-
HOB (hosIaTHOTO LIMKJIA MOKa3all, YTO PUCK HEBbIHAIIMBAaHUS Oepe-
MEHHOCTH TEePBOrO TPUMECTPA 3HAYMMO TOBBILIEH UISI KEHIIUH,
UMEIOLMX B CBOEM TIEHOTHUIIe MOJUMOpP(HBIE BapUaHTbl TEHOB
MTHFR, MTRR v SERPINE]. Ilpn TakoM T€HOTHUIIE TTOBEIIIACTCS
PUCK HapyuleHU KpoBooOpalleHus B cocynax (opmupyrouieiics
MJTALEHTBI; BO3MOXHO HapylIeHWe TPOLIECCOB METUIMPOBAHUSI
JHK, cerperauuu XpoMocoM Mpu JejeHuu KieToK. CoueTaHHbIi
aHaJIM3 aJlIeJIbHBIX BAPUAHTOB TeHOB (HoJaTHOTO OOMeHa, (hakTo-
POB CBEPTHIBAIOLIEH CUCTEMbI KPOBM, a TaKXKe LIUTOKMHOB MOKa3aJl,
YTO PUCK HEBBIHAIIMBAHMUSI OEPEMEHHOCTH YBEIMYMBACTCS MPU Ha-
JIMYMU B TEHOTHUIIE XEHUIMHBI MOJIUMOP(HBIX BapUaHTOB T€HOB
(onaTHOrO LIMKIIA, MTPOBOCHATUTEIbHBIX IUTOKWHOB U MHTMOUTOpA
aKTMBaTopa Ija3MuHoreHa. Mol npumenwin Meron MDR as ana-
JIM3a BO3MOXKHOTO B3aMMOIEHMCTBUSI MEXIY HATMIMEM TOTUMOPG-
HbIX BAPMAHTOB U YPOBHEM DKCIPECCUU MCCIESIYeMbIX T€eHOB. AHa-
JIM3 ST IeHMIyalbHOM TKaHM TOKa3ajl, YTO CYILIECTBYeT TeCHast
B3aMMOCBSI3b MEXJy HaJIMYMEM TOJIMMOPGHBIX BapUaHTOB Te€HOB
uHTepneiikuHa- 10, nHTepieiiknHa-6 u ypoBHEM 3KCIPECCUU TEHOB
IL-1B, IL-10. s KJIeTOK XOPMOHUYECKOW TKAaHM BBISIBJIEHA CO-
MPSDKEHHOCTh  HAIMYUMST TTOIMMOp¢HOTO BapuaHTa TeHa [L-1B
C 0COOEHHOCTIMU 3KcIpeccun reHoB [L-1B, IL-10, TNFo. Takum
00pa3oM, ajuieJibHble BAPUAHTBI, YPOBEHb 9KCIIPECCUHM, a TAKXKE CO-
yeTaHHbIN 3(DGheKT MoJIMMOPGhHBIX BAPMAHTOB OJHUX TEHOB C YPOB-
HEM JKCITPECCUM IPYTUX TeHOB-KaHIUIATOB aCCOLIMMPOBAHBI C He-
BbIHALIIMBaHUEM OEPEMEHHOCTH B MEPBOM TPUMECTPE.

Paboma evinonnena npu gunarcosoii noddepicke Munucmepcmea oopazo-
eanus u nayku Poccuiickoti Pedepayuu (npoexkm 6.98.2014/K).

ITospexnenns JIHK yenoBeka npu aeicTBUA
TSKEJIBIX METAJIOB U AJKUJIMPYIOIUX AreHTOB

Koxcuna E.A.1, Cmyxaaoe C.B.1, Kysun C.M.?

I Meduxo-eenemuueckuii nayunuiii yenmp, Mockea
e_kozhina@mail.ru

2 Mockoéckuil 20cy0apcmeenHblii MeOuKo-cmomamonou1eckuil Y-
eepcumem, Mockea

PaHee HamMK ObLJIO TTOKA3aHO, YTO MOHBI CBUHLIA Y PTYTU BbI3bI-
BaloT pa3pbiBbl JJHK B KiieTkax uesnoBeka, BbISABISIEMbIX METOIOM
«AHK-komer (% IHK B XxBoCcTe KOMET, 0OpasyeMoro (pparmeHra-
v oBpexnéHHoi JIHK). [Tpu aToM MOHBI CBUHIIA U PTYTH MPOSIB-
JISTIOT BBICOKYIO IIUTOTOKCUYHOCTh, MHAYLIMPYSI allONTO3 M HEKPO3
KJIETOK TPU MOBBIIIEHHBIX KOHIIEHTPAIIUSIX.

OnHaKo, eCTh MPEANOJOXEHUE, YTO COIU TSKENBIX METAIIOB
MOTYT YCWJIMBATh U TEHOTOKCUYHOCTD Psiia MyTareHHbIX (paKTOPOB

ISSN 2073-7998

15



Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

Kak (pusznueckoit (Y®, paguaiust), Tak 1 XUMUIECKOM TTPUPOJIBI,
PETUCTPUPYEMBIX PA3TUYHBIMU METOIAMU OIEHKHU TOBPEXICHUIL
JJHK. NmeroTcst naHHble ¥ O MOAABIEHUU COJSIMU TSIXKEIBIX Me-
TaJUIOB perapaluy MOBPEXICHUN, UHIYIIMPOBAHHBIX TEHOTOKCH-
KaHTaMHu.

B cBsi3u ¢ 3TMM WHTEpeceH BOMPOC O BOZMOXXHOM CUHEPTU3Me
TEeHOTOKCUYECKOTO AECTBUSI CBUHIA U PTYTU C U3BECTHBIMU MyTa-
TeHaMMU.

B xavecTBe TaKMX MOJEIbHBIX TEHOTOKCUKAHTOB ObLITM UCIOJb-
3oBaHbl THODOochamua 1 MNNG (N-methyl-N-nitro-N-nitrosogu-
anidine) B KOHILIEHTpaUMsIX, BbI3bIBAIOIIMX MUHUMAJIbHBINA, HO 3a-
METHBI TeHOTOKCHUYEeCKUiT 3(PheKT, 00yCTOBICHHBIN WX aTKWJIN-
pyooLIEd aKTUBHOCTBIO.

[eiictBre BelecTB oneHMBaau Ha G0 cragny 1uKia repude-
puyecKkux JMMGOIIMTOB KPOBHU.

Bbi10 mokazaHo, 4To COBMECTHOE BBEACHME B KYJIbTYPhI KJIETOK
Toochamuaa (10 MKr/mir), HUTpaTa CBUHIA (B CYyOTOKCHUYECKOM
koHueHTpatuu 200 mxr/mia) i xjaopuna prytu (100 mxr/mo)
MPUBOIUT K YBEJIMYEHUIO TeHOTOKCcUYeckoro 3¢ dexTa, peructpu-
pyemoro B Kometax. [IpuMepHO Te ke 3aKOHOMEPHOCTH TOKa3aHbI
U ISl COBMECTHOTO IeCTBUS coieil TsKENbIX MeTauioB ¢ MNNG
B KOHLEHTpAUUU 2 MKT/MJ.

B cayyae u tTnocchamuna, 1 MNNG npu UX COBMECTHOM Jeii-
CTBUU C COJISIMU TSDKEJIBIX METAJUIOB, HAOJIONACTCS CIIOXEHUE W
Jaxe yCUJIEHUe MX TeHOTOKCUYeCKMX 9 (PEKTOB B BHIOpaHHOM Jua-
Ma30He KOHLEHTpalnii. B IpUCyTCTBUM aJIKWIIMPYIOIINX BEIECTB
YCUTTUBAJICS HUUTOTOKCUYECKU I 3(P(HEKT MOHOB TSKENBIX METAILIIOB.

[MoyyeHHbIe TaHHBIE TTO3BOJIAT Pa3pabOTaTh MOIXOBI K OLIEH-
K€ He TOJbKO COBMECTHOTO IEHCTBUSI TeHOTOKCUKAHTOB OKPYXalo-
el cpenbl, HO ¥ K ONITUMHU3ALMY XUMHOTEePAITU C YIETOM 3arpsi3-
HEHUS cpellbl TEHOTOKCUKAHTaMMU.

JIMHAMHKA 9aCTOThI HEOHATAJIbHOM (DeHMIKETOHYPHH
B XaHThI-MaHCHIICKOM aBTOHOMHOM OKpyre — IOrpe
32 BOCBMWICTHHIA MEPUOJ,

Koabacun JI.H., Xmeavnuuxas M.M., Hoeuxosa M.B.,
Kynueeuu H.B., Kapuesa O.B.

bY XMAO — [Ocpvt Okpyscnoi kapouosocuveckuii Oucnaucep
«llenmp Ouacnocmuku u cepdeuro-cocyoucmoi xupypeuw», MTK,
2. Cypeym, Poccus
kolbasin@okd.ru

Lenb vccnenoBaHus: U3YyYNTh YaCTOTY BIIEPBbIC BbISIBJICHHOM
denunkeronypun (PKY) Ha teppuropun XMAO — [Orpsl B TrHa-
MUKE T0 JIAHHBIM HEOHATAJIbHOTO CKPUHUHTA HOBOPOXIEHHBIX 3a
8 Jer.

IMpoBeneHa peTPOCHIEKTHBHAS OLEHKA JWHAMMKU 4aCTOThI
BriepBbie BhisiBIeHHO PKY 1Mo pesynbrataM HEOHATATLHOTO CKPHU-
Hunra ¢ 2007 mo 2014 rr. OmnpeneneHue ypoBHs (eHMIaJaHMHA
(DA) B 00pasiie LeJbHOM KPOBU B CyXMX TSITHAX KPOBU OCYIIECTB-
nsm pocopeclieHTHBIM METOAOM C BPEMEHHBIM pa3pelleHueM
«DABP» ¢ wucnonb3oBaHueM peaktuBoB «PABP» (000
«PUKO-Men», Poccusi) Ha MHOrO(PYHKIIMOHAILHOM aHaIu3aTope
«Victor» (Wallak, ®unnsinnust). [ToBbIlIEHHBIM 3HAUEHUEM CUMTA-
s yposeHb DA 6onee 2,0 mr/m. [1o pesynbratam perecta npu OA
6omee 7,9 mr/mn auarnoctuposaiack ®KY. Cratucruueckast 10-
CTOBEPHOCTb PA3JIMUUil YaCTOT OLIEHUBAIACh 10 t-KpuTepuio CThio-
nenra ripu p<0,01.

3a 8 jleT 0XBaT HEOHATAlbHBIM CKPUHUHIOM cocTaBui 99,3%
(197 487 HoBopoxa€HHbIX). bblia chopmupoBaHa rpyrna pucka u3
1437 nereit (0,7%), KOTOpBIM MPOBOAMJICS peTecT. B pesyinbraTe
y 1,9% w3 rpymnmsl pricka 6buta quarHoctupoaHa @KY. Takum 06-
pasom, yactota PKY B XMAO — KOrpe 3a 8 et cocraBuna 1:7314
HOBOPOXIEHHBIX C JIMHEHBIM CHIKEHUEM B 1,7 pasza OoT Makcu-
masbHoit (1:7056) B 2007 r. 1o munumanbHoi (1:12347) B 2011 r.
(p<0,001) ¢ mocaeayoIMrM POCTOM 10 BOCBMUJIETHETO MaKCUMyMa
(1:4460) B 2,75 pa3za (p<0,001) B 2012 r. ¥ mOCTeNEHHBIM CHUKEHU-
eM B 2,2 paza (p<0,001) B 2014 r. (1:9099).

K Bompocy o BO3MOXKHO# CBSI3H HACJIEICTBEHHOrO
noJuMop¢u3Ma reHoB dOnoTpanchopmauu
kceHoonotukos GSTMI u GSTTI ¢ onkonaroJioruei
Y KOPEHHOT0 ¥ MPHUIIIOT0 HACEJIEeHHS
r.HoBoky3nenka Kemeposckoii odaacTu

Koabacko A.B.1, Jlysuna ®.A.2, Jlopowuiosa A.B.2,
Cmupnoe B.1O.5, I'yaneea 0.H.2, Kasuyxaa A.C.2

I TBEOY 110 «Hoeoky3sneukuii 20cy0apcmeentbiil uHCMumym ycogep-
wencmeosanus epayetr>» Munsdpasa Poccuu, e.Hosokysneyx, np.
Cmpoumenetl, 5;

postmastergiduv@rambler.ru

2 QIBHY «HHH Komnaekcrvix npobaem eucuenst u npogheccuonan-
HbIX 3a060aesanuil», e. Hosoxysneuk, ya. Kymysoea 23;
luzina45@mail.ru

3 Unemumym smuonoeuu u anmpononoeuu PAH um. H.H. Mukay-
xo-Maxaas, Mockea, Jlenunckuii npocn., 32a;

smirnov_vol@mail.ru

[IpoGnemMa 3THOreHETUUYECKUX Pa3IMuMii B CMEPTHOCTU Hace-
JIEHUSI OT OHKOJIOTMUYECKMX 3a00JieBaHUII SIBJISIETCSI aKTYaJIbHOM.
IlepBuuHasi 3a6oJeBaeMOCTh HaceleHMs1 T. HoBoKy3HellKa 3710Ka-
YeCTBEHHBIMM HOBOOOPA30BAHUSIMU COXPAHSIET JTOJTOBPEMEHHYIO
TeHAeHIMIo pocTa (¢ 252 ciyyaeB Ha 100 Thic. HaceneHus B 1985 .
1o 375 ciydaes B 2007 1.). B cTpyKType MpuuMH cCMEPTU HACEICHUSI
kinacc «HoBoobpazoBanusi» (C00—C97) 3aHUMAET TPeTbe MECTO U
cocrapiusier: 1995 r. — 11,7%, 2007 r. — 14,4%. BrniepBble HamMu
M3y4yeHa CTPYyKTypa CMEPTHOCTH 1opiieB I.HoBOKy3HellKa 3a nepu-
on ¢ 1970 mo 2000 rr. BeisicHeHO, UTO TIPOLIEHT CMEPTEeil OT 3/10Ka-
YEeCTBEHHbIX HOBOOOPA30BaHUI Y KOPEHHOrO HAaCeJeHUs] HUXe,
yeM B 1esioM 1o ropoay (70-e rogst — 7,2%, 80-¢ ronst — 10,9%,
90-¢ roabt — 6,3%). Pax ejynka v MUIIEBOAA Y JIMIl KOPEHHOM Ha-
LIMOHATLHOCTH 3aHUMAET MEePBOE MECTO, Ha BTOPOM MECTe Y MYX-
YUH — pak JErKuxX, y XeHIIMH — paK MaTKu.

Panee Hamu ObUIa BIsSIBIIEHA STHUUYECKas crielirduKa B pacrpe-
NeJICHUU TTOJMMOPGHBIX BapuaHTOB reHoB GSTM I u GSTTI cucre-
MbI GMOTpaHC(hHOPMALIUU KCEHOOMOTUKOB Y KOPEHHOTO 1IOPCKOTO U
npuuutioro HacejaeHus: KemepoBckoii 06gacT. YacToThl «HYJIEBBIX»
TEHOTHUIIOB U MX COYETAHUI Y IIOPLEB CTATUCTUYECKU 3HAUMMO HU-
Ke, YeM Y eBpPOIeOMIHOro HacesieHusl. B To e BpeMst B McclienoBa-
HUSX OTEYECTBEHHBIX M 3apyOeKHBIX aBTOPOB MOKA3aHO, YTO T'E€HBI
ouotpaHchopMaln KceHOOMOTUKOB GSTM 1 n GSTT1 BoBieYEHbI
B Tiporiecchl KaHueporenesa. «Hymnesbie» renotunet GSTM1 0/0 u
GSTT1 0/0 paccmaTpuBalOTCsl B KaueCTBe MapKEPOB PUCKa OHKOJIO-
rUYecKrX 3abojeBaHuil. MOXHO MPeAroaoXuTh, YTo 6ojiee HU3Kast
CMEPTHOCTh OT 3JI0KAUeCTBEHHBIX HOBOOOPA30BaHUN KOPEHHOTO
LIOPCKOTO HACEJIEHUST MOXET OBITh CBsI3aHa C MOJMMOP(HOU3MOM 3TUX
TeHOB IIyTaTMOH-s-TpaHchepas M1 u T1.

ITonck MOJIEKYJSAPHBIX MEXAHH3MOB JEHCTBHS
PEryJIAITOPHOTO NMENTHAA CeJAHK

Koaomun T.A.1, @usamosa E.B.!, Boaxosa A.I1.7,
Iladpuna M.H.!, Pubasxuna E.I0.2, Ilasrosa I.B.2,
Jumbopckas C.A.1, Macoedos H.D.!, Caomuncxuii I1.A.1

I @I'BYH Hucmumym monexyaaproii eenemuxu PAH,
123182 Mockea, na. Axad. Kypuamosa, 0.2

e-mail: kotimur@img.ras.ru

2 @IBYH Hucmumym 6uonoeuu 2ena PAH,

119334, Mockea, ya. Basunosa, 0. 34/5

PerynsiTopHbIil IeNTHI CeaHK, HEAABHO BOLLUEAIINI B KJIMHU-
YECKYI0 MPAKTUKY B KQUeCTBE MPOTUBOTPEBOKHOTO TIpernapara, siB-
JISIETCS MEPCIIEKTUBHOM albTePHATUBON TPaHKBUIM3aTOpaM 0J1aro-
napsi TPAaKTUYECKW TTOJIHOMY OTCYTCTBHIO TIOOOYHBIX 3((HEeKTOB.
CXO0/ICTBO KIIMHMYECKOTO AECTBUSI CellaHKa C IeHCTBUEM Ipernapa-
TOB OEH30/I€a3UITMHOBOTO psiia TO3BOJISIET TPEIIOIOXUTh, YTO
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B OCHOBE MEXaHM3Ma €ro JeiCTBUS JIEXXUT CIIOCOOHOCTh MOAYIUPO-
Bath paboty TAMK-epruueckoit cucTeMsl.

J171s1 TpOBEPKU 3TOU TMIOTE3bl TIPOBENEH aHAN3 IEHCTBUS Ce-
nanka 1 TAMK Ha akcnipeccuto 84 reHOB, BOBIEUEHHBIX B ITPOLEC-
Cbl HEWpopeLenuuu, B YACTHOCTH B (DYHKIIMOHUPOBAHUE
[TAMK-epruyeckoii CuCTeMbI, B MOACJISIX in Vitro v in vivo. Ha KyJb-
Type HelipobmacTHbIX KieTok IMR-32, skcnpeccupyrommx (QpyHK-
unoHanibHble TAMK-A peuenTtopbl, ObLIO MOKa3aHO, YTO CITYCTSI
yac Tocjie nHKyoauuu ¢ cenankoM win TAMK HaGmonalorcst 3Ha-
YUTEJbHbIE M3MEHEHMSI B 3KCIPECCUM OTAEIbHBIX TIPYII TEHOB.
[Ipu 5TOM He OBUIO BBISIBIEHO KOPPEJSIIS MEXIYy ACUCTBUEM ITUX
COCMHEHMIA. DTO TOBOPUT O TOM, UTO JCIMCTBUE CeJlaHKa B TaHHOM
THUIIE KJIETOK He cBsi3aHo ¢ aktuBanueilt TAMK-A perientopos u, o
BCell BUIMMOCTH, OITOCPEJIOBAHO BKJIIOYCHUEM aJIbTePHATUBHBIX
MEXaHU3MOB.

B cucrteme in vivo, HampoTuB, ObUIa BBHISIBIEHA KOPPEJSIIUS
Mexy neiictBueM cenanka 1 TAMK Ha akcnpeccuto uccnenyembix
reHoB. [TokazaHo, 4YTO B JIOOHOI KOpe MO3ra KpbIC CIycTs 1 yac mo-
cie BBeneHus cenanka uin FAMK HaOmionaoTes nepekpbiBarom-
ecst mpoduIn SKCIPecCun, KOTOPbIE XapaKTepu3yloTcsl peumyliie-
CTBEeHHBIM cHIKeHueM ypoBHs MPHK uccnenyembix reHoB. Uepes
3 yaca mocie BBeneHUs cenaHka uau [AMK HaGmopaiorcs
B OCHOBHOM OJIHOHAITPaBJIEHHbIC, HO MEHEee BhIpaXKEHHbBIEC N3MEHE-
HUSI 9KCIPECCUM 3THX TeHOB. [lisi HekoTopbiX reHoB (Gabrab,
Gabrbl, Gabrb3, Gabrr2, Cacnala, Slca6al2, Gadl) 3cdexTsl ce-
nanka 1 TAMK pe3ko otiauvanuch. TakuM 06pa3oM, MOKHO TOBO-
PUTb O CITIOCOOHOCTH CeJlaHKa in vivo OKa3blBaThb MOMIYJIMPYIOLIEe
nerictBue Ha TAMK-epruueckyio cuctemy, B OCHOBE KOTOPOToO, IO
BCell BUAMMOCTH, JISKUT Kak B3aumoneiicteue ¢ TAMK-A perern-
TOpaMU, TaK U BKJIIOYEHHE aJIbTEPHATUBHBIX CUTHAIbHBIX MyTeH.

Kiunnko-renernyeckuii anaan3 xoped I'eHTHHrTOHA
B Boponexckoii odnacti

Koasoun J1.A., @eoomoe B.II., I'areeea H.M.,
3abuenrosa B.B., Iloasxoe A.B.

1 BY3 BO «BOKBNoI», Meduko-eenemuueckasn Koncyavmauus, 2.Bo-
ponexc, Mockosckuii np. 151
2 @I'BHY Meduko-eenemuyeckuii nayynwiii uenmp, Mockea

Xopest [entunrrona (XI') — yacroe HeiipoaereHepaTUBHOE 3a-
0osieBaHUE C MOPAKEHUEM KOPBI U TIOJAKOPKOBBIX CTPYKTYp TOJIOB-
HOTO MO3ra C ayTOCOMHO-IOMWHAHTHBIM TUIIOM HacJelI0BaHWUs,
obycnoBineHHoe akcnancueit CAG-nosropoB B reHe IT-15 (OMIM
143100).

Llens — onenka pacnpoctpanéHHocty XI' B BopoHexkckoit 00-
JIACTH, BBISBJICHME KIMHUYECKOTO MOJUMOpdU3Ma, 3aBUCHMOCTH
ero ot uncia CAG-IIOBTOPOB.

Meronbl: KTMHUKO-TeHeanorndeckuii, MPT romoBHoro moasra,
MOJIEKYJISIPHO-TEeHETUYECKUIA.

Peructp Boponexckoit MI'K 3a 20 net Bkitouaer cBeaeHusl 1o
123 cembsm (167 Gonbhbix ¢ XI'), u3 Hux y 81 GonbHoro (48,5%)
nposenéH JJHK-ananus u nnarnos sepuduiponan (CAG n > 395),
TouHoe uncio CAG-noBTopoB ompeneneHo y 62 6onbHbIX (37%).
AyTOCOMHO-IOMUHAHTHBIN Xapakrtep 3aboseBaHust B 87% cemeil.
B ocTtanbHBIX CeMbSIX OTCYTCTBOBAJ CeMeiiHbIii aHamHe3. Pacrmpo-
crpaHénHocts XI' B BopoHexckoit obnactu cocraBuia 7,26 Ha
100 000 HaceneHusi. COOTHOIIEHUE MYXYMH/XKEHIIMH OKa3aJ0Ch
46% : 54%. CpenHuii Bo3pacT 00C/IeI0BaHUsI OOJBHBIX COCTABUII
42,6 rona. B cemeitnbix Habmonenusx XI' Bo3pact aedrora 60ae3H1
IMPOKO BapbupoBal oT 14 mo 69 jner. Y 58 GombHbIx (71,6%)
C KJIACCUYECKOM TMITOTOHMKO-TUMNepKUHEeTUYecKoi hopmoii XI ae-
o101 B cpeaHeM Obl1 B 43 rona, yucio CAG-1oBTOPOB B CpeHEM
44,3 (ot 41 n0 49). Y 17 60nbubix XI' (21% OT 4ymcaa reHOTUITUPO-
BaHHbBIX) YCTAHOBJICHA IOBCHWJIbHAS aKWHETUKO-PUTHAHAST hopma
C 0JIUTO-OpajiuKMHe3uel 1 MHTeJUIEKTYaIbHO-MHECTUYECKMMU Ha-
pyuenusimu. CpenHuii Bo3pact aebdtora cocraBui 20 siet (ot 14 1o
25). KimnHuvecku xapakTepu30Bayicsl KOTHUTUBHBIMU PacCTPOMCT-
BaMM, B BUJIE 3aTPYIHEHUI ¢ OOyYeHUEM, a 3aT€M Pa3BUBAJICS aKU-

HETMKO-PUTUAHBIN CUHAPOM. B 3T0ii rpyrme oTMeueHO 3HAYUTe N b-
Hoe yBenuueHue CAG-noBtropoB B cpenHem 60,2 (53—70). IMauu-
€HTOB C MO3IHMUM J1e010TOM (cTapiie 60 JieT) B BOPOHEXKCKOM TOITy-
JISIUUY BbIsIBIIEHO 6 uen. (7,4%) co cpeqHUM BO3pacToM Havaja 60-
ne3nu B 65 jet, konmuuectBoM CAG-moBTopoB (39—41), xapakre-
PHU30BAINCh XOPEUUYECKUM THUIMEPKMHE30M M OTHOCHTENILHOW CO-
XPaHHOCTbIO KOTHUTUBHBIX QYHKUMI. SIBeHMe aHTULIMIIALMK Ha-
OJIIOIAJIOCH BO BCEX CEMEMHBIX Cydasix. Y O0JbHOTO KIacCUYECKOM
dopmoit XTI orua onpenenero 49 CAG-1noBTOpOB, B TO BpeMsl Kak
y I0YepU C aKUHETUKO-PUTUIHON (OPMOI, YMCIIO TOBTOPOB OBLIO
70. B npyrom cemeitHom caydae onpeaeieHbl CAG-TTOBTOPHI Y Ma-
Tepu ¢ Kiaccuueckoit hopmoit XI' (CAG = 42), a y nouepu — roBe-
HubHas ¢opma (CAG = 56).

Pa3pa6orka 3¢ekTHBHOI cHCTEMBI JETEKIUH
JYIUIMKAIMWIA B TeHe TUCTpPoduHa
Ha ocHoBe MeToga MLPA

Komapoea H.B., Jlocunosa A.H.,
Poixncxosa O.11., Iloasxoe A.B.

Dedepanvroe eocydapcmeennoe 0r00xcemuoe yupexcoenue <«Medu-
KO-2eHemu4ecKuul Hay4nulil yeHmp»

115478, Mockea, ya. Mockeopeuve, 0.1

e-mail: anloginova@mail.ru

Muonucrpodus Hdromenna/bexkepa (MAA/M/IB) — oaHo u3
CaMbIX YacThIX HEPBHO-MBIILIEYHBIX 3a00jieBaHUil. DTO 3aboseBa-
HME 00YCJIOBJICHO MyTallUsSIMHU B reHe auctpodunHa (DMD). Yactora
BCTpeuyaeMocTu 3aboneBaHust coctaBasieT 1:3500 HOBOPOXAEHHBIX
ManbYMKoB. [1o muTepatypHbIM TaHHBIM, B 60—65% ciiyyaeB MyTa-
uuu, npuBomsdume k MJ/JA/MIB, npeactaBiasior coboii IMpo-
TsKEHHbIe peneru, B 30% — ToukoBble MyTauuu, B 5—10% —
NYTUTMKALY.

OOHapyXWUThb DYTUIMKAIIMU, TEXHUYECKHU, TOPa3Io CJIOXKHEE, YeM
NeJIelIMU, TIOCKOJIbKY JeJIelMy HaOMIoaaoTCsl MPOCTO KaK OTCYTCT-
BHME€ COOTBETCTBYIOLIETO ¢hparMeHTa aMIuiMdukauu y O00JIbHOTO
yenoBeka. [1oaToMy, ISl BBISIBACHUS AyIUIMKALMi B TeHe DM D Mbl
pa3paboTany KOJMUYECTBEHHBI METO OMNpene/eHus] ynucia KOmuii
9K30HOB TeHa DM D, oCHOBaHHbBIN HA METOJE MYJIBTUILJIEKCHOM JIN-
rasHoii peakuuu (MLPA).

Bes BeiOOpka coctaBwia 1355 HepOACTBEHHBIX MaJbuMKOB
¢ nuarHozoM M/IJI/MJIB, B koTtopoii y 550 6oIbHBIX ObLIN O0HApY-
JKeHBI iesieruu. Y 69 maiuueHToB ObLIM HalIeHbl MyTallMM B TeHax
CAPN, FKRP u SMN, npuBoasinye K IPYTUM BUAAM MBbIIICYHBIX
nuctpoduii. Y 429 6onbHBIX MaTepral oKas3ajcs He rpuroneH. Ta-
KUM 00pa3oM, uccienyemasi Bbioopka coctaBuiia 307 60abHbIX. BbI-
JIO BBISIBJICHO 62 AyTuiMKaiuu, 4to coctasisier 20% oT Bceit uccie-
JIOBaHHOU BbIOOPKM. B mepecuére Ha BCIO BBHIOOPKY, YacToTa MyIl-
nukauuit coctaBuiaa 11%. Berpevanuch ayruiMkanuu Kak OIHOTO
9K30Ha, TaK U JIOBOJBHO MPOTSKEHHbIE TYTUIMKALIMY.

Hcrnonb3zoBanue merona koauyectBeHHoro MLPA-ananusa
9¢h@EeKTUBHO IS MOMCKA MYIJIMKAUWii B reHe auctpoduHa. [pu
HaJIM4YMM y pobaHaa feneln/nyrimkaunu B rene DMD, BO3MOX-
HO MCCJIeOBAaHUE POJACTBEHHUIL MO KEHCKOM JIMHUM Ha HOCUTEJb-
ctBo MyTauuu. [Ipy OTCyTCTBMM OMOJIOTMUYECKOrO MaTepuana oOT
0OJIBHOTO TaKXe BO3MOXHO IMPOBEICHME JAMATHOCTUKM HA HOCH-
TeJILCTBO MyTaluit B rene DMD metonom MLPA-ananu3sa uist poj-
CTBEHHMIL OOJILHOTO TIO KEHCKOW JTMHUMU.

OneHKa ypOBHSI XPOMOCOMHBIX a0eppanuii
y padorarommx LI MI'OK

Komxosa I.B.12, XKeaesnoea M.A.!, Illesyosa B.B.12,
Kononenxo H.H.12, Heanos B.I1.2,
Bobvinyesa O.B.2, Heanosa H.B.?

I Meduko-eenemuueckas xoncysvmauyuss KOKB, 2. Kypck
2 Kagpedpa 6Guonoeuu, meduyunckoii eenemuku u sxonroeuu KIMY,
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W3yyeH ypoBeHb abeppaliuii XpOMOCOM B JUMMOLIUTAX TepH-
depuueckoit kpou y padotHukoB LIJIIII MI'OK 1 KOHTpOJIbHOI
rpynmbl. Bcero obcienoBan 31 uyenopek: (21 pa6ornuk LT
MTI'OK u 10 1oOHOPOB KOHTPOJLHOI IPYIIIIbI) B BO3pacTe OT 23 Io
55 net. I'pynma LTI MT'OK Bkirouana paboTalolIMX Ha MOA3eM-
HOM ¥ TIOBEDXHOCTHOM Y4yacTKax C OOLIMM CTaxeMm paboThl
21,3 £+ 2,53 roma, ctaxem pabOTbl Ha TaHHOM IIPEANPUSTHAN
14,2 + 2,54 roma, crax pabOThl B JAHHOW HODKHOCTH —
10,5 % 2,17 rona. Cpennuii Bo3pact padoratorux LI MI'OK co-
crasui 41,76 £ 2,38 rona.

YacroTa KiI€TOK ¢ abeppalusiMd XpOMOCOM B KOHTPOJbHOM
rpymie coctaBuia 1,5 + 0,17%, 4To He MpeBBIIIACT CPETHUX 3HAYE-
HUI JaHHOTO moKa3aress 1mo Poccun — 2,2%. YcTaHOBIEHO CTaTH-
CTMYECKU 3HAYMMOE OTJIMYME B YACTOTE XPOMOCOMHBIX HapyIIeHU I
MEXIy TPYMIoil paboumx u Tpymnmoii cpaBHeHus (t = 2,49 mpu
p = 0,018). OcHOBHOI1 BKJIaJ B 4aCTOTY XPOMOCOMHBIX abeppariuii
BHecTM oquHOYHbIe ¢parmeHTsI (2,3 £+ 0,31 Ha 100 meracas). Pas-
JIMYUS 110 OIMHOYHBIM (DparMeHTaM MeXy CpaBHUBAEMbIMU TPYII-
maMu ObUTA TOCTOBEpHHI (t = 2,35).

CpenHsisi 4acToTa KJIETOK C XPOMOCOMHBIMM abepparusiMu
y noa3eMHbIX padoTtatomux LIJIIL MI'OK cocraBuna 2,9 = 0,41% u
ObLIa CTATUCTUYECKU TOCTOBEPHO BBILIIE, YeM B KOHTPOJILHOM TPYII-
e (t = 2,71; p = 0,013). I[ToBbllIeHrEe YACTOTHI abeppalinii XpOMO-
coM B JuM@doImUTax pabounx OBLIO 3a CUET YBEJIMYECHUS YPOBHS
OIMHOYHBIX (DPAHMEHTOB.

[luToreHeTMYECKUI aHaIM3 T[OKa3aJl YBEJIUYECHHE YacTOThI
abeppaumii xpoMatugHoro tuna y padorHukos LI MI'OK, o6-
pa3oBaHHWE KOTOPBIX MOXET OBITh BBI3BAHO KOMOWHUPOBAaHHBIM
BO3/ICMCTBUEM BpEIHBIX (HaKTOPOB MPOM3BOACTBA M XMMHYECKUX
MyTareHoB. [laHHbIE XpPOMOCOMHbBIE abeppallii B OJMHAKOBOI CTe-
MEHN BCTPEYAIMCh B TPYINe paboTalolMX KaK MOA3eMHbBIX, TaK U
Ha 1moBepXHOCTHbIX yuactkax LI MT'OK.

Ha ocHoBaHMY TPOBEAEHHOTO MCCIIENOBAHUST BbIIE/IEHA TPYII-
Ma JIMII C BBIPAXCHHBIMU LUTOTeHEeTHUeCKMMU 3 dekramu (0T
3—4% abeppaHTHBIX KJIETOK), KOTOPast MOXET ObITh ITOCTaBJIeHA HA
YUET B 00J1aCTHOM MEIMKO-T€HETUYECKON KOHCYIbTAIIMU.

Accomuamus nokyca C677T rena MTHFR
¢ KJIMHUYECKHMH CHMITOMAMM IN30(hpeHnu

Konopamenxo A.C., IToaoenko H.M.,
Illamapnosa T.M., /lanuaenxo H.TI.

Hnemumym eenemuxu u yumonoeuu HAH Pb, nabopamopus nexpo-
MOCOMHOU HACAOCMEEHHOCMU

benapycy, 220027, Munck, yir.Axademuueckas, 27

e-mail: cytoplasmic @mail.ru

[Mponykt rena MTHFR (1p36.3) siBnsieTcst OCHOBHBIM (hepMeH-
TOM MeTabonusma ¢osnatoB, a monmuMmopdHsbIii Jokyc C677T pac-
CMaTpUBAETCsl B KAUECTBE BO3MOXHOIO HACJEJICTBEHHOTO MPEaUK-
TOpa Pa3BUTHS IIU30(DPEHUU.

TMomumopdubrit tokyc C677T (1s1801133) rena MTHFR oGycioB-
JieH ToukoBoii 3aMeHoit C—T B ero 4eTBEPTOM 9K30HE, UTO OTPAXKAETCS
Ha CTPyKType Gesika, IPUBOJIS K CHIXKEHMIO ero (hepMeHTaTUBHOM aK-
TtuBHOCTH Ha 35% mist CT- u Ha 70% st TT-HocuTeeii.

Llenb pabGoThI: OIEHUTH CBsI3b moiuMopdusma C677T reHa
MTHFR c prickoM 130G PEHUM U CTETICHBIO BBIPAXKEHHOCTH CUM-
MTOMOB TICUXOMETpUuecKoii 1mkams PANSS.

B uccnenoBaHuu MpUHSIM ydacTHe JIMLA, CTpaaalolive -
3o¢penueit (131 yen.) 1 KOHTPOJIbHAsI BHIOOpKA 3M0POBBIX JIIOAEH
(93 uen.). JlanHble 00pabaTHIBAIMCH C MCIIOIB30BAHMEM I1aKeTa
IBM SPSS Statistics 22.0.

CpaBHUTEJIbHBIN aHAJIM3 HE BBISIBUJI Pa3IMUMil YaCTOT TeHOTH-
roB u ayeneit C677T/ MTHFR mexny naiueHTaMu ¥ KOHTPOJTb-
HOI TpynIou.

Ipu uccnenoBanuu cBsizu nokyca C677T rena MTHFR co cre-
MEeHbIO TSKECTU CUMIITOMOB Y MALIMEHTOB ¢ 1KM30(dpeHueit odHapy-

JKE€HO, UTO HOCUTEIbCTBO T-ajuiesist CBsI3aHO ¢ 0oJiee TSKENIOM BbIpa-
JKEHHOCTBIO TO3MTMBHBIX CHMIITOMOB: PaCCTPOWMCTBA MBbILLICHUSI
(p=0,001 mpu o = 0,01) 1 mmen Beauumst (p = 0,05), a TakKe CUMIT-
TOMa OOLIETCUXOMATONIOTMYECKOM 1IKAIbl — MaHEPHOCTb M CTEPEO-
tunHoe mnoseaeHue (p<0,05). CraTUCTMUYECKU TOCTOBEpHAsl CBSI3b
MEXIy HOCUTENIbCTBOM T-ajliesist ¥ yBeJIMueHUEM CyMMapHOTo Oai-
Jla 10 MO3UTUBHBIM cuMIitoMaM (p<0,05) naét ocHOBaHUSI MPEIIO-
Jlarath MaToOreHeTMYecKy. 3HaUMMOCTh T-ajuesst B (opMUpoBaHUMU
0oJiee BbIPaKEHHOIO MO3UTUBHOTO CUHAPOMA IMpH 1K30(MPEHUN.

NO-cuHTa3bl H MATPEHD: POJIb MOJTEMOPGHBIX
BAPUAHTOB T€HOB B MAaTOTeHe3e 3200/ IeBAHUS

Kondpamveea H.C.1, Azumosa 10.9.%3,
Cropobozamuix K.B.5, Cepeee¢ A.B.># Kokxaeea 3.I'1,
Tabeesa I.P.54, Kiumos E.A. 15

I Mockosckuii 2ocydapcmesennouii ynusepcumem um. M.B. Jlomonoco-
6a, buonoeuveckui gaxyssmem, Mockea, Poccus
natalia_kondratieva@mail.ru

2 Mockoeckuii 20cydapcmeentviii MeouKo-cmomMamonou1eckuil yHu-
sepcumem um. A.HU. Esdokumosa, Mockea, Poccus

3 Yuueepcumemcikas kaunuxa 20a06noii 60au, Mockea, Poccus

4 [Tepsuiii Mockosckuil 2ocydapemeenbiil MeOUYUHCKUL yHUsepcumen
um. U.M. Ceuenosa, Mockea, Poccus

5 Yuusepcumemexas duaenocmumeckas aabopamopus, Mockea, Poccus

MurpeHb — 3TO XpOHUUYECKOe 3a00JieBaHKUE C SMU30ANYECKU-
MU TPOSIBJICHUSIMU TIPUCTYIIOB TOJIOBHOM 6osiM. BackyssipHasi Teo-
pus TTaToreHe3a MUTPEHW OCHOBaHA Ha (hakTe Ba3OIWISTALIUUA CO-
CY/IOB TOJIOBHOTO MO3ra B MOMEHT mpuctyna. OIHUM U3 CUJIbHE-
1IUX Ba3oAWIATATOPOB siBIsieTcst okcua azora (NO). NO He umeeT
PELeNnTOpOB, HAMPSIMYIO B3aUMOJICHCTBYS C PACTBOPUMOIA T'yaHWJIAT
IIMKJTa30i1 TJIaIKOMBIIIEYHON KJIETKU COCyIa, MPUBOIS K aKTHBa-
LIMYM CUTHAIBHOTO MyTH Bazoaustauuu. [Tokazano uro NO-goHo-
PBI BBI3BIBAIOT MUTPEHO3HO-TIONOOHBIE TIPUCTYIIBI TOJOBHOM OOJIN
kak y 100% maumeHToB, TaK W'y 3MO0POBBIX 100pOBOJbIIEeB. CUHTE3
NO ocyuectisitior NO-cUHTa3bl: HelipoHaIbHAas, MHAYLMOEIbHAs
U 9HIOTeNuaabHasl, Kogupyemblie reHamu NOS1, NOS2u NOS3 co-
OTBETCTBEHHO. Bce OHM TIPUCYTCTBYIOT B TOJIOBHOM MO3TeE.

Llens Hatreit paboTel — mouck accormanuit SNP B renax NOS/
(1541279104, ¢.-421+2052G>A), NOS2 (152779249, ¢.-1290G>T) u
NOS3 (152070744, c.-813C>T) ¢ MurpeHsio.

Anamu3 SNP npoBoamiau metogom [MLP B peanbHOM BpemeHU
co cneuuduunbiMu 30HAaMu (OO0 IHK-Cunres). B pabote uc-
MOJIb30BaHbI CIEAYIOLINE BHIOOPKU:

1) 146 maumentoB ¢ murpeHbio (MKI'B-I11);

2) KOHTPOJb — 349 HeoOcne0BaHHbIX XuTeneid MOCKBBI.

s SNP B renax NOSTu NOS2 He BbISIBIEHO accoLmaliuii ¢ 3a60-
nieBanneM (p>0,5 Bo Bcex ciyvasix). st reHa NOS3 mokasaHa accorya-
1mst ¢ Murpensio (%% = 4,47, p = 0,03). l'eHotun NOS3 GG yBenunBaeT
puick pazsutust Murpern B 1,88 pas (y? = 5,22, p = 0,02), B To Bpems Kak
MPUCYTCTBUE JOMUHAHTHOIO ajliesisd A MMeeT MPOTeKTUBHBIN 3(PdeKT.
C ucnosnp3oBanueM mporpamMmbl APSampler3.6 BHISIBIEH YBeIMUKMBAIO-
IIMA  PUCK  pa3BUTUS  MWUIPEHM  KOMIUIEKCHBIA  TarulOTWIL:
NOS2 152779249:A + NOS3 152070744:G,G + NOSI_rs41279104:A
(Fisher’s exact p-value = 0,01, OR = 12,09, permutation p-value = 0,02).

MOJIeK)'JIﬂ])Haﬂ JUATHOCTHKA HACJICICTBCHHBIX
MHOIIATHIA METOAOM MOJHOIK30MHOI0 CCKBCHHUPOBAHUSA

Konosanroe D.A., Dedomos B.II., Ymaxanoea 3.P.,
Axmedosa II.I., Mazomedosea P.M., bapoaxos C.H.,
Mapaxonoe A.B., Hcaee A.A., /lees P.B.

000 «IITPM HCKY», 119991 Mocksa, ya. Iyokuna, o. 3, kopn. 1
konovalov@hsci.ru

HacnencrBeHHble MUONATUM — KIMHUYECKM M TEHETUYECKU
TeTepOoreHHasd rpyria 33.60J'[6B3.HI/H7I, JUTS1 MOJTeKyIalHOVI Jnardoc-
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TUKHM KOTOPBIX OCOOEHHO BaXHa BO3MOXHOCTb BECTH MOUCK MyTa-
LM Cpean MHOXeCTBa TeHOB. [1J1st uccienoBaHusi ObUTM OTOOPAHBI
9 maumeHToB U3 [larecrana, Tiomenu, Kanununrpana u CBepuioB-
CKOM 00JIaCTU C TperosaraeMbIMKA AMarHO3aMKM W3 TPYIIIbl Ha-
cnenctBeHHbIX MmuonaTtuit. JIHK u3 nepudepuueckoii KpoBu maru-
€HTOB ObLIa MOABEPTHYTA MOJHOIK30MHOMY CEKBEHUPOBAHMIO Ha
npubope Illumina HiSeq 2000 ¢ oboraiieHreM 6UOIMOTEKH 1O Me-
Tomuke Agilent SureSelect Human All Exon V4; coBokymHas njiiHa
LIEJIEBBIX MOCJIe0BaTeIbHOCTeM cocTaBuiaa S0 MJTH I1.H., COOTBETCT-
BYIOILIUX KOMUPYIOIUM ydacTkaM ~19 000 u3BeCTHBIX TEHOB Yes0-
Beka. bubnroreka ObUIa MpoYMTaHa MAPHO-KOHIIEBBIM METOIOM CO
CpEeJIHUM TIOKPBITHEM 86X M [UTMHO# rpouTeHuii 2 X 90 map ocHoBa-
Huit. O6paboTKa MEPBUYHBIX JaHHBIX CEKBEHUPOBaHMUs ObLIa MPO-
BeneHa B LIFPM MCKY ¢ moMmolbio coOCTBEHHOTO ITPOrpaMMHOTO
IropuT™Ma, 00eCreYrBaloIIero MOMCK OTIMYMIA TEeHOTUIIA TallUeH -
Ta OT pepepeHCHOII MocienoBaTeIbHOCTY reHoMa dyenoseka (hgl9)
Y aHHOTALMIO BBISIBICHHBIX OTJIMYMIA 6osiee uem no 70 nmapamerpam.
OO6acThb IMOKMCKA MyTaLMil OblJIa OrpaHUYeHa 85 reHaMM, acCOLUU-
POBaHHBIMU C Pa3IMYHBIMKU (HOPMAMK HACJIEACTBEHHBIX MUOTIATHIA.

Caelenusi 0 Pe3yJIbTATAX MOJIEKYJISIPHO-TEHETHIECKOrO 00C/Ie0BAHNSI

O6pa- FeH Tuvn BbIABNEHHbIX YTOYHEHHbIN AnarHo3
3ey, MyTaunn (OMIM#)
no pesynbratam aHanmsa
D0030 | DYSF MwucceHc NMKM/J, 2B (253601)
D0037 | COL6A2 HapyweHune cainta MwuonaTtus Betnema
cnnancuHra (158810)
D0038 | CAPN3 MwucceHc NMKM/A, 2A (253600)
D0057 PLEC HoHceHc NMKMA, 2Q (613723)
D0058 | COL6A1 HapyweHwne canta MwnoaucTtpodus Ynbpuxa
crnnancuHra (254090)
D0059 | COL6A1 HapyweHwne canta MwuoaucTtpodus Ynbpuxa
crnnancuHra (254090)
D0076 FKRP | CoBur pamku CHUTLIBaHUS NMKMZ, 21 (607155)
D0120 GNE MucceHc AducTtanbHaa mruonatums
HoHaka (605820)
D0129 | DYSF MwucceHc NMKM/J, 2B (253601)

Y Bcex 9 manueHTOB OBbLIM BBISIBJIEHBI MyTalluu (Kak M3BECT-
Hbl€, TaK ¥ HOBBIC), MOAXOAIIINE HA POJIb IPUYMHBI 3a00JIeBaHUS
¢ YU4ETOM KIMHWYECKMX MAHHBIX U TUIA HaclaedoBaHUs (Tabiuia).
PesynbTaThl McclenoBaHusl 1EMOHCTPUPYIOT BBHICOKYIO 3(hdeKTHB-
HOCTb TIOJTHO3K30MHOIO CEKBEHHMPOBAHMUSI B MOJIEKYJIIPHOM IMa-
THOCTUKE HACJIEJICTBEHHBIX MUOMATHUIA.

Jlnarnoctuka 0osie3nu Kpaooe B Ykpanne
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bonesnr Kpabbe — penkoe HaciaencTBeHHOe 3abosieBaHUE U3
TPYIITBI TM30COMHBIX O0JIE3HE HAKOIUIEHMSI C ayTOCOMHO-peliec-
CHUBHBIM TUIIOM HAaCJIe[IOBaHUsI, OMOXUMHUUYECKUM Ne(EeKTOM KOTO-
poro siBisieTcs MeUIIUT aKTUBHOCTU [-TajaKTolepeOpo3uaassbl.
B 3aBucHMOCTH OT Bo3pacTa Havajia MaHM(becTauuy 00JIe3HH, pa3-
JTMYaloT UHOQAHTWIbHYIO (3—6 Mec.), TO3MHIO WHOAHTHIBHYIO
(6 mec. — 3 roma), roBeHmwIbHY0 (3-10 snet) u B3pocayo (10—35
net) hopMel.

Lenb paboTbl: MccienoBaHue CTPYKTYpbl M OMOXMMUUYECKUX
0COOEHHOCTE IpyIbl MAlMEeHTOB ¢ 00Je3HbI0 Kpabbe n3 Ykpau-
HBI C LIEJIBIO BBISIBJIEHUsI KpUTepueB AuddepeHIanbHoi [uarHoc-

TUKM 3TOro 3a0oJieBaHUsI Cpeau paHHUX (OpM HeilpoaereHepaTuB-
HOW MaTOJIOTUH.

OrnpeneneHue aKTUBHOCTH 3-rajakToliepeOpo3naasbl B JIEHKO-
mMrax nepudepruveckoil KpoBU TPOBOAWINM C WCIOJIb30BAHMEM
(hIOOPECEHTHOTO CUHTETMYECKOTO CyOcTpaTa 6-rekcajgekaHouIa-
MHUHO-4-MY®-f-]]-ranakro3uma. B KayecTBe KOHTPOJIS Tapajuie-
JILHO TIPOBOJIMJIM UCCJIeIOBAaHME aKTUBHOCTH B-TaJlaKTOLepeOpo3u -
nasbl B JIGMKOIMTAX Mepudepuyeckoil KpOBU 3I0POBOTO TOHOPA,
KOTOPBIH HE SIBJISICSI KPOBHBIM POJICTBEHHUMKOM MpobaH/a.

3a nepuon 2007—2014 rr. 6puto 06caenoBaHo 80 MalMEHTOB
¢ mogo3peHreM Ha Haamuue 6oie3Hu Kpa66e. Bo3pact nmpodaHmoB
coctaBisut oT 20 gHeit no 18 ner. HemoctarouHocTh B-rajakTolie-
pebpo3uaassl BeISIBJICHA Y 8 MalMeHTOB, 4To coctaBuio 10% ot 06-
1IEr0 KOJIMYecTBa o0caeI0BaHHbIX MPOOAHI0B. YPOBEHb aKTUBHO-
T B-rajakTouepeOpo3umasbl y MalUueHTOB ¢ HEIOCTATOYHOCTHIO
Obul CHIKeH 10 0-5% OT KOHTPOJILHOTO 3HAYEHWsS] U COCTaBMII
0—2,2 HMmonb/u/Genka (aKTUBHOCTb [-TalaKTolEepeOpo3nmaas3bl
B KoHTposie — 53 + 20 HMmob/4/6enka). Bo3pacT mereil, KOTOpbIM
OBbLIT MOATBEPXKIEH auarHo3 6one3nu Kpabbe, coctaBui oT 4 Mec.
no 1 roma. Ha ocHoBaHMUM paHHero Bo3pacTa MaHudecTaluuu 3a00-
JIeBaHMsI, KIIMHUYECKOI KapTUHBI ¥ BbIPaKEHHON HEIOCTATOYHO-
CTU aKTUMBHOCTU [-rajlakToliepeOdpo3uaa3bl BCeM MaldeHTaM ObLI
TMOATBEPKICH AMarHo3 WHMaHTWIbHOM (GopMbl Oone3nn Kpaboe.

YuuThIBasi BEPOSITHOCTh MaHUQECTallMu 3TOro  3a00JIeBaHMUS
B cTapiiieM Bo3pacte, mudbdepeHIInaIbHy0 IMarHOCTUKY HEOOXOIMMO
MPOBOIMTD Y JIUIL JIIOOOTO BO3pacTa ¢ MPOrpecCUpyIOIMMU Hapylie-
HMSIMU TIGHTPaTbHOM 1 TepudepryecKoil HepBHOW CHCTEMBI.

Kimnuko-(QyHKIMOHANbHAS XapaKTePUCTHKA
Jerei ¢ cunapomom Jlayna

Kopurowo E. M.

Tb0Y BIIO Tsepckas 'MA Munopasa Poccuu
2. Teepw, ya.Cosemckas, 0.4
lenkornusho@mail.ru

3HauuTenbHass  pacrpoctpaHéHHocth  (1:700—1:800 HOBO-
POXAEHHBIX) U Tpeobnaganue cuHapoma JlayHa (CJI) cpeam Bcex
XPOMOCOMHBIX (OpM OJUroPpeHur OOYCIOBIEHO OTHOCUTEILHO
HM3KHMM YPOBHEM BHYTPUYTPOOHOI rubeau IUIOAOB M BBICOKOM
JKM3HECITOCOOHOCThIO TakuX OosbHbIX. Llenb uccnenoBanus: usy-
YUTb OCOOEHHOCTH COCTOSIHMSI 310poBbsi aeTeit ¢ CJI mas coBep-
LIEHCTBOBAHMUSI X MEIUIIMHCKOTO OOECIeueHUss W ONTUMU3ALNN
KauyecTBa Xu3HU. [IpoBeneHO KOMIUIEKCHOE MPOCIEKTUBHOE KJIW-
HMYECKOe M MHCTpYMeHTallbHoe obcienoBaHue 55 nereit ¢ CI Ha
nepBoM Tony ku3Hu. [TokazaHo, YTO BPOXAEHHBIE MIOPOKM CEPALIa
BCTpEUaIUCh 6oJiee YeM y MOJOBUHBI 00CIe0BaHHbIX (65,4%), 10-
poku pasButusi opraHoB JKKT BeisgBiensr y 12,7% neteit,
BPOXIEHHBIN TUTTOTUPE03 — Y 7,3%, TaTOJIOTUsI OpraHa 3peHusl OT-
MeueHa y KaxIoro Tpetbero pebénka (36,4%). B crpykrype nepu-
HarasibHO matojiornu LIHC BbIsSIBICHBI MOpakeHWs] TMIIOKCUYE-
CKOro, TPaBMaTU4YECKOIo ¥ reMopparnueckoro renesa yaiie I1 cre-
MeHU B BUIE CUHApoMa yrHeTeHus (65,4%), MbILIEYHOW THUIOTO-
Huu (87,4%). Y npereit ¢ CJl HaubGonee 3HaUMMBbIMU (aKTOPaMu,
ONpeessIIoIIMMU 3I0POBbE B aHTE- U MHTPaHATAIbHOM TEpUOIaX,
SIBJISUTMCh BO3pacT poauTeieit crapiie 36 JieT, OTIrOINEHHbBIN aKy-
LIepCKU aHaMHe3 Marepeil, OTSATOIIEHHOe TeueHUe HACTOsIIei
OepeMEeHHOCTH B BUAE OCJIOXHEHMS XPOHMYECKON COMATUYeCKOM
MaToJIOTUM Ha TPOTSDKEHWM BCeil OepeMEHHOCTH, MHMEKIIMOHHBIX
3a00j1eBaHMil B 1-Ii MOJOBMHE OEPEeMEHHOCTH, yrpo3bl MpephbiBa-
HUsI, aHEMUU; MEIMKaMEHTO3HOE COIMpPOBOXIEHUE OEpPEMEHHOCTH,
Halmuure MpodecCUOHANbHBIX BPEAHOCTE M KypeHUsl poauTeseit
nieTeil, Kak 10, TaK U BO BpeMsi 0epeMeHHOCTH, OCJIOXHEHHOE Teve-
HME TIeprosia POJOB B BUJE MPEKICBPEMEHHBIX POIOB U C1a00CTH
ponoBoii aesitenbHoCTU. bonbuiHeTBo aeteit ¢ CIL npu poxxaeHUn
MMeJIM CPeHU ypoBeHb (M3MUYECKOTrO0 pPa3BUTHsI, FaPMOHUUYHOE
pa3BuTHe U Me30coMaTUYeCKUii comatoturl. [Ipu aHanuse cratuye-
CKHUX ITOKa3aTeseil putMa cepaua, xapakrepusywoimx UBT, y neteit
¢ C/1 ormevanuch 6oiee HU3KMe 3HayeHUs M, (0,34 £ 0,008) u AX
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(0,049 + 0,012), uem y 310pOBBIX JeTeii JTaHHOTO BO3pacTa, YToO yKa-
3bIBAET Ha YBEJMUYCHHME BIMSIHMSI TYyMOPAJIbHOrO KaHajla Ha PUTM
cepaua aereii ¢ CI. AnantaliMoHHble BOBMOXHOCTH XapaKTepu30-
BJIMCh HAJIMYMEM TMIIEPCUMIIATUKOTOHUYECKOM pPeakTUBHOCTU
(uHaekc baesckoro 4,99 + 0,122).

BoisiBlIeHHbIE M3MEHEHUs] CBUIETEJLCTBYIOT O Ooyiee Ha-
MPSDKEHHOM TEUEHMU TIOCIEPOJOBOI aanTalliy U Mpeapacroiara-
10T K pa3BUTUIO MOP(ODYHKIIMOHAIBHBIX OTKJIOHEHUI U TaToJI0-
TMYECKUX COCTOSIHMI Ha JaJbHEeMIIMX 3Tanax MocTHATaIbHOTO OH-
TOTeHe3a.

Binanue nomamopdusma R554K
reHa apHJIrHAPOKAPOOHOBOIO pelenTopa
Ha Pa3sBUTHE MHUOMbI MATKH

Kopozoouna T.B., Kydpaeueea O.K., Cemymruna O.IO.,
Moaxncenkosea E.M., Iloaonuxoe A.B., Bywyesa O.IO.

Kypckuii eocydapcmeennviii meduyuHckuii ynueepcumen
305041, e.Kypck, ya. K. Mapkca, 0.3,

Kagedpa buonoeuu, MeOUUUHCKOU eeHeMUKU U IK0A02UlU
E-mail: tatius_ktv@mail.ru

Muoma matku (MM) — onHa u3 Hanbosee pacIpoOCTPaHEHHBIX
NOOPOKAYECTBEHHBIX OIYXOJIei, pa3BUBAIOLIAsCS W3 TJIAJAKOMBI-
LIEYHBIX KJIeTOK 1 BeTpevatomasics: y 20—40% KeHIIMH penpoaykK-
TUBHOTO Bo3pacra. [Ipeamnomnaraercsi, YTo OAHUM U3 MOJIEKYJISIPHBIX
MEXaHM3MOB DPa3BUTHs 3a00JIeBaHUs SIBISIIOTCS HApyLIEHHUs IPO-
11eccoB OMoTpaHchOpMalMK pa3IMUYHbIX COENMHEHUH, obianalo-
LIMX TeHOTOKCUYECKUMU CBOMCTBaMHU. MI3BECTHO, YTO HKCIPECCHIO
reHoB OMoTpaHchopMaluy KCeHOOMOTUKOB, MeTabOIU3MPYIOINX
MOJMIMKIMYECKUE apoMaTUUecKue yIiaeBoaopoabl (Haubosee
OMacHble XMMUYECKUE BEIIECTBA OKPYXKAIOLIEH CPelbl) Peryaupyer
0COOBI BUJ SIAEPHBIX PELENTOPOB — APUITUAPOKAPOOHOBBIN pe-
mentop (AHR). Hamnbonee Xxopolo oxapakTepru30BaHHBIN TTOJIN-
mopdusm R554K Bamsier Ha MHAYUMOEIBHOCTh U YPOBEHb IKCI-
peccuu reHa AHR. Llenblo Hallero ucciaeqoBaHus CTajlo U3ydyeHUe
accouuarnmu nonumopdusma R554K (rs2066853) rena AHR ¢ puc-
koM paszutusi MM. O6Gcnenosanbl 275 naumeHTok ¢ MM, Haxo-
JMBILKECS HA ONEPAaTUBHOM JICUCHUM B OTAEJICHUU OMNEepPaTHBHOM
ruHekosoruu Kypckoro o0671acTHOro nepuHaTaJbHOrO LIEHTpa U
Kypckoro ropoackoro poawibHoro aoma B mepuoa ¢ 2010 mo
2014 rr. KoHTposbHYIO Tpymy coctaBwin 182 XEeHIIMHBI, COIo-
CTaBUMBIX MO BO3pacTy, HE MMEIOIIMX KIMHUYEeCKUX U Y3 -nipu-
3HakoB MM. I'enomuyto JJHK Bbimensiiu cTaHmapTHBIM METOIOM
(eHOIbHO-XT0pODOPMHOI IKCTpaKIUU. [ €eHOTUIIMPOBAaHKUE TTOIM-
mopousma R554K rena AHR nposonunu metonom [MLP B pexxume
«peaJIbHOr0 BPEeMEHW» IMyTEM IMCKPUMMHALIMK aJulesieil ¢ moMo-
o TagMan-3ou10B Ha amruindukarope CFX96 (Bio-Rad). Pac-
MpeeieHre YyacToT ajlie]ieil U TeHOTUIIOB B 00EUX Ipyriax cooT-
BETCTBOBaJIO paBHOBecuio Xapmu—BaitHOepra (p>0,05). YacTtoTa
BapuaHTHoro amiens 554K y 6onbHeix MM Obuta Boie (0,124),
yeM B  KoHTpoabHOW  rpymme  (0,066): OR = 2,00;
95%Cl = 1,23—3,25; p = 0,005. Yacrora rereposurot 554RK y 60-
JTbHBIX MM Takke Obiia Bbite (21,8%), 4eM B KOHTPOJILHOM TPYTI-
ne (13,2%): OR = 1,84; 95%Cl = 1,10—3,08, p = 0,02. l'omo3uror-
HbIil reHotun 554RR Bcrpevascs pexe y OonbHBIX (76,7%), yem
B KoHTpose (86,8%): OR = 0,50; 95%CI = 0,30—0,84, p = 0,01.

XpoMOCOMHBII MHKPOMATPUYHBIA aHAJIN3

Kopocmenee C.A.l, Axumosa HU.A.2, Jladaau E.JI.1,
Jlroncee 2K.A.2, Kanueey HU.B.1, IToanxos JI.B.1

I @IBHY «MIT'HIl», Mockea, ya. Mockeopeuve, 1
korostelevsa@genomed.ru

2 Jlabopamopus monexyasproii namonoeuu «leromeo»,
Mockea, Ilodoavckoe ui., 8 cmp. 5

XPOMOCOMHBINI MUKpOMaTpuuHbIii aHanu3 (XMA) — Mosexy-
JIIPHO-LIUTOTEHETUYECKUI TMarHOCTUYECKUIT METOJ, OCHOBaHHBII

Ha MCMoIb30BaHUM SN P-OJMTOHYKICOTUAHBIX THOPUIN3ALIMOH -
HBIX YUIMOB (MUKPOMATPUIl), W TIPEACTaBisieT COOOIl MOITHBII
MPaKTUYECKUI UHCTPYMEHT IJIS1 BbISIBJIEHUS OOJIbLIIOTO KOJIMYEeCTBa
XPOMOCOMHBIX abeppalinii B X0Jie OMHOTO uccienoBaHus. biaroma-
PS JAHHOWM TEXHOJOTMM BO3MOXKEH aHAJIU3 BapuallMil ynciaa KOMmuid
(CNV), meTekumsi neieluii, HCepLUi, TOTepU TeTePO3UTOTHOCTH
1 MHOTOTO JIPYroro.

K crosib3yeMble YUITbI TTO3BOJISIIOT TIPOBOIUTH ITOJTHOTEHOMHBII
aHaJu3 C BBICOKUM Da3pelieHueM, KOTOPOTO Heb3sl HOCTUTHYTh
MyTEM TIPOBEIEHUSI PYTUHHOTO KapuOTUITMPOBaHUSI. BO3MOXHOCTh
TMPUMEHEHHUs JaHHOW METONMKHU 3HAUUTENbHO O0JierdyaeT IMocTa-
HOBKY JIMarHo3a MaiyeHTaM C 3aJepXXKOil pa3BUTHsI, PaCCTPOMCT-
BaMU ayTUCTUYECKOTO CTEKTPa M Pa3IMYHBIMU BPOKIEHHBIMU aHO-
MaJIMSIMU; XPOMOCOMHBIIT MMKPOMATPUYHBIM aHAJIN3 PEKOMEHIO-
BaH B psific CTPaH B KAUECTBE TecTa MEepBOi JIMHUM TIPU AMATHOCTHU -
Ke MoaoOHbIX 3abosneBaHuii. Mcnonb3oBanue XMA Takxke mpeno-
CTaBJISET LIMPOKKE BO3MOXKHOCTU B UAEHTU(DUKALIMYA HOBBIX MATO-
TeHHBIX TUCOATaHCOB YMCIIa KOTUI, B ONPEIeIeHU KITMHUIECKOI
3HAYMMOCTH yXe onucaHHbIX paHHee CNV, a takxke monumopd-
HBIX U3MEHEHUI Yy 3M0POBBIX JIIONCH.

AHaNM3 JaHHBIX, TOJMYYeHHBIX B pe3yibrate XMA mMaiueHToB
C MHOXECTBEHHBIMU BPOXAEHHBIMU Mopokamu pa3sutusi (MBIIP) u
3a0epXKKOM pa3BUTHSI IIPOBEAEHHBIN TPYITITON MOJIEKY/ISIPHOI IIUTOTe-
Hetuku MI'HLI PAMH, nokasaj, 4To MaTOreHHbIIi XpOMOCOMHBII
nucbanaHe mpucyTcTBoBai y 22% B maHHou rpyrre. Takue JaHHbie
TOBOPSIT O HEOOXOAMMOCTH LIMPOKOTO NMpuMeHeHus1 XMA B pakTuke
TEHETUYECKOTO KOHCYJITPOBaHUs B Poccun B KauecTBe Mccienona-
HUSI IepBoii InHKUM TSl aureHToB ¢ MBITP u 3amep:xkoit pa3BuUTusl.

I'eneTnyeckoe KOHCYJIbTHPOBAHHE
B YCJOBHSIX NMEPUHATAIBHOIO IEHTpPa

Kopxmaszosa C.A., Xauax C.H., SIxymas C.JI.

I'BY3 JIKKb, Kpaesoii nepunamanvhuiii yenmp,
Kpacnooap, ya. [lnowads Iobedo 1

Kybanckuti eocyoapcmeenbiii meOuyurcKuil yHugepcumenm,
Kpacnooap, ya.Ceduna, 4

sa_korxmazova@mail.ru

IlepBuuHasi npoduiakTUKa BPOXIEHHOM M HACIEACTBEHHON
MaTOJIOTUH SIBJISIETCS OMHUM M3 BO3MOXHBIX CITIOCOOOB COXpPaHEHUST
reHoOHIa HACeJIeHUsT U OCYIIECTBIISIETCSl B3aMMOICICTBUEM aKy-
LIEPCKO-TUHEKOJOTMYECKOM, MEAMKO-TeHETUYECKOM, TearaTpuye-
CKOW M IPYTMMU CIIyX0aMu Kpasi.

C momeHTa OoTKpbITHs B 2011 T. 3)KEHCKOI KOHCYJIbTAllUN Kpae-
Boro [lepuHaTanbHOrO 1IeHTpa, Ha Oa3e JeTCKoil KpaeBOil KIMHM-
4yecKoi 6osbHULEI T. KpacHonapa, Hapsiiy ¢ MeAMKO-TeHETUYEeCKO
KOHCYJIbTallMeil, BPavyOM-T€HETHKOM TPOBOIUTCS TEHETHUUECKOe
KOHCYJIETUPOBAHUE C LIEJIbI0 TTEPUKOHIIETTIIMOHHON MPOGUIAKTUKI
BPOXIEHHOI M HACJIEACTBEHHON MAaTOJOTMM TMPH TUIAHUPOBAHUU
o6epemeHHOCTH. [1py KOHCYIBTUPOBAHMU UCTIOIB3YIOTCSI BCE METO-
JIbl TMarHOCTUKK HACJESICTBEHHOMW MaTOJIOrMU (KJIMHUKO-TeHeao-
TMYECKUl, OUOXUMUYECKUIA, IIMTOTCHETUYCCKUIl, MOJIEKYISIp-
HO-T€HETUYECKUIA, UMMyHOJornyeckuii). [lo pesynpraTtam uccie-
JOBAaHMI Ha3HavyaeTcs MEepUKOHLENIMOHHAs npoduiakTuka.
B 2014 r. B 151X MEPUKOHLIEMIIMOHHON MPOMUIAKTUKU TTPOKOH-
cynbTUpoOBaHoO 212 cemeii, nmiuaHupyoumx 6epeMeHHOCTb U 233 Oe-
PEeMEeHHBIX XEHIIMH, 4yTo cocTaBuio 33,5% u 36,8% ot obiiero
qucna 00paTUBLIMXCS 32 MEIUKO-TEHETUYEeCKOil Tomolibio B [le-
puHataubHbId LeHTp. [1pu HacTyrieHun OGepeMEeHHOCTH Bpay-re-
HETHK C aKylIepOM-TMHEKOJIOTOM MPOBOIUT COBMECTHOE HabJIo/1e-
HMe OepeMEeHHOI >XEHIIMHBI, B XOJIe KOTOPOTO OCYIIECTBISICT
pacyér MHAMBUAYAJILHOIO TEHETUYECKOro pHUCKa M COBMECTHBIM
MOHMTOPHHT 3a COCTOsTHHMEM Tutoaa. Becero B3saTo Ha yuéTt mo Gepe-
MEHHOCTH B XEHCKOW KoHcynbTauumu 811 XeHUMH, u3 Hux 784
MpoBeeHa TMpeHaTalbHasi AMarHOCTUKA HapyleHUI pa3BUTUSI Ha
9KCMepTHOM ypoBHe B 11—14 Henenb. Yucao XeHUIMH, mpolle/-
KMX 00CjIe0BaHKe MO MPEHATATbHOI JMArHOCTUKE HapylIeHUI
pasBuTust B cpoke 11—14 Hemenb coctaBuio — 96,6%; GepemeH-
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HBIX, TOMABLIX B IPYIIY BHICOKOTO PHCKA TI0 XPOMOCOMHOI T1aTO-
joruu 1ona — 8,8%. BuIsBIEHO XpPOMOCOMHOM MaTOJIOTMH TUIOAA
— 0,4%, BIIP y mnona — 2%, uncio 6epeMEHHOCTE, TIpepBaHHBIX
0 pe3y/bTaTaM MpeHaTalbHOi auarHoctuku — 0,2%.

TakuM 00pa3oM, B YCIOBHAX KEHCKOI KoHcymbratyn [eprna-
TaJBLHOTO LIEHTPA CO3MaHBI YCJIOBUA U 3(D(MEKTUBHO MCIONB3YIOTCS
MEPOTIPUATHS TSl TIEPUKOHIIEMIMOHHON POMUIAKTUKY 1 TTOCTIE-
NYIOIIETO MOHUTOPUHTA COCTOSTHUS PAa3BUTHS TUIOMA.

Anami3 npoduiis TPAHCKPUIIMOHHOH AKTHBHOCTH
reHOB, BOBJICYEHHBIX B META00JIM3M CBOOOIHBIX
PAaIMKAJIOB B KJIeTKaX nepudepuyecKoil KpoBH mpH
XPOHHYECKO 0OCTPYKTHBHOI 00JI€3HH JETKHX

Kopoumuna I.®D.1* Axmaoumuna JI.3., Kowemosa O.B.1,
Asnabaeea 10.I.2, 3azudysaun III.3.2, Buxmopoea T.B.1?

I Uncmumym 6uoxumuu u 2enemuku YPUmcKoeo Hayunoeo yenmpa
PAH, Ygpa, 450054, IIp. Oxmsabpsa,71;

e-mail: Guly Kory@mail.ru

2 Bawkupckuil eocyoapcmeennbiii meduyunckuil ynusepcumem, Yea,
450000

OnHOM U3 NMPUYMH TPYIHOCTENH B MACHTU(UKALMU MapKEPOB
XOBJI siBysteTCs CIIOXHOCTD U TeTePOreHHOCTh TaHHOI MaTOJOTIH,
HaJIM4Ke pa3INyHbIX (PEHOTUIIOB 3a00JIeBAHMS, KaXKIbli U3 KOTO-
PBIX MOXET OBITh CBSI3aH C OCOOEHHOCTSIMU T€HETUUECKOM KOHCTHU-
TYUMK WHAWBUIA, CIIELU(UKON SKCIIPECCUH OIPeeIeHHBIX TEHOB
M 3MUTeHETUYECKOi perysiueii. Bo MHOIMX Mccien0BaHUsIX ObLIO
IIOKA3aHO, YTO TPAHCKPUIITOM KJIETOK KPOBM MOXKHO pacCMaTpu-
BaTh KaK MCTOYHUK MHGOPMALIMU [UISI OLEHKM TSIKECTH 3aboJieBa-
HUSI, KOHTPOJIsT 3G (PEKTUBHOCTU TepaIliy, ITOMCKA HOBBIX HEMHBA-
3UBHBIX OMOMapKEPOB 3a00JIeBaHUSI.

MarepuanoM Iyt uccienoBaHus cayxuinu oopasusl PHK, BbI-
NeJieHHble U3 JUMGOLIUTOB nepudepruueckoii KpoBU y OOJIbHBIX
XOBJI ¢ paznmuHbIMU (heHOTUTIAMU 3a00JIeBaHUS (C TSKENOM ObI-
cTporporpeccupytoleit GopMoit, Co CTaOUIbHBIM TeUeHUEM), 310-
poBbIx nHAMBUAOB. [Ipoduib skcnpeccun 84 reHoB MeTaboNIM3Ma
CBOOOIHBIX PAIMKAJIOB, MAPKEPOB OKUCIMTEIBLHOTO CTpecca M aH-
TUOKCHMIAHTHOI 3alLUTBI C MUCIIOJIb30BaHMeM Habopa RT? Profiler
PCR Arrays «Human Oxidative Stress Plus PCR Array» (Qiagen)
aHAIM3MpOBaIM B opMmare 96-TYHOUHBIX IIAHIIET METOIOM
OT-IILIP Ha npu6ope BioRad CFX96™. Onpenenenue otHocUTE -
spHoro yposHst MPHK mccnenyeMbix reHOB MpoBOAMIOCH ¢ TIOMO-
b0 AACt MeToIa ¢ MCITOIb30BaHMEM O0JaYHOTO MPUIOXKEHUST Ha
caiite MpousBoauTesNsl (WWW. giagen.com).

YcraHoBiIeHO, 4YTO 3HauMMoe YyBeiamueHue TA reHoB FTH,
PRDX3, SOD2, PTGRI xapaktepHo Kak mist XOBJI ¢ 6eicTponpor-
peccupytoiieir hopmoii, Tak u aast XOBJI ctaOMIbHOrO TeueHMSI.
[Tpu 6sicTponiporpeccupyoleii hopme XOBJI npoduib TA reHoB
OKHCJIUTEIBHOTO CTPECcca XapaKTepu3yeTcsl 3HAYMTEIbHbIM CHUXeE -
HUEM, YTO BUIMMO, YKa3bIBaeT Ha YTHETEHWE CUCTEMbl aHTUOKCH-
JMAHTHOM 3allUTHI TTpU YacThix oboctpeHusx. Jdusg XOBJI cTtadumb-
HOTO TE€YEHMsI, HATIPOTHUB, XapaKTepeH Mpoduib ¢ yBeaudeHrueM TA
reHoB HSPAIA, NCF1, NCF2, PRDXS, SIRT2, SOSTM1, SRXN1I,
TXNRD2, LHPP, MPO, urpaioiux KJII04eBYyI0 pojib B MEXaHU3Max
3aLIUTHI KJIETKK OT MOBPEKICHUSI CBOOOTHBIMU paauKaniamu. B pe-
3yJbTaTe MPOBEAEHHOTO UCCIIEIOBAHNSI, TOJYYEHbl JaHHbIC YKa3bl-
BalolIMe Ha HECOMHEHHYIO POJIb CUCTEMbl aHTMOKCUIAHTHOW 3a-
muThl B matoreHe3e XOBJI. HaMu moaTBepXaeHo MpearnoNoXkeHue,
YTO TPAHCKPHUITOM KJIETOK KPOBU MOXKET CJIyKMTb UYBCTBUTEJIb-
HBIM MapKEPOM MPOrpeccupoBaHus 3a00IeBaHUSI.

Cayyaii coyeTaHHO# YMCIOBOI XPOMOCOMHOM
NaTOJIOTHH Y HOBOPOXKAEHHOTO

Kocmuna O.U., Bacuavkosa H.IO.,
Jykvanoea T.B., Cocnuuxasn C.B.

T'hY3 Hosocubupckoii obracmu «llenmp naanuposanus cemvu u pe-
npoodyKuuu»

Meduko-eenemuueckas KoHcyabmayus

e.Hosocubupck, yn. Cmanucaasckoeo, 24

vasilnina@mail.ru

B ycnoBusix 1eTcKoro peaHMMauMOHHOTO OT/AEIeHUSI TEHETUKOM
OCMOTpeH pebEHOK B Bo3pacTe | CYTOK, POAMBILMICS ¢ MHOXECT-
BEHHBIMU BPOKIEHHBIMU IOPOKAMU Pa3BUTHsI. VI3 TOTIOTHUTEIbHOM
MHGbOPMALIMY M3BECTHO, MaTepu 36 JIeT, MO3MHSsS MePBUYHAs SIBKA
B XKeHCcKylo KoHcynbTanuio. Y3U I u Il ckpuHMHT, OMOXUMUYeCKUiA
CKPUHUHI Ha 4yacTble TPMCOMUM He TpoBoauauck. B 111 Tpumectpe
1o paHHbIM Y3W oTMeuanuch CUHAPOM 3aIepXKKKU pa3BUTHS TLIOMA,
BPOXAEHHBII MOPOK Cep/ilia, TMIOIUIA3Usl MO3KeuKa. 3aperucTpu-
poBaHa XpoHMYecKasi (heToIIalleHTapHasi HeIO0CTaTOUHOCTb. Pojibl
B cpoke 39—40 Henenb, Macca npu poxaeHuun 1915 r. CoctosiHue
MPpU POKICHUU KpaiiHe TKEI0e, TSKECTb COCTOSIHUSI 00YCIOB/IeHA
BPOXAEHHBIMU MTOPOKAMU PA3BUTHSI, B TOM YMCIIE KU3HEYTPOKAIO-
LUMHU, CEePIeYHO-COCYAMCTON HEIOCTATOUHOCTBIO, HEBPOJIOTHYE-
CKOW CUMITTOMATHKOI, MOPGhOQYHKIIMOHAILHOM He3penocThbio. OT-
Meuasicst XapaKTepHblii (DeHOTUIT Ul CUHIpOMa DIBapica: MUKPO-
uedanusi, AMMKAHT, MUKPODTAIbMUSI, TUCIUIACTUYHBIE YIIIHbIE pa-
KOBUHBI, MUKPOCTOMUSI, MUKPOTHATHsI, YJIbHAPHAs JeBUALIUSI KKUC-
Teii, crubarenbHas aedopMalus MajbleB, Madblibl KMUCTEH CXaTbl
B KyJIaK, MMePeKPbITUE BTOPBIM MaJIbLIEM TPETHETO, a TISIThIM MajiblieM
YeTBEPTOro, eAMHUYHAsl crubaTefbHasl ckiaaka V mnajiblieB KUCTei,
TUITOTIIa31sl HOTTEBBIX MIACTUHOK MAaJIblIeB KMCTEW U CcToIl, aedop-
Malusi TPYIHOM KJIETKM, KOPOTKasl IpyIuHa, HEMOJHOe OTBEAEHUE
Geziep, BajbrycHast aeopmalinst CTOI, HapyXHbIE MOJOBbIE OPraHbl
¢(HOpMHUPOBAHBI MO MYXXCKOMY THITY, TMIIOCTA/MsI, KPUIITOPXU3M,
koxHast cuHmaktwiug [V, V manbueB crom. [IuarHoctupoBaH
BPOXAEHHBIM TMOPOK cepaua: TpéXKaMepHoe cepile, eIMHUYHbIN
MpPaBbIi XETy104YeK, TUTIOIIa3MPOBAHHbINM, PyIMMEHTAPHbIN JIEBbI
KEJYJI0YEK, OTKPBITHIM apTepUaibHbI MPOTOK, ABOMHOE OTXOXIE-
HHE COCYIIOB OT MPABOTO XKeyn04Ka, 1e(heKT MEXKEeTYI0UKOBOM e~
peropoaku. [lo naHHBIM HeiipocoHorpaduu — cuHapoM JleH-
nu—Yokepa. B riepBbie yachl XKM3HU B3SIT KApUOJIOTMUECKUIA aHATU3
KpoBH. PeGEHOK ymMep Ha BTOpPbIE CYTKU XXU3HH.

Kapuonornyeckuii anamus: 48, XXY, +18. Takum o6Gpazom,
y peOG€HKa ¢ MHOXECTBEHHBIMU TIOPOKAMU Pa3BUTHSI, B TOM YKMCIIE U
JKU3HEYTPOXAOUIMMU, C BBIPaXXEHHOI 3aepXKKOil BHYTPUYTPOOHO-
rO pa3BUTHSI OOHApYXeHa coueTaHHasi YMCIIOBasi XPOMOCOMHAs Ta-
Tojorust: cuHapoM KiaiiHdenbrepa u cuHapom Dasapica.

XapakTepucTHKa 00JbHBIX

OCTPBIM MHeJOUIHBIM Jeiiko3om (OMJI)

U MueJoaucniacTudeckum cunapomom (MJIC)
¢ MoHocoMHbIM KapuoTunom (MK)

Kocmpoma U.H., Ipuyaee C.B., Mapmoinkeeuu U.C.,
Yybyxuna 2K.B., Mapmuinenxo JI.C.,
Heanosa M.II., A6dyaxaosipos K.M.

QOI'BY «Poccutickuii Hay4Ho-uccae006amensCKuti UHCMUMYm 2emamo-
snoeuu u mparcgysuonoeuu OMbA»,
191024, Cankm-Ilemepoype, ya. 2-1 Cosemckas, 0.16

Llenb MccaenoBaHusl: OXapaKTepr30BaTh KIMHUYECKHE, MOP-
dosnornueckue u UTOreHeTMUECKKe nokasaTeau 60abHbIX OMII u
M/IC ¢ MK.

IMpoBenéH perpocnekTuBHbIN aHanu3 43 6onpHbIX OMII 1 33
o6onbHbIx MJIC. Ucnonb3oBaics crangapthbiii GTG-meTon ¢ aHa-
m3oM He MeHee 20 Metadas. KoMIieKCHBII KapuOTUIT yCTaHABIIN-
BaJId MPU OOHAPYXEHUHN >3 HEe3aBUCHUMBIX XPOMOCOMHBIX abeppa-
uumit. Crydau ¢ tpanciokauusimu t(8;21) u t(15;17), a Takxe inv
(16) ObLIM MCKITIOYEHBI U3 aHAIN3a.

Mennana Bo3pacrta 60bHbIX OMJI 1 M/IC 6bu1a 64 (17—84) u
63 (28—81) roma coorBeTcTBeHHO. KOMMUECTBO GONBHBIX BTOPUY-
HbiM OMJT u MJIC 6b110 11,6% 1 9,1% cootBeTcTBeHHO. B rpynme
MJIC ocHOBHasl 4yacTh CJIy4aeB XapaKTepu30Bajiach M30bITKOM OJia-
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CTHBIX KJIETOK B KOCTHOM Mo3re (30 6osbHbIX, 90,9%). KonuecTBo
MOHOCOMU Y OT/IEJIbHBIX OOJBHBIX BApbUPOBaNIO OT 1 10 4 1 He 3a-
BUCEJIO OT Bo3pacTa. HaubOojee yacTbIMM ObLIM MOHOCOMUHU 5
(30,3%), 18 (21,2%) n 7 (15,2%) xpomocom. He BBISIBJIEHO TeHICH-
MM K 0Oojee 4acToMy OOHApyXKeHHIO OTIEeJbHBIX MOHOCOMMIA
B OIpEAENEHHBIX BO3PACTHBIX rpyrmnax. KOMIUIEKCHBI KapuOTHIT
BepuduiMpoBaH y 29 60abHbIX (87,9%). B rpyrnme OMIJI uucio mo-
HOCOMMI1 Y OTHEJIbHBIX OOJIbHBIX ObLIO B Aramna3oHe ot 1 go 7. [pu
3TOM CJydyau ¢ >3 MOHOCOMUSIMHM ObUIM 0OJiee YacTOil HaXOIKOI
y GonbHBIX crapine 60 JeT Mo cpaBHEHHUIO ¢ 0O0Jice MOJIOIBIMU
GosbHBbIMU: 44,4% 1 18,8% cootBercTBenHO; p = 0,087. HantGosee
yacTeiMu ObuUTH MoHOcoMuu 7 (27,9%), 5 (23,2%), 3 (20,9%), 17
(20,9%) n 18 (20,9%) xpomocom. KoMIIeKCHBIN KAapUOTHUIT BEPU-
dumposan y 35 6o0bHbBIX (81,4%). MenuaHa o011eit BbIKMBAEMO-
ctu 6osbHBIX MJIC 1 OMIJI cocTaBuia 8 u 6 Mec. COOTBETCTBEHHO.
ToabKO y 6 GOJBLHBIX OTMEUEHO OTHOCUTEIBHO B1arONnpusiTHOE Te-
yeHne OMJI ¢ muTeIbHOCTBIO 6e3peauBHOrO nepuoaa ot 10 1o
170 mec. Cpenu 60mbHBIX MIC KpaTKOBpEMEHHBIM OTBET OBLT 3a-
(GUKCUPOBaH TOJBKO Y 2 60JbHBIX. boJiee IIUTeIbHbII Mepruo Ha-
OmoneHust oTMedeH y 2 601bHBIX (20 1 38 Mec.) O0e3 n30bITKa OJ1a-
CTHBIX KJIETOK.

YuutbeiBasg HU3KYIO 3(POEKTUBHOCTh CTAaHAAPTHOW Tepamuu
HEBO3MOXHOCTh CIIPOTHO3MpPOBaTh 0OHapyxeHne MK, mpencras-
JISIeTCsl OMpaBAaHHBIM MHULIMMPOBATh JeueHue 0oabHBIX OMIJI 1
M/ C nociie rmoydeHus pe3yIbTaToB IIUTOTeHETMYECKOTO MCCIIe0-
BaHUSI.

MarHuTHO-pe3oHaHCHass ToMorpadus —
COBPEMEHHbIII METO/ AMATHOCTHKH MBIILII
y 0OJIbHBIX € HACJIEICTBEHHbIMHA
HEPBHO-MBILIEYHBIMH 3200/ I€BAHUAMH

Komoe C.B., bynax M.C., Cudoposa O.II.

ThY3 MO Mockoeéckuii 0b6aacmHoll HaAy4HO-UCCAC08AMENbCKULL KAU~
nuyeckut uncmumym (MOHUKH), Mockea, Poccus
KotovSV@yandex.ru

Llesb: OLIEHUTb COCTOSTHME MBIIIIL Y OOJTBHBIX HACIESICTBEHHBI-
MU HEpPBHO-MBbIILIEYHBIMU 3a00J€BAHUSAMU C TOMOIIbIO MarHWUT-
HO-pe3oHaHcHo# Tomorpaduu (MPT).

O06cenoBaHO 5 B3pOCHBIX OOJIBHBIX HACJACACTBEHHBIMU HEp-
BHO-MBIIICUHBIMU 3a00JIeBaHUSIMUA B Bo3pacte oT 23 mo 49 ner.
ITpoBoawiu MPT Mbliil KOHEYHOCTE M TyJOBHMILIA Ha arrapare
General Electric Optima MR450w GEM ¢ unaykiyeit MarHUTHOTO
nonst 1,5Tn B pexumax T1 u T2-STIR. Ilpu orieHKe mopaxeHus
MBILIL UCTOJb30Baach Kiaccu(UKaIs CTENeHU XUPOBOW jere-
Hepauuu MbiineyHoi Tkanu (KJAMT): 0 — HopMabHast Mbllley-
Hasl TKaHb; | — HavajbHbIe MPOSIBICHUST (PeHOMEHA «U3bEACHHBIX
MOJIbIO» MBIILIEUHBIX BOJIOKOH C HEOOIbIIMMM yYaCTKaMU MOBbILLIE-
Huss MP-curnama; 2a — mosnHee MposIBIeHUST (DeHOMEHA «HM3be-
JEHHBIX MOJIbIO» BOJIOKOH C MHOTOUMCJIEHHBIMU OTAEIbHBIMU y4a-
CcTKaMmu ToBbllieHuss MP-curHana ¢ sosieueHueM 10 30% o0béma
KOHKPETHOM MBILLLIBI; 20 — MO3/1Hee NposiBIeHUs (peHOMeHa «U3b-
€/IEHHBIX MOJIbIO» BOJIOKOH C MHOTOYMCIEHHBIMU OTACIbHBIMU yua-
CTKaMu moBbiieHUus: MP-curHana ¢ Bosaeyenuem ot 30% no 60%
00bEMa KOHKPETHON MBILIIBI; 3 — MpPOSIBIEHUE Pa3MBITOCTH U
HEYETKOCTU M3-3a CIMSIHMSI He MeHee TpEX objacTeil B OQHOM
MBILILE C MOBbIIeHueM MP-curHana; 4 — rmociaeaHsist craaus aere-
Hepaluy MBIIIEYHON TKaHW, 3aMelleHue €€ COeAMHMTEbHON U
JKUPOBOM TKAHSIMU C MOBBILIEHHBIM M P-curHaaom, mpu atom pas-
JIMYMMBI KOJIbLIa hacliMii U1 HEPBHO-COCYAMUCTbIE TTYUKHU.

MPT wmpln ObUIO TPOBEACHO ABYM OOJBHBIM C ILeYe-JIomna-
TOYHO-JIUIIEBOI MHOIaTHei. Y 60JbHOTO 23 JIET BBISIBICHO MOpa-
JKeHMe IIMpovaiiieil MbIIIIbl CMHBI (ceBa 1 6aji, cipasa 3 6an-
J1a), OOJIBIION Kpyrioit Mblel (cieBa 1 Gamr, cripaBa 3 6aja).
Y GoapHOIt 31 roga Takxke OBLIO 3aperMCTpUPOBAHO MOpaXkKeHue
LIMpoYaiilleil MbILLIIBI CIMHBI clieBa (2 Oanta). Takxke ObUIO OTME-
YEeHO BOBJICUCHME B MTATOJIOTMUYECKHIA TPOLIECC MBILLILL Oeaep 1 roe-
Heil. [lopaxeHre KOPOTKOI TOJIOBKM JBYIJIaBOW MBIIILBI Oenpa

cieBa coctaBwiio 1 Gayul, JJIMHHON TOJIOBKM JIBYTJIABOM MBILLIIBI
Oempa ciaeBa — 3 Oamia, cipaBa — 2 0aluia, IMOIYCYXOXUIbHOM
MBILIIBI clieBa 3 Gayuia, cripasa 2 6aia, MmojayrnepernoHyaToi Mblii-
1Bl cjieBa 3 Gasia, cripaBa 2 0ajuta, OOJIBLION TPUBOISIIIECH MBILILIBI
ciaeBa 1 6amn. OTMevanuch U3MEHEHHUs MepeaHeil 60bieOepIoBoi
MBIl ¥ JJTMHHOTO pa3rubaresisi majibiieB cTom (2 6amia). [Tpu
MOSICHO-KOHEYHOCTHOM MUOMATUX Y OOJBHOTO 28 JIeT ObLIO BbISIB-
JIEHO TIOPaXE€HUE TTOPTHSIKHBIX M TOHKUX MBI Oenpa (26 Oanna),
MBILIIL ToJieHel (2 6ajuia): KOPOTKMX MajioOeplOBbIX MBILIILL, JlaTe-
pabHBIX U MEAMATbHBIX TOJOBOK MKPOHOXHBIX MBILIIL. Y GOJbHO-
rO HacJIeICTBEHHO MOTOpHO-ceHcopHoi HeBponaTtueir (HMCH)
49 neT BBISABIICHO TIOPAXXEHUE TIepeaHel 00IbIIeOepIIOBOI MBILIIIBI
(cneBa 2 Gayuta, cripaBa 3 Gajia), JUIMHHOTO pa3rubatesisl MajblieB
crombl (1 Gaywn), ATMHHON ManoGepiioBOi MbIIIIL! (1 OamT), KaM-
0aloBUIHOM MBIl (cieBa 3 Oajia, cripaBa 4 Oajia) JaTepaib-
HOW U MeIMaTbHOI TOJOBKU MKPOHOXHOU MBIIIIEI (4 6ayuta). bein
00ce1oBaH 00JbHOM 26 JIET ¢ MUOTOHMYECKOM AUCTpodueii. Boi-
SIBJIEHBI AUCTPOPUUECKIE U3MEHEHUST MEIUAIbHOW TOJIOBKU UKPO-
HOXHOM MbIILBI (22).

MPT wmblI IBASIETCSl BAXKHBIM METOAOM TUATHOCTUKM TOpa-
JKEHUSI MBIIIL] TIPY HACJIENCTBEHHBIX HEPBHO-MBIILIEUHBIX 3a00J1e-
BaHUsIX. BbIsiBJIEHHbIE U3MEHEHMSI TO3BOJISIIOT pa3pabaThiBaTh MO -
XOmbl K JIe4eOHON (DU3KYIbTYpe, METOAMKM Harpy3Ku Hero-
PaXEHHBIX MBIIII, a €XErofHblii KOHTPOJb MO3BOJISET OLIEHUTh
CTereHb MPOorpeccupoBaHms 3a00aeBaHus U 3P GHEKTUBHOCTD Jieue-
HUS.

PennukaTuBHbli aHAJN3 acconUanmii NoJuMopGHBIX
MapKépoB T'eHOB, ACCOIMMPOBAHHBIX C OKHPEHHEM
NpH META0O0IMIECKOM CHHADPOME Y TATap

Kouemoea O.B.1, Axmadumuna JI1.3.1, Kopeimuna I.®D.1,
Kapnoe A.A.2, Mycmaguna O.E.1, Xycnymounoea 9.K.1

I Hnemumym Guoxumuu u eenemuku Ypumcroeo Hayuroeo yenmpa
Poccutickou akademuu Hayk, Yga

Olga MK78@mail.ru

2 Jopodckas kaunuyeckasn 6oavHuya No§

B Hacrosiiee BpeMst ucciieoBaHue METadOIMYeCKOro CUHAPO-
ma (MC) mpuobpeno ocolyio aKTyaabHOCTh B CBSI3M C BBICOKOI
CKOPOCTBIO €ro pacrpocTtpaHeHusl. B naHHOiT paboTe Mbl npoBesiu
PEeTUIMKATUBHBINA aHaIu3 acCOLMAlMil TEeHEeTMYeCKUX MapKEpOoB,
BBISIBJIEHHBIX B TOJTHOT€HOMHBIX UCCJIEI0BAHUSIX aHTPOITOMETpUYE-
CKHUX IMapaMeTpoB (00bEM Tanuu, 00bEM Oeaep, MHACKC MacChl Tela
(UMT)) y xenmn tTatap ¢ MC. B uccnenoBaHuu ObUIM UCTIONB30-
BaHbl 0o0pasibl JJHK 280 xenuiuH, npoxuBatoiux B Pecriyonuke
Bawkoprocran (PB). I'pynmy xenumn ¢ MC cocraBuiu 130 nauu-
eHTOB (cpenHuii Bo3pact 54,14 + 6,91 roga). KoHTposbHas rpyrnma
6bLIa MpeNCTaBIeHa 3M0pOBLIMU XeHmHamu ¢ UMT no 25 kr/m?
U CpeHUM Bo3pacToM 52,92 + 7,22 rona. J1ns aHanu3a accouuanuii
¢ MC wmbI BbiGpanu 10 monmumopdHbIx ToKycoB: SEC16 1s10913469,
FTO 159939609, 157202116, 159930506, MCR4 1512970134,
1s17782313, TMEM 18 1s2860323, rs6548238, CRP rs1130864, LIPC
rs1800588. I'enoTnUpoBaHue mpoBoamian Meronom ITLIP B peann-
HOM BpeMeHU ¢ romolibio TagMan nipo6 ¢upmbr «Applied Biosys-
tems» (CIIIA) mo MpOTOKOJY MPOM3BOAUTENSI Ha aMIUTM(MUKATOPE
dupmbl «Step OnePlus™, (CIHA). CratrcTuyeckyro 06paboTKy
pe3yJabTaToOB  MPOBOAMJIM C  TOMOILBIO  TMAKeTa  MPOrpamMM:
STATISTICA v.6.0 u SNPstats. CTaTiCTUUECKU 3HAUMMAsi aCCOLIM-
anusl ¢ puckoMm pas3BuTusi MC Obula TolydyeHa C TeHOTUIAMU
CT/TT mapképa rs10913469 rena SEC16, OR B 3ToM cityuae cocra-
Buio 1,65 (CI195% 1,05—2,59), (p = 0,028), annenem C mapképa
152860323 rena TMEM 18, OR cocrasuio 2,22 (CI195% 1,35—3,55),
p =0,001, amnenem T mapképa rs1130864 rena CRP, OR cocraBuiio
1,43 (CI95% 1,04—1,97), p = 0,026 u amienem A wmapképa
1$9939609 rena FT70O, OR cocraBuio 1,66 (CI95% 1,03—2,14),
p = 0,0031. AHanu3 KIMHUYECKUX U OMOXMMUYECKUX MapamMeTpoB
MC mnokazan accouualuio MOBBIIIEHHOTO YPOBHS CBOOOTHOTO MH-
cynuHa u ypoBHs Geinka CRP ¢ mapképom rs1130864 rena CRP
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(p = 0,009 u p = 0,006 coorBeTcTBeHHO). [ToKa3aHa accoruarus
YPOBHSI TJIIOKO3bl TOCJI€ HArpy3Kd W ToKasaTeslieM WHIeKca
HOMA-IR mns mapképa rs1800588 rena L/PC (p = 0,006) u
(p = 0,03). AHanu3 pacrpeneieHrs TalIOTUTIOB TIOKa3al accolua-
uuio rartotuna AA 1okycoB 1$9930506/1s9939609 rena F70 ¢ MC
OR = 1,47 (CI195%1,02—2,12), p = 0,03.

Paboma noayuuna uacmuunyro @unancosyro noodepucxy PIH®D
(Nel3-06-00101) u PODU (Nel3-04-00287a, 14-06-97003 p_Ilo-
80410iCbE).

Cemeiinblii cayyaii cunapoma Buibsimca

Kpacuavnuxos B.B.1, Ilpoxogvesa A.JI.1,
Ilenouna A.A.12, A2eeea B.b.!

I CIITKY3 «Jluaenocmuueckutl yenmp (Meouko-2eHemuueckuti)»
Cankm-Ilemepbype, Toboavckas ya., 5
2 @IBY HUHAuT um. /1.0. Omma C30 PAMH

IIpo6ann obparmiaack B MI'LL B Bo3pacte 16 jieT 1S yTOYHEHUS
nuarHosa. B Bospacte 6 sieT y mpoGaHna ObLT BBISIBICH HaIKIIANaH-
HBII cTeHO3 aopThl. Ha MoMeHT ocMoTpa: pocT 150 cM, macca Tena
39 Kr; mpU3HaKU «JI1LA 2Jb(ar: MacTO3HbIE BEPXHUE BEKU, JETKUI
SIUKAHT, MOJIHbIE TYObI; HU3KOBATBIi T0JIOC; MHTEJUIEKT CHUXEH 10
cTernieHn neOmIbHOCTH. Ha OCHOBaHMM KIIMHMYECKUX MAHHBIX OBLT
YCTaHOBJIEH AMarHo3: cuHapoMm BuibsiMmca (CB). IToBTOpHO Mpo-
6annx oboparwiack B MI'LL B Bo3pacte 22 rona co II-it 6GepeMeHHO-
cteio (I — men. abopt). bpak He Obu1 3apeructpupoBaH. ITo maH-
HbIM BriepBble nposenéHHoro Y3U miona: cpok 6epeMeHHOCTH 23
Hemeau 6 JHeit; rOJOBHOE Mpeiie)aHne, OOBUTHE ITyITOBUHBI BO-
KpYT 1leu Tuiona. bein uccnenoBan kapuoTui npobdanna — 46,XX.
MoJieKyasipHO-LIMTOTeHETUYECKUI aHaIM3 TOATBEPAMT HaMune
reMusurotHoit meneruu JokycoB ELN, LIMKI1, D7S613 B paiione
7ql11.23. Tak Kak MHBa3MBHas MpeHaTaabHas nuarHoctTuka CB Ha
cpoke 23—24 Henenum OepeMEHHOCTM He OblTa palMoHaibHa (C
YYETOM TICUXMYECKOro cTaTyca MpobOaHma), ObLT PEeKOMEHIOBaH
OCMOTp pebEHKa Tocie poxaeHus. Poabl cocTosuivch Ha cpoke
36—37 Henenb. [TapameTpbl peGEHKA ITPY POXKICHUU: IJIMHA Tejla —
46 cm, macca Tes1a — 2010 1, OKpYXXHOCTb TOJIOBBI — 33 CM, OKpYX-
HocTb Tpyau — 29 cm. [Ton xeHckuil. OueHka 1o 1kaue Anrap —
8/9 6asno. CocTosiHME MPU POXAEHUU YIOBIETBOpUTEIbHOE. [Ipn
axoKapauorpadumn ObLI0 0OHAPYXKEHO MEePCUCTUPOBAHUE dMOPHO-
HaJbHOM CTPYKTYpbl (OTKpBITOE OBajJbHOE OKHO). Y3W opraHoB
OPIOIIHOI MOJIOCTH, MOYEK ¥ TOJOBHOTO MO3Ta JaHHBIX 32 TIOPOKU
pa3BUTHS He BBIIBIWIN. ODTaNIbMOJIOT TTATOJIOTUN 3pEHMS] He 00Ha-
pyxwui. B MI'Ll nous npobaHaa BrepBbie OblIa OCMOTPEeHa B BO3pa-
cre 6 Mec. KimmHunuecku: airHa tesa — 61 cM, macca tena — 5500
nonuxoledanusi, JErkuii sK3opTanbM Ha (OHE KOPOTKOBATBHIX
[JIa3HBIX 1LeJeil, MPU3HAKU «3BE3IYaTOCTU» PAmyXKH, TMIIOIUIA-
CTUYHBIN YKOPOUEHHBI HOCUK C OTKPBITHIMU KIE€PeAu HO3APSIMU,
dopma pra HarmomuHaeT «iyK KynumoHa»; HECKOJIbKO TUITOILIA-
CTUYHBI HOITH V MajiblieB KUCTEH, HECKOIBKO paclIMpeHbl KOHIIE-
BbIe (pastaHTH TIasIblieB KCTel; paBHas miuHa [1—IV massies cror;
MOBEPXHOCTHAsI KOXKHAsi TeMaHIMoOMa B 3aTbUIOYHOM 00J1acTH; TPy-
OBl CepIeYHbIN 1IyM; HApYXHbIE TCHUTAINU O KEHCKOMY THITY.
l'onoBy ynepxxuBaer, cama He caguTcsl. HecKoabKo CHMXKEH MbI-
LLIEYHBIN TOHYC.

YpoBeHb 00111ero Kaiblusi B KpOBU — 2,65 MMOJIb/JT (TIpy HOP-
Mme 10 2,7).

Kapuortun nodepu npobanma: 46,XX. MoneKyasipHO-LIUTOTe-
HETMYECKMI aHalM3 BBISIBUJ TEMU3MTOTHYIO JEJICIINI0 JIOKYCOB
ELN, LIMKI, D7S613 B paiione 7q11.23, 4TO0 B COBOKYIHOCTHU
C KJIMHUYECKMMU TaHHBIMM TO3BOJIMIO YCTAaHOBUTH auarHo3 CB
novepu npobaHaa v AaTh peKOMEHAALMU 0 e€ HAOMIONEHUIO.

JTHK-auarnocTUKa nepBUYHOi TOPCHOHHON THCTOHUA
C PAHHUM HAYaJIOM

Kpacnoe M.IO., Abpamviuesa H.IO., Cmenanosa M.C.,
IHllnuaroxosa F0.A., Tumepbaesa C.JI., Hasapuowrun C.H.

DOI'BHY «Hayunoui uenmp Heeposocuu»,
125367 Mockea, Boaokoaamckoe ut., 80
merritt.kraut@gmail.com

[lepBuyHasi TOPCMOHHASI AUCTOHUST CETOMHSI pacCMaTpUBAETCs
KaK HacJe/ICTBEHHOe 3a00JieBaHUE HEPBHOW CHCTEMbl, B OCHOBE
KOTOPOTo JiexXaT KOH(OpMallMOHHbIe M3MEHEHUs] (DYHKIIMOHANb-
HBIX O€JIKOB, BXOASIIMX B COCTAB PA3TMYHBIX KJIETOUHBIX OpraHesu.
K HacrosiieMy MOMEHTY OTKpPBITHI 6oJiee 20 pa3InyHbIX TCHOB, MY-
TalMU B KOTOPBIX MPUBOAST K Pa3BUTUIO MEPBUYHOM IUCTOHUU
¢ panHuM (1o 40 yeT) HavasloM. YUUTBIBasI Ype3BbIUAfHOE Pa3HO-
o0pa3ue HacIeNCTBEHHBIX IOATUIIOB TUCTOHMM M OTCYTCTBUE
YETKUX KJIMHUKO-TEHETMYECKUX KOPPEJSILMiA JUIst OOJbIIMHCTBA
dopm, JHK-mmarHocTka uMeeT NPUHIMIIMAIBHOE 3HAYCHMUE,
B TOM YKCJIe [JIsl TeHepaJM30BaHHBIX BAPUAHTOB, TPEOYIOIIMX OIle-
PaATUBHOTO JieueHus (TIPOLIEHT YCIEIIHbIX MCXOI0B ONepalLuii y na-
LIMEHTOB C Pa3IMYHBIMU MYTALIMSIMU 3HAUYUTEIBHO Pa3InyaeTcs).

Lenb paboThl — pa3paboTaTh IUATHOCTUYECKUI aITOPUTM ISt
rnoucka MyTalMi B JIOKycax, HauboJjiee 4YacTo BCTPEYAIOLIMXCS
B BocTouHoeBporieiickoir momynsiiuu — DYTIL (ren TORIA) un
DYT6 (ren THAPI); npoBecT! KIMHUKO-IEHETUYECKOE COMOCTaB-
JICHUSI B TMarHOCTHPOBAHHBIX CITydasix.

Metons — IILP B «pexkume peallbHOTO BpEMEHH» C aHAJIM30M
KOHKpeTHOI ToukoBoii MyTaiimn — delGAG B rene TORIA; npsimoe
CEKBEeHMpOBaHME Komupylolleil obmactu rena THAPI Ha nasep-
HO-(TI0OPECLIEHTHOM KaITMJUISIPHOM aBTOMATHYECKOM CEKBEHATOPE.

B rpyrnme u3 138 nmanumeHToB (Bo3pact ae6rota — ot 3 10 62 Jjier)
mytauus B TeHe 7TORIA Oblna oOHapyxkeHa y 17 mammeHTOB
(23,46%). B 10l moArpyrine BO3pacT Hayaia 3a001eBaHUSI COCTABIIT
ot 5 10 46 ner, B cpenHeM 12,7 roma. CermeHTtapHast ¢hopma ObLIa OT-
MeveHa y 10 maruenToB (58,8%), reHepaar3oBaHHas — y 5 MalMeH-
TOB (29,4%) n hokanbHast —y 2 (11,8%). B rpymrie u3 98 naireHTOB
(boJsiee cTporue KpuTepruu BKIIOUEHUsT — AeOIoT 10 40 jiet) MyTauust
B reHe THAPI BoIBIIeHa B omHOM city4ae: 3ameHa T142A, paHee ac-
COLIMMPOBaHHas ¢ (hOKAIBLHOM JIApUHTEATbHOM AMCTOHUEN C MO3.I-
HUM HavajoM, OblTa OOHapyXeHa y MalueHTKU ¢ (HOKaTbHOM Liep-
BMKAJIbHOI TUCTOHUEH (IeO0T B Bo3pacte 28 Jier).

Byayuu TpeThbMM IO 4YacTOTe IBUTATEIbHBIM PACCTPOICTBOM,
JMCTOHMSI TeTePOreHHa MO CBOUM (PeHOTUITUYECKUM TIPOSIBICHUSIM.
B To Bpemst Kak dhokaibHble (HOPMbI BCTPEUarOTCsl ¢ 4acToToi 29,5
Ha | MJIH, TeHepaIn30BaHHbIe (DOPMBI B CHJTY peakocTu (3,4 criydast
Ha | MJIH) MOTYT OBITh paclieHeHbl Kak opdaHHbIe. Bmecte ¢ TeM,
reHepajin30BaHHble (DOPMBI YaCTO SIBJSIIOTCS MHBATUAU3UPYIOLI -
MM 1 TPeOYIOT OIepaTMBHOIO JiedeHUsl. CKPUHUHT OOJIBIIMX TPYIIIT
OOJIBHBIX C Pa3IMYHBIMU (PEHOTUITMYECKUMHU BapUaHTaAMK TIO3BO-
JIUT chOPMYIMPOBATh Oosiee YETKME KIMHUKO-TeHETUYECKUE KOp-
peJISIUK, 4TO B JaJbHEWIIIeM MOXET Jiedb B OCHOBY MEPCOHATU3M -
POBAHHOTO IMOIXO/A K JICUEHUIO TTAIIMEHTOB C TIEPBUYHOI TOPCUOH-
HOWM IUCTOHMEW ¢ paHHUM Ha4yaJoM, BKJIIOYash Kak KOHCEepBATUB-
HbIE, TaK W ONEPATUBHbBIC METOJbI JICYCHMUSI.

Hccaedosanue nposedero npu noddepicke Munucmepcmea oopazosa-
nus u Hayku Poccuiickoiu @edepayuu (coenawenue Nol14.607.21.0094
0 npedocmasgaenuu cyocudut).

AHam3 pacnpezejeHns] MOJIEKYJISPHO-TeHeTHIECKHX
MapképoB rs4633 u rs7766109
y 0OJIbHBIX THIEPILIACTHYECKMMH MPOIECCAMH MATKH

Kpueoweii U.B., Aanmyxosa O.b.,
Opaosa B.C., bamayyrkasa U.B.

DIAOY BIIO «bencopodckuii eocydapcmeennblii HAUUOHANbHOIU UC-
credosamensckuil  yHueepcumem», Kageopa meouxo-0uon02uHecKux
ducyuniun

308015, e.beaeopoo, ya. Iobedvt 85

krivoshei.i.v@yandex.ru

3HAYMMOCTbh MPOOJIEMbI TUTIEPIIIIACTUYECKUX TIPOIIECCOB MaTK1
(MMOMa MaTKU, T€HUTATbHBI dHIOMETPUO3, TUIEePILIACTUYECKUE
MPOIIECCHl SHIOMETPUS) OOBSICHSIETCSI MX BBICOKMM YIETbHBIM Be-
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COM B CTPYKTYpe I'MHEKOJIOTUUEeCKOii 3a001eBaeMocTH. OHU UMEIOT
o01IIKMe 3BeHbsI MTATOreHe3a U MO3TOMY JOCTATOYHO YacTO BCTpeya-
I0TCSI COUYETAHHO.

Llenb uccaenoBaHusi — OllEHKA pacmpeaeaeHus] ToJuMopdus-
MOB TeHOB Katexos-O-metunrpaHcdepassl (rs4633) u dakropa
cBepTeiBanust KpoBu XIII (1s7766109) y GOIbHBIX THITEpILIACTHYC-
CKMMH TipolieccaMu Matku. ['pyrimny nccienoBanust cocraBuim 1889
MHIMBUAYYMOB: 917 MalMeHTOK ¢ rUMepriacTuuecKMMU mpoiiecca-
MU MaTku 1 972 XeHIUMHbI KOHTPOJIbHOI rpymnmnbl. Marepuaiom
IUISL VICCIICIOBAHMUST TIOCAYXKMIa BEHO3Hash KPOBb B 00BEME 6 M,
B3sITasl U3 JIOKTeBOW BeHbI TpobaHna. Beinenenue reHomuoi JJHK
U3 nepudepruyecKoil KpoBU MPOBEAEHO METOAO0M (heHOJbHO-XJI0-
podopmHoit skcTpakumu. MccnenoBanue moaumopdusma mpoBo-
IIUJIOCH C TOMOLIBIO METO/IA MOJMMEPA3HON LIEMTHOM peaKlMu C UC-
MOJIb30BAHWEM COOTBETCTBYIOILIMX TpaiiMepOB 1 30HI0B Ha aMILIN-
¢ukatope 1Q5.

IMonyueHsbl ciuepyiouiue pe3ynbraThl. [Ipy M3yyeHUU MOJM-
MopbusMa rs4633 JacToThl aujiesieil ¥ TEHOTUIIOB pacIpene-
JINCh y MAlMEHTOK C TUIEePIUIACTUYECKUMU MPOoleccaMu MaTKU
cienytonuM obpasom: T — 51,03%; C — 48,97%; TT — 25,52%;
CT — 51,03%; CC — 23,45%; y XeHIUMH KOHTPOJbHOW I'PYIIIbI:
T — 51,13%; C — 48,87%; TT — 27,37%; CT — 47,53%; CC —
25,10%. PacnipeneneHue 4acToT ajjiesieil 1 TeHOTUIOB ISl JIOKY-
ca rs7766109 B rpymre 6onbHbIX: A — 54,09%; G — 45,91%; AA
— 28,13%; GA — 51,91%; GG — 19,96%. B KOHTpOJIbHOI1 TpyI-
e MOJIyYeHbl CIEAYIOlIMe reHeTUUECKUe XapaKTepUCTUKu: A —
53,50%; G — 46,50%; AA — 27,78%; GA — 51,44%; GG —
20,78%. Tlpu cpaBHUTETLHOM aHAINU3E YACTOT U3YyIaeMbIX MOJTH-
MOPGHBIX TEHETUYECKMX MAapKEPOB cpeau OOJbHBIX U B KOHTPO-
JIbHOW Tpyrire 3HAYMMBbIX Pa3iuuuii He OOHAPYKEeHO.

Paboma evinoanena 6 pamrax eoc. sadanus No2014/511 «H3zyuenue
2eHeMUYeCcKUX (GaKmopos pucka pazeumus MyabmugaKmopuaibHbix
3a001e6aHUIl 4eN08€Ka».

Bricokopa3pemariomas pecnapoMeTpus
B IMATHOCTHKE MUTOXOHIPHAJIbHOM MATOJIOTHH

Kpvraosa T.J1., Ioteanxosa I1.I., Hmkuc 10.C.,
JMaodaau E.JI, 3axapoea E.IO.

DIBHY «Meoduko-eenemuueckuii HayuHbili yeHmp»,
Mockea, Mockeopeuve, 0.1
ameelie@mail.ru

MuToxoHpUaibHble 3a00JieBaHUSI — TeTeporeHHasi Tpyrmna
0oJie3Hel, CBsA3aHHAs ¢ HapylIeHUeM pabOThl AbIXaTeIbHOM 1enu
MUTOXOHAPUIT U XapaKTepu3yloliasicsi MyJbTUCUCTEMHBIM TOpaxe-
HMEM, BaprabeIbHOCTBIO BO3pacTa MaHU(eCTalluK U MPOrpeccupy-
omuM TedeHreM. CyMMapHasi 4acToTa MUTOXOHIPUAIBbHOM MaTo-
JIOTUM JOCTUTAeT MO HEKOTOpPHIM JaHHBIM 1:5000 XMBBIX HOBO-
POXIAEHHDIX.

Boabiioe yucio 3aboneBaHuii cBsizaHo ¢ MytauusiMu MTJIHK.
Psin MyTanmii accolMUpPOBaHbl C ONpPeAeIEHHBIMA CUHIPOMAaMHU,
JUISL APYTUX YETKOW KOppessiiiy He oTMeueHo. [1pu cekBeHupoBa-
Hun MTJHK MOTyT OBITH BBISIBIEHBI HOBBIC 3aMEHbBI, HEOTIICAHHBIE
paHee, MaTOreHHOCTb KOTOPBIX HEM3BECTHA.

JIns1 oLeHKU paboThl KOMILIEKCOB NbIXaTebHOW LM MUTO-
XOH/IpUI OBbLT WCTOJNB30BaH TPOTOKOJ HA WHTAKTHBIX KJIET-
Kax-(hurbdpobaacTax y NallMeHTOB C KIMHUYECKUM TMarHO30M MUTO-
XOHJ/IPUAJIBHON MAaToJIoruK (N = 4) C UCTOJIb30BaHNUEM BBICOKOpA3-
peluatoleii okcurpaduu. PeciupomeTpusi TpoBoAMIaCh Ha OKCUT-
pade Oxygraph-2k (Oroboros, Austria) ¢ ganbHeiieit 06padoTKoM
JMaHHBIX B Tporpamme DatlLab5.0.

VY IBYX NMAlMEHTOB C paHee BbISBICHHBIMU CEKBEHUPOBAHUEM
HoBbIMU MyTauusmu B MTAHK(m.3945 C>A, m.14441 T>C) 06-
HapyXeHbl OTKJIOHEHMS B mapamerpax pecrnupomerpuu: R/E,
L/E, netR/E. Bbicokopaspeuiaioiasi pecriupoMeTpusi MOXeT sIB-
JIITBCSI OTHUM U3 TOJAXOJOB JUIS OLEHKM MaTOTeHHOCTU OOHapy-
SKEHHBIX MYTallMil IPU MUTOXOHIPUAJIBHBIX 3a00JIeBAHUSX.

WUcnoan3oBanue

MOJIEKYISIPHO-IIUTOTeHETHYECKOT0 METO/Ia

NP NUTOr€HETHICCKOM MCCJICAOBAHMMA B Irpymnme Jnix
C HapyIIeHHEM TO0JOBOTO Pa3BUTHS

Kprokoea H.M., Illamanosa A.B., Cenvkuna M.B.,
Puviucrosa A.B., Illepbaxosa E.I., Mamyaeeuu C.A.

TBY3 «HUH — Kpaesas kaunuueckas 6oavHuya Nel um. npogheccopa
C.B.Ouanosckoeo»

Kybanckas mesncpecuonanvhas meduxo-eenemueckas KOHCyAbmayus,
350086, e.Kpacnodap, ya.1 Mas, 167

e-mail: kubanmgk @mail.ru

B KMMIK exeromHo obcienyeTcst o MOBOILY HapyIIEHUs T10-
JI0BOro pasButus okojo 100 uen., xpomocoMHasi aHomManust (XA)
BBISIBJISIETCS IPUMEPHO B 22% ciyvaeB. Knaccuueckue 1urtoreHe-
TUYECKME MCCIIENOBAHMSI HE BCEria MO3BOJSIIOT MOCTaBUThH Ipa-
BuiIbHbIM nuarHo3. C 2012 r. B8 KMMI'K BHenpeH Mmonexysnsip-
HO-LIMTOTEHETUYECKMUIA METO/, TO3BOJISIOLIMI B psife ClydaeB
yrouHutb kapuorurn. [Ipeacrasisiem 3 ciydas XA y NauuMeHTOB
C HapyLIEHUEM TOJIOBOTO Pa3BUTHSI.

Cuyyaii 1. [TanmenTka 17 jet HampapieHa ¢ MarHO30M: 3aJiep-
JKKa YMCTBEHHOTO, (hU3Mueckoro u mosioBoro pasputusi. [1pensa-
PUTENbHBIN IIUTOTeHeTHYecKuit muarnos: 46,X,idic(X)(p21;p11.2).
FISH auarHoctuka moaTBepAuWsia pe3yJbTaT KapUOTUIIMPOBAHUSI,
kapuotut: 46,X,idic(X).ishXcen(DXZ1 x 3) (DXZlconDXZ1),
Ycen(DYZ3 x 0)[100].

Cuyyaii 2. [leBouka 12 jet, ¢ 3anepkKoit (hU3MIECKOro 1 moJjo-
BOro passutus, obcienosasacb B KMMIK B 2009r., o6HapyxeH
MO3AaULIM3M IO YKCITY ITOJIOBBIX XPOMOCOM U KJIOH KJIETOK CO CTPYK-
TYpHO M3MEHEHHOI METallEHTPUYECKON XPOMOCOMOW C WAEHTUY-
HBIMM TUTeyaMu, Kapuotur: mosd5, X[9]/46,X+mar[9]/46,XY[5].
[ToBTOpHO ManueHTKa oopaTuiIach B Bo3pacte 17 JIeT ¢ AMarHo30M:
cundpom lepewesckoeo— Teprnepa? lluroreHeTnyeckn OblIa TOM-
TBepXIE€HAa TeHOMHAasl MyTallMsl B BMAE MO3aulM3Ma, KapUOTHIL:
mos46,Xidic(Y) (ql12)[6]/46,XY[5]/45,X[5]. FISH nuarnocrtuka
¢ JJHK 3oHpamu Ha xpoMocombl X U Y TMO3BOJIWJIA MOATBEPAUTH
idic xpomocoMy U BBISBUTH 4-ii KIOH KIeTOK: nuc ishX-
cen(DXZ1 x 1),Ycen(DYZ3 x 2), Ycen(DYZ3conDYZ3) [200]/
Xcen(DXZ1 x 1), Ycen(DYZ3 x 0)[175] /Xcen(DXZ1 x 1),
Ycen(DYZ3 x 1)[100] /Xcen(DXZ1 x 1), Ycen (DYZ3 x 2)[25].

Cayvait 3. XenmunHa 25 JjeT ¢ HapylleHUEM OBapualb-
HO-MEHCTPYaJbHOTO LMKIA. [1py KApMOTUTTMPOBAHUHU BBISIBICHO
2 aHOMaJIbHBIX KJIOHA KJIeTOK. B mectu u3 18 npoaHaniusupoBaH-
HbIX MeTadazax ObLla BU3yaJlM3UpOBaHa MUHM-X XpOMOCOMa
B BUJIE KOJIbIIa pa3MepoM MeHbliie xpoMocoMm rpymnmbl G. Kapuo-
tun nocine FISH uccnemoBanus: mos45,X.ishXcen(DXZ1 x 1)
[19]/ 46,Xr(X).ishr(X)(DXZ1)[6], u nuc ishXcen(DXZ1 x 1),
Ycen(DYZ3 x 0) [150]/Xcen(DXZ1 x 2), Ycen(DYZ3 x 0)[50].
[Mocne mpoBeaeHUs YTOUYHSIIOLIEH NUATHOCTUKU OBLJIO BbIIAHO
cienyioliee HUTOTeHeTHUecKoe 3akimouenue: 45,X[12]/46,Xr(X)
(p11.4921.1)[6]. TIpomeMOHCTPpUPOBAHHBIE CIyYyau MMOATBEPXKIA-
10T 3HAYUMOCTb COBPEMEHHBIX MOJIEKYJISIPHO-IITUTOTEHETUUECKUX
HCCAeNOBAaHUIA JUISI TMarHOCTUKHU CJIOXKHBIX CJy4aeB XpOMOCOM-
HOU MAaTOJIOTUH.

JnarHocTuyeckue KpuTepuu
cunapoma beksuta—Buaemana

Kprourxoea A.J1.5, Jledamesa T.A.52, Iiadxoea H.A.12,
Jasuna JI.B.?, Bunvkosckaa A.B.?

I TBOY BIIO C3IMY um. U.H.Meunuxosa

2 CI16 TKY3 Jluaznocmuueckuii yenmp (meouxo-zenemuyeckutr)
3 000 «Ilokposckuii 6ank cmeoa06bIX KAemoK»,

Poccua, 194044, Canxm-Ilemepbype, ya.Toboavckas, 5

E-mail: dr.kryuchkova@mail.ru

Cungpom beksura—Bunemana (CBB) (MKB: Q87.3; MIM:
130650; Orpha: ORPHAI116) omumcamu J.B.Beckwith (1963) u

24



MEANUNHCKAA TEHETUKA. — 2015. — Ne2

H.-R.Wiedemann (1964) B Bue Tpuajbl CUMIITOMOB: MakpOIJIOCCHS,
TUraHTU3M, 5K3oMdbanoc. TUM HACIeTOBaHUS TPEATTOIOXUTETHHO
ayTOCOMHO-IOMMHAHTHBIA.  MOJIEKYISIpHO-TeHEeTHYeCKas:  OCHOBA
CBB — medekT B KOPOTKOM IIIeYe XpOMOCOMBI 11.

Ilenpio paGoThl OBUIO YTOYHEHHE BCTPEYAEMOCTU OOJBIINUX U
mainbix kputepues CbB B CII6.

O6paborana 81 MeauKo-reHeTH4YecKasl Kapra 001bHBEIX CBbB 1
MPOBEeNEH CPAaBHUTENbHBIN aHAIM3 MPU3HAKOB HA OCHOBAaHUU COO-
CTBEHHBIX U JIMTEPATYPHBIX TaHHBIX.

Pesynbrathl MccnenoBaHus PUBEICHBI B TaOIHUIIE.

CooTtHomenne BcrpeyaeMoctn mpudHakoB CBB na ocHoBanum
COOCTBEHHBIX M JIATEPATYPHBIX JAHHBIX

KnuHuyeckne npusHaku Kon-Bo % BCTpPEYaeMOCTU KPUTEPUEB

60/bHbIX

(n=81) CobcTBeHHbIe [JaHHble

naHHble nuTeparypsbl
Bonblune KNMHUYEeCKMe Npu3Hakm
Makpornoccus 59 72,84 90—95
Makpocomus 58 71,6 50—80
HedekTbl
OpIOLLIHOI CTEHKMN 65 80,25 65
Bucuepomeranus 28 34,57 50
Manble KnMHMYeckne NpuUsHakun

'mnornukemns
HeoHaTasbHas 16 19,75 30—65
OcobeHHoCTU
YLHbIX PaKoBUH 60 741 30
Femurnnepnnasus
Tena/nuua 25 30,86 30-35
"Mblnatowmin’ HeByc
Ha nuLe 7 8,64 30
CeppaeyHble HapyLlleHus 11 13,58 20
OMOPUOHasbHBIE OMYXONN 5 6,17 5-7,5

Takke Mbl OTMETHJI TIPU3HAKH, YACTOTA KOTOPHIX HE OIMKCaHa
B Jwureparype: JuueBble ausmopdum (39,51%), nucbGakrepuos
(11,1%), sx3odransm (7,5%) u'y 9,9% — natoyoruio noyek, uMmy-
HOIECDUIUT U YyCKOPEHUE KOCTHOTO BO3pacTa.

[Mony4yeHHBIE pE3YABTATHl TO3BOJISIIOT TIPEATIOIOXUTE, YTO
KOMILJIEKC KIMHUYECKUX CUMITOMOB MOXET UMETh WHIMBUIYab-
HbIe 0COOEHHOCTH ISl KaXIOTO PETHOHA.

IMomumopdusm HekoTopsix reHoB penapamun JTHK
NpH paKe MOYEBOTO My3bIps: BJIMSHHE HA PUCK
BO3HMKHOBEHHS W NMPOTpecCHPOBAHUE OIMYXO0JIH

Kyxcup T.JI., Huxumuenrxo H.B.,
Caeuna H.B., Tonuaposa P.H.

Hnemumym eenemuxu u yumonoeuu HAH beaapycu,
Munck, Pecnybauxa beaapyco
T. Kuzhir@igc.bas-net.by

W3BecTHO, yTo HakoruieHHe noBpexaenuit JIHK BHocut cyie-
CTBEHHBIIl BKJIAJl B KaHIIEPOreHe3 Ha pa3HbIX ero stamax. Boccra-
HoBsieHue nospexnéHHoi JJHK ocyluectisiercst pernapalmoOHHbI-
mu cucteMamu. [1penmosnaraeTcsi, YTo oT 3(PHEKTUBHOCTU U TOYHO-
ctu penapauuu JJHK 3aBucuT He TOJTBKO pUCK BOSHUKHOBEHUS, HO
M TIporpeccMpoBaHue paka. B CBs3u ¢ 3TMM B HacTosiliee Bpemsi
MHTEHCHBHO U3Y4YaeTcsl acCoLMalus MoJMMOpP(HBIX BAPUAHTOB Ie-
HoB penaparuu JIHK (B yacTHOCTM, SKCUM3MOHHOM pemnapaiuu
OCHOBaHUIl U HYKJIEOTUIOB) C UYBCTBUTEIbHOCTBIO K OHKOJIOTUYE-
CKMM 3a00JIeBaHUSIM, U B MEHbLIEH CTETNeHU, — C PeLIMAMBUPOBA-
HHMEM M MPOrpecCUpoBaHUEM OMyXosieil. Dta npodiiemMa U3yvaercst
HaMU Ha TpuMepe paka moueBoro my3eipsg (PMII). C momorisio
TLP-TTAP® meTona npoaHaM3MpoBaH MOJIUMOPMOU3M TEHOB 3KC-
LIM3UOHHOM pernapauuu HykiaeotunoB XPD (rs1799793), ERCC6
(rs2228526) u ocHoBanuit XRCCI (rs25487), OGGI (rs1052133)

B rpyrmie nanueHtoB ¢ PMIT (336 yes.) 1o cpaBHEHUIO ¢ KOHTPO-
neM (370 gen.). AHanmu3 moauMopdu3Ma OTAEIbHBIX TeHOB BBISBUII
yBenuueHue pucka PMIT y HocuTesneit reTepo3uroTHOro reHoTuna
XPD 312 Asp/Asn u ero yMeHbIIIEHUE Y HOCUTEJICH TeTepO3UTOTHO-
ro reHotuna OGGI 326 Ser/Cys. Puckosast 3HaunMoctb XPD 312
Asp/Asn noBblanach B crapueckom Bospacte (OR[95%CI]| = 3,34
[1,35—8,28] p = 0,009) u mposiBiIsiIach Npu KOMOMHALIMK TOTO Te-
HOTHIIA C TOMO3UTOTaMU TUKOTo Turma reHoB #O0GGI (KomoH 326)
Bo Bcedd monymsauuu win ERCC6 (xomon 1097) y XeHIUMH
(p = 0,066). AHaIn3 B3aMMOIENCTBUSI YETHIPEX TEHOB IIOKA3aJl, YTO
HEKOTOpble KOMOMHaIuu, comepxaiiue XPD 312Asn B retepo- u
TOMO3UTOTHOM COCTOSIHUM, YBEJIMYMBAIOT pUCK pa3Butus PMII B 3
pasa u 6osee. [TpoaHanusupoBaHa CBsI3b yKa3aHHBIX MOJUMOPGhU3-
MOB C KJIMHMKO-MOP(MOJIOTHUECKUMU MapaMeTpaMu oryxosiun. O6-
Hapy>XeHO IOBbIIIEHWE YacTOThl MojuMopdHoro BapuaHTa XPD
312Asn ¢ yBenuueHueM cTaguu T BO Bceil BHIOOpPKE MALIMEHTOB U
MuHopHoro ajiens OGGI 326Cys npu peumaubax paka. [To-Buan-
MOMY, Y HOCHUTEJIEH 3THX ajulejiell YBEeJIMYMBAETCSI BEPOSITHOCTH
MPOTrPECCU OIMYXOJM B MbILLIEYHO-UHBa3UBHYIO hopmy. Takum 006-
pasoM, M3 YETHIPEX M3YUYEHHBIX F€HOB OKCLUM3MOHHOW perapaiuu
BbiIessuicst TeH XPD (komoH 312), moaumopdu3m KOTOPOTo BIIUSLT
Ha KaHIIeporeHe3, Kak CaMOCTOSITeJIbHO, TaK U B COYETAHUU C IpY-
MMM TeHaMU perapaiuu.

I'eneTnyeckuii romeocrtas
Ha KJICTO‘IHO-HOHyJIﬂ[lI/IOHHOM yponﬂe:
KOHTPOJIbHbIE€ TOYKH KJIETOYHOTO IHKJIA

Ky3un C.M.

Mockoeckuii  eocyoapcmeerHblll  MeOUKO-CMOMAmMoA0UHeCKUll  YHUBEpCU-
mem um. A.U.Eedokumosa, Mockea, yr. [esecamckas, 0. 20, cmp. 1
E-mail: smkuzin@mail.ru

B mpouecce aBomonyu BeipaboTanach 3(GEKTUBHAS CHUCTeMa
reHEeTMYECKOro roMeocTasa, KOMIEHCHPYIOLLAst TOCTOSIHHYIO MHIYK-
uio nopexaeHuit JIHK u crabunusupyioliiiasi reHOM KJIETOK, Opra-
HU3MOB M BUIOB. HecMOTpsl Ha 3HAUMTEIbHBIC YCIIEXW B M3YYEHUU
MPOLIECCOB, MPOMCXOASLIMX B KIETKE MOC/Ie BO3HUKHOBEHUS Iep-
BUYHBIX NToBpexxaeHnit JIHK, MexaHn3Mbl 3IMMUHAIIMY KJIETOK C Te-
HETUYECKUMU HAPYLICHUSMU M3 KJICTOUHOM MOMYJISLMU OCTAIOTCS
BO MHOTOM HETIOHSITHBIMM.

[IpoBoaumble B TOC/HEIHEEe BpeMsl UCCIIEAOBAHMS MMOKa3ailu,
4yTO KJIeTKM ¢ moBpexaeHusiMu JIHK 3amepxuBatoTcsi B KOHTPOIb-
HBIX TOYKaX MUTOTHUYECKOTO IIMKJIa, KOTOPbIE UMEIOTCSI BO BCEX €TI0
nepuonax. [locie ycreniHoil penmapauuyd OHU TMPOAOIXKAIOT MPO-
NBUKEHUE T10 LIUKITY U aenstes. Ecim ycTpaHuTh reHeTH4ecKue Ha-
PYLIEHUST HE YAalIOCh, 3allyCKACTCs MEXaHU3M aronTo3a M KJISTKU
SJIMMUHUPYIOTCS U3 MTOMYJISIMU. MeXny TeM, UMEIOTCsI CephE3HbIe
apryMeHTbl, CBUACTEIbCTBYIOLIME O TOM, YTO OJIOKMPOBAHUE B KOH-
TPOJIHBIX TOYKAX MUTOTMUYECKOTO LIMKJIA U MOCTEAYIONIMIA arlonTo3
Kki1eTok ¢ noBpexnaeHusimu JJHK saBnseTcss He emMHCTBEHHBIM, a,
BO3MOXHO, ¥ HE TJIABHBIM MEXaHW3MOM IIOMIePKaHUsI TeHEeTHYe-
CKOTO TOMEO0CTa3a B KJICTOYHBIX MOMYJISILIMIX OPraHU3Ma.

Kak B Halmx, Tak 1 BO MHOTMX paboTax Apyrux aBTOpoOB, MOKa-
3aHO, YTO MOCJIe 3HAUUTEIbHOTO MYTareHHOTO BO3/IEHCTBHUSI KOJIM-
yecTBO HapyumeHnii JIHK 1 XxpoMOCOM MHOTOKpaTHO MOBBIILIAETCS
BO Bcex 0e3 MCKITIoueHUs! KiieTkax. [lornbaeT ToiabKo 4acTb U3 HUX,
a Cpeu BBDKMBILMX CIOCOOHBI MPOMTU BCE MEPUOIbI MUTOTHYE-
CKOTO LIMKJIA U TTOJIEJIUTHCS KJIETKU C OYeHb 3HAUUTEIbHBIMU Hepe-
MapupoOBaHHBIMU T€HETHMYECKMMU HapylIeHUsIMU. [0Jsi MUTO30B
¢ abeppalMsiMU XpOMOCOM MoxkeT pocturath 30% u 6oJiee (B HEKO-
TOpbIX ciaydasx — a0 70%). [1o HalMM JaHHBIM, KJIETKU € HeOOIb-
UMW TEHETMYECKUMM HApYLIEHUSIMU MOTYT JEJIUTHCS HEOIHO-
KPaTHO, a KMHETMKA MX JIMMUHALMKU U3 KIETOYHOW MOMYJIsLUU
CBUJIETEJICTBYET O HETaTUBHOM OTOOpE, MEXaHU3M KOTOPOTO CBSI-
3aH C MPEUMYIIECTBEHHBIM 110 CPABHEHUIO C MHTAKTHBIMU KJIETKaM
nepexonoM B mudbepeHIIMPOBKY TOCIe MUTO3a B BAKHEUIIICH KOH-
TPOJIbHOM TOYKE KJIETOYHOIO 1IMKJIA, Ha3BaHHOI paHee Auxodasoil
(Bullough, 1963). DTo Mo3BOJISIET COXPAHUTD YACTh MyTAHTHBIX KJIe-
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TOK JUIsSI TIOJHOLIEHHOTO (DYHKLUMOHMPOBAHUSI, XOTSI B KOHEUHOM
WTOre TepMHUHAIbHAsg auddepeHIIMPOBKAa BCe PaBHO HEM30EKHO
MpUBEIET UX K THOENIM W SJMMUHALIMU U3 KJIETOUHOU MOMYJISILUN.
CoueTaHue pa3INYHbIX MEXaHU3MOB 3JIMMUHALIMM KJIIETOK C TeHe-
TUYECKMMM HApYLICHUSIMU W3 KJIETOYHOW MOMYJSUMUA MO3BOJISIET
HE TOJBbKO YBEIMYUTHh I(G(PEKTUBHOCTH TOMEOCTa3a, HO U 3HAYM-
TEJIbHO TOBBICUTb PE3UCTEHTHOCTb OPTraHU3MOB K MYTareHHBbIM
BO3ACHCTBUSIM.

HHoBanuMoOHHbIE TECT-CHCTEMbI HA OCHOBE OKCHJAA
rpadpera — Oyaymas 3aMeHa COBPEMEHHbIX
pyrunHbIX MeTon0B JIHK-nuarnocTuku
HACJIeICTBEHHbIX 3200J1eBaHMi

Kysneuoe A.A., Makcumosa H.P.,
Anexcandpoe I H., Cmazyaoea C.A.

Cesepo- Bocmounbiii hedepanvruiii ynusepcumem um. M. K. Ammocosa,
Srxymck

OnHUM U3 BaxKHEWIIMX HATIPABICHUI pAa3BUTHSI MEAULIMHBI SIB-
JisieTcs reHeTuka, u B yactHoct — JIHK-nuarnoctuka. JIHK-n1mna-
THOCTHKA HeceT B ce0e 3a/1auu 110 BBISIBJIEHNIO HACJIEICTBEHHBIX 3a-
0osieBaHU, BUPYCHBIX MH(MEKLIMIA, TEHOMHOI MAacropTU3aluu ye-
JIOBEKA, TMO3BOJISIET OCYLIECTBISATh MHIMBUIYATbHbIM MOA00D Je-
KapcTB M HAXOIUT IIMPOKOE MPUMEHEHNE B COBPEMEHHOM KPUMU-
HanucThke. CTOUT YIOMSIHYTb, YTO Ha CETOMHSILIHUI 1eHb, CaMbl-
MU pacrpocTpaHeHHbIMU MeTonaMu pytuHHoM JIHK-aunarnoctukm
SIBJISTIOTCSI MeToAbl Ha ocHoBe TTLIP ¢ moauMopdusMoM MIMH pecT-
PUKIMOHHBIX (parMeHTOB U (hJIyOpEeCLEHTHbIE METOMbI 10 THUITY
TILP B pexume peaJbHOro BpeMeHU. Y TaHHBIX METOJOB €CTh Kak
JIOCTOMHCTBA, TaK ¥ 3HAYUTEJIbHbIE HEIOCTATKU, KOTOPbIE CHUXKAIOT
MOTEHIMA UX BHEAPEHUs B 00JIACTb KIMHUYECKON AMAarHOCTUKHU.
Taxum 06pa3oM, y COBPEMEHHBIX TECT-CUCTEM, TIPUTOIHBIX IS Y-
TuHHOU JIHK-AMarHoCTUKU MOCTaTOYHO BBICOKOE COOTHOLIEHUE
1IeHa,/Ka4ecTBo.

HenaBHue uccnenoBaHust yUEHBIX 11O BCEMY MUPY MPOJEMOHCT-
PUPOBAIM TOTEHIIMA TPUMEHEHUS TIPOU3BOAHBIX rpadeHa Mpu
pa3paboTke OmoceHCOpHbIX TecT-cucteM st JIHK-auarHoctuku
[1]. Omyb6nMKoOBaHBI CTaTbM, B KOTOPBIX pa3paboTaHbI 0a30BbIE
MPUHLMUIIBI (PYHKIIMOHUPOBAHUS 3JICKTPOXUMUYECKUX U uryopec-
LIEHTHBIX TECT-CUCTEM Ha OCHOBE TMPOM3BOAHBIX rpadeHa s
JHK-auarnoctuku myrauuit. Cpeau BblllieniepeyrcIeHHbIX Bapu-
AHTOB 0CO00E MECTO 3aHUMAIOT (PJIYOPECIIEHTHBIE TECT-CUCTEMbI Ha
OCHOBE OKcHaa rpacdeHa, KOTOpble OTIMYAIOTCS OT OCTaTbHBIX OT-
HOCHUTEJIbHOM TIPOCTOTOM CO3IaHUs, BBICOKOW 3KOHOMUYECKON
pPeHTabeIbHOCTBIO, A TaKKe HATMYMEeM BO3MOXHOCTHU TIPOBEACHUS
myabTunapamerpuyeckoit JIHK-auarnoctuku.

Oxkcup rpacdeHa npeacrapisier codooi coit rpadeHa ¢ hyHKLM-
OHAJIM3MPOBAHHON KUCIOPOACOAEPKALIMMU TPYIIIAMU MTOBEPXHO-
cthio. OH obsamaeT IBYMSI YHUKAJIbHBIMYM CBOWCTBAMM: BO-TICPBBIX,
okcua rpaceHa o0sagaeT BbICOKOKM aMHHOCTBIO K OJHOIIETIOYeYy -
Hoit JIHK, HO TIpy 3TOM TpakThuecKu He o6iamaeT a(pMHHOCTHIO
k neyuenovyeyHoit IHK. Eie ogHO mHTEpecHoe CBOICTBO oKcuaa
rpadeHa — 3TO CIIOCOOHOCTD TYLIUTD (HIyOPECLIEHIIUIO OT MOJIEKY-
JIBI HaxoJsiierocst BOJM3u Hero (uryopodopa.

JlaHHble CBOWCTBA MO3BOJSIIOT CO3/laBaTh (IyOpeCLUEeHTHbIE
TECT-CUCTEMBbI Ha OCHOBE OKcHa rpadeHa, UCTONb3ysl ero B BUIE
HaHOCTPYKTYPHOTO TYLIUTENsT (DIyOopeclieHIINN, OTKa3aBIINCh OT
CJIOXHBIX, JOPOTMX U MaJOCTAOMJIBHBIX MOJIEKYJISIPHBIX TYLIUTE-
Jieil, KaKk Harpumep, B TecT-cucteMax Ha ocHoBe [TLIP B pexume
peajibHOro BpeMeHU. B Mupe rmoka 4to He ObLIO CO3IaHO pealbHO
paboTaloLIMX TECT-CUCTEM Ha OCHOBE OKcuia rpadeHa, co3maHbl
JIMITL OOIIMe MPUHIIMITBI U TTOIXOIBI K MX padpaboTke. JaHHBIE
MPUHIIUITBI HEOOXOAMMO 10padaThIBaTh Ul alanTaluu K BHEIpe-
HUIO B KIIMHUYECKYIO JMarHOCTHUKY.

AHanu3 crekTpa M 4YacToThl MyTauuii B rene USH2A4'y
NANMEHTOB ¢ CHHAPOMOM Yinepa
3 Pecnyosmmkn Bamkoprocran

Kysneuoe J1.10.1, Jlwcemuneea JI.Y.1, Jlo6oe C.JI.1,
Bapawroe H.A.%3, ITocyx O.J1.%5, Xuouamoea H.M.15,
Xycuymounosa 9.K.16

I @I'BYH Hucmumym 6uoxumuu u 2enemuku Ypumckozo Hay4Hoo
yewmpa PAH, Poccus, 450054, 2.Ygpa, npocn. Oxmsaopsa, 71
kuznetsovdy 1@gmail.com

2 @IBHY «Sxymekuii nayunsiii yenmp Komnaerxcnoix meouyunckux
npobaem», Poccus, 677010, e dxymck, Cepeeasixckoe ui., 4

3 DOITAOY BII0 «Cesepo-Bocmounbiii pedepanviblil yHusepcument um.
M.K. Ammocosa», Poccus, 677000, ¢.dxymck, ya. Kyaakosckoeo, 0.46
4 @IBYH Hncmumym yumonoeuu u 2enemuku Cubupckozo omoene-
nus Poccuiickoii akademuu nayk, Poccus, 630090, Hosocubupck, np.
Ax. Jlaspenmvesa, 10

S @I'BOY BIIO «Hogocubupckuii Hayuonanvholii uccaedoeamenbckuil
eocydapcmeennbiil yHusepcumem», Poccus, 630090, e.Hosocubupck,
ya. Iupoeosa, 0. 2

6 @IBOY BIIO «Bawkupckuii 2ocydapcmeennviii yHueepcumen,
Poccusn, 450076, &.Yeha, ya. 3axku Baauou, 32

CunapoM Yiiepa — 3a0o0jieBaHUE C AyTOCOMHO-PELIECCUBHBIM
TUTIOM HACJIeIOBAHMUsI, XapaKTepu3ylolieecsi BPOXAEHHOM CEHCO-
HEBPAJIbHOI TYrOyXOCTbIO OT YMEPEHHOM /10 TSIKENOi CTerneHu, Be-
CTUOYJISIPHOM TUMOGYHKIMENH M MEMICHHO TMPOrpecCUpyIONIMM
MUTMEHTHBIM PETUHUTOM.

Lenblo ucciaenoBaHust SIBJSUIOCh M3YyYE€HUE CTPYKTYPHBIX OCO-
6eHHocTell reHa yirepruHa (USHZ2A) y 60JbHBIX C CHHAPOMOM YIIIe-
pa (CY) u3 Pecnyosuku bamkoprocran (PB). B pabote 6butn nc-
mosb3oBaHbl 00pasiisl JJHK 0onbHBIX ¢ KIMHUYECKUM AMAarHO30M
«cuHapoM Yinepa» (47 obpasuoB JIHK manmenToB u 20 wieHOB UX
ceMeit).

Y manuenrtoB ¢ CY u3 Pb BbIsIBIeHO IpeobiiagaHe ayToCcoOM-
HO-peliecCuBHOM (opMbl 3aboneBanust (83%). B m3yueHHOIl BbI-
6opke 6obHBIX ¢ CY n3 Pb. Hanbonee pacmpocTpaHEHHOIT MyTa-
uueii B reHe USH2A sisnsietcst mytaiust ¢.11864G>A (p.Trp3955X)
(BbIsIBIIEHA ¢ 4yactoToil 11%), octanbHble MyTaumu reHa USH2A:
¢.12234_12235delGA (p.Glu4078fs), c.4174G>T (p.Gly1392*) u
c.13347delA (p.Glud458fs, cymmapno cocTtapistior 4%.

Paboma nodoepucana epanmamu PODU: 12-04-98520-p eocmok_a,
14-04-97002-p_nosoaxcve_a, 14-04-97007 p_nogoaducve_a,
12-04-31230-mon_a, a makace npoekmom Munucmepcmea o6pazoea-
nust u nayku P® I'K No6.656.2014/K

buobank CeepHoii EBpa3un: MaccoBblii CKPHHHHT
NoNyJIsAIMiA ¥ reHoreorpacdus cyoBapuaHTOB
ramiorpynnbl N1c, BbISIBJIEHHBIX IPH MOJIHOT€HOMHOM
CeKBEHHPOBAHUHT

Kysneuoea M.A.1L3, Yyxpaesa M.HU.13, Aedncoan A.T.51,
bBeauxoea A.B.5, 3anopoxucuenxo B.B.1, XKabazun M.%3,
Buaneme P.4, Basanosckuii O.11.51

I @I'BHY «Meduko-eenemuueckuii Hayunwiii yenmp», 115478, Mockea,
ya. Mocksopeuve, 1

2 [lenmp nayx o xcusnu, Hazapbaes Yuueepcumem, 010000, Kazaxcman,
Acmana, np-m Kabanbaii 6ameipa 53

3 Hnemumym obweri eenemuxcu um. H.M. Basunosa PAH, 119991, Mock-
6a, ya. Iyokuna, 3

4 Dcmonciuii 6uoyenmp, 51010, Iemonus, Tapmy, Puiia 236

kirya 70@list.ru

C koHua 2013 r. onHUM U3 HauboJee MepCreKTUBHBIX UHCTPY-
MEHTOB TOMYJISIIMOHHON TeHETUKM CTajl aHAJIM3 MOJIHBIX CUKBEH-
COB Y-XpOMOCOMBI, MO3BOJISIIOLIUI BbIAEISATh HOBbIE BBICOKOWH-
¢dopmatuBHbIe cyoramiorpymnmnsl. OnHaKO HEIOCTATOYHO BBISIBUTH
HOBBIE BETBU Ha JIpeBe Y-XPOMOCOMbI — TpeOyeTCsl BbISIBUTb apea-
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JIbI UX PAcIpPOCTPAHEHMSI, a ISl 3TOr0 HEOOXOAUMO 1O HOBBIM SNP
MapKépaMm TPOBECTH MAaCCOBBIN TOIMYISIUOHHBIN CKPUHWHT ISt
MaKCHMaJIbHO OOJIBLIOrO yuciaa nomyiasiuuid. Jluie mocie 3toro
MOXHO YTOYHSITh TPAHUIIBI MEXIY YaCTSIMU TeHO(MOH/Ia U TyTU UC-
Topuueckux Murpauuii. I[TpoBeneHue 3¢h@OeKTUBHOTO CKPUHUHIA
HEBO3MOXHO 03 0OIIMPHBIX 0M00AHKOB, 00BEKTUBHO MPEACTABIISI-
IOLMX U3MEHUYMBOCTh T€HO(DOH/I0B.

[IpoBenéHHOE TIOJTHOTEHOMHOE CEKBEHHpPOBAHKME OOpPAa3IIOB Tarl-
qorpyrnmbl N1c BBISIBUIO 8 HOBBIX cyOrarutorpymil. danbHeitmii
CKPUHUHT 3THX CyOrarutorpyrin NpoBeéH Ha OCHOBE OMOOaHKa, OXBa-
ThIBalOIIEro KitoueBble peruoHbl CeBepHoil EBpasuu: oxBaueHO
24 3THUYECKUX TOMYJISILUK 0011eii unciaeHHocTbio 6osee 10 000 yer.,
UIsi 769 BBISIBJIEHHBIX OOpAa3lOB, MPUHALIEXALIMX K TaryIorpyrie
Nlc, nmpoBeeHO TEHOTUTTMPOBAHUE TI0 8 HOBBIM BETBSIM.

Kaprorpaduueckuii aHann3 MOTy4eHHBIX PE3YJbTaTOB BHISIBUAT
BBICOKYIO reorpaduyeckyio crelnduaHoCTb paclpoCcTpaHeHUsI HO-
BBIX cyOrarutorpyri. B mokiane OymayT MpoaeMOHCTPUPOBAHbBI OCO-
OEHHOCTH apeajioB MX PAaCMpPOCTPAHEHUS] W AAHbI JATUPOBKU BO3-
HUKHOBEHHUSI COOTBETCTBYIOIIMX cyOrariorpyril. B pesynbrare on-
Ha U3 caMbIX 3araJoyHbIX raraorpymm xpomocoMbl Y — Nlc, oxBa-
THIBAIOIIAsT €UHBIM MaCCUBOM T€HOMOH/IBI CAaMbIX Pa3HOOOPA3HbBIX
HaponoB CeBepHoit Azuu ot ITpubantuku g0 YykKoTku, BrepBbie
B MUpE TIo[pasiesieHa Ha YpajbCKUii, MPUOANTUIICKUIA, CEeBEPOEB-
POIENCKUIA, I0XKHOCUOMPCKUIA, LIEHTPaIbHO-a3UaTCKUI, BOCTOYHO-
CHOMPCKUIA, YYKOTCKUI U aMyPCKMil apeabl.

Paboma noddepucana epanmom PH® 14-14-00827.

Onpenenenne myranuit FLT3/ITD, NPM1, CEBPA
y 60apubpx OMJI ¢ HOPMAJIBHBIM KAPHOTHIIOM

Kysneuosa C.A., 3apyouna K.H., Cydapuroeé A.b.,
0o6yxoea T.H., Ilaposuunuxoea E.H

OI'BY Temamonoeuueckuii nayunwiii yenmp M3 PO,
Poccus, Mockea, Hoeviii 3eicosckuti np. 0.4
svetakuznetsova§3@mail.ru

HopmanbHblil  KaproTuIl siBjsieTcsl (hakTopoM  0J1aronpusiTHOro
nporHosza pu OMJL. OgHako TeyeHue 3a00JeBaHUS U Pe3y/IbTAThI JIe-
YeHUsl HEOIHOPOIHbI B MpejiesiaX 3TOM LIUTOreHETUUECKOM TPYIIITbI, YTO
CBS3aHO ¢ HammuveM Mmytanmii B reHax FLT3, NPM1 w CEBPA. Tlpu
9ToM MyTtauuu FLT3 onpenensitor HebnaronpusiTHblil iporHoz OMJI.

Lesnb paGoThl — OMPEaeTUTh YaCTOTy BCTPEUAEMOCTH MyTallii
B reHax FLT3, NPMI wn CEBPA y 6oabHbix OMJI ¢ HOpMaabHbIM
KapUOTHUIIOM.

56 nepBuuHbIM NateHTaM OMJI ¢ HOpMaJIbHBIM KapUOTUIIOM,
25 myxunH u 31 xeHiumHa B Bozpacte oT 20 no 78 siet (cpenHuit
BO3pacT 51 roj1) BBIMOJHEHO MCCIEIOBAHUE HA HAJTMUUE MYTallMii
B reHax FLT3, NPM1w CEBPA. IHK w3 nepudepuueckoit KpoBu
M KOCTHOTO MO3Ta BBIACSIM MOAMMDUILIMPOBAHHBIM COJIEBBIM METO-
noM. TP npoBomunu, kak onucanHo F.Nollet, Brugge u coasr.
¢ HeGosbiuMu MoaudukarusiMu. PparMeHTHBIA aHaIU3 BbITTOJ -
HsUIM Ha aBToMaTuuyeckoMm cekBeHaTtope ABIPRISM 3100-Avant
(«Applied Biosystems»).

Mytauuu FLT3/ITD BuisiBnensl B 7 caydasix (12,5%), B Tpéx u3
Hux (5,3%) B coueranuu ¢ NPM1I, B omnom (1,7%) — ¢ CEBPA
B nomeHe bZIP; myrauuu reHa NPM1 B 6 ciaydasix (10,7%), B onHoM
(1,7%) n3 Hux B couetannu ¢ CEBPA B nomene TAD2; myrtatmu re-
Ha CEBPA B nomere TAD?2 BoisiBiieHbI B 3 cryyasix (5,3%), B OTHOM
(1,7%) 3 HUX B COYETaHUU ¢ MyTalueil B nomeHe bZIP.

KoMIuieKcHOe IMTOreHeTUYECKOe M MOJIEKYJISIPHO-0MoJIornye-
cKoe uccrenoBanue npu nuarHoctuke OMIJI mo3Bosisier 6osiee Tou-
HO OXapaKTepu30BaTh FEHETMUYECKYIO CTPYKTYPY OIMYXOJM W BbIje-
JISITH TIPOTHOCTUYECKUE TPYIIbI OOJIBHBIX TSI ONPEe/iesIeHUsT Tepa-
MEBTUYECKON TAKTUKHU.

HccnenoBanne nMToreHeTHYECKOM
U MyTareH-MoauuIupywmeil aKTUBHOCTH Kodeunna

Kyaaroea A.B, Kanamaee A.K., /lypnee A.J1.

OI'BHY «HUH (papmaronoeuu um. B.B. 3axycosa»
125315, Mockea, ya. baamuiickas, 0.8
allakulak@mail.ru

OpHuM U3 Haubojee pacrmpoCTPaHEHHBIX COCNUHEHWUIA, yIo-
TpeOJISIeMbIX YEJIOBEKOM C MPOAYKTAMU TUTAHUSI U B KAuecTBe Jie-
KapCTBEHHOTO CPEJNICTBA, sIBsieTcsl KodeuH. B ¢Bsi3u ¢ 3TUM BCTaeT
BOIIPOC O €ro reHOTOKCUUeckoii 6ezonacHoctu. [Ipu Bcem MHOro-
00pa3uM MCCleNOBaHUI, MOCBSIIEHHBIX LIUTOTCHETUYECKON U My-
TareH-MoAM(GUIMPYIOLIEH aKTUBHOCTU KoderHa, pe3yabTaThbl Mpo-
TUBOPEUMBHI.

Llenp HacTosLEd pabOThl — KOMIUIEKCHOE M3YYEHHE LIUTOTe-
HeTnuecKux 3¢ GeKToB KodernHa Mpy pa3HBIX peXrMax 00paboTKu
C pa3IMYHbIMU MHAYKTOPAMU MyTareHesa in vivo.

HccrenoBanue TPOBOAWIM METOAOM YYETa XPOMOCOMHBIX
abeppallMii B KJeTKax KOCTHOIO Mo3ra MbllIei-ruopuaoB F
CBAxC57BI/6. KodenH BBOIWIN BHYTPUKETYIOUHO UM BHYTPH-
OpIOIIMHHO, a B COYETAaHUM C MyTareHaMy BHYTPUXKEIy10uHO. My-
TareHbl UHbEIIMPOBAIM BHYTPUOPIOIINHHO.

Kodeunn B nozax 10 u 100 mr/kr (oqHOKpaTHO) 1 B 103€ 10 Mr/Kr
(nITh HEi) MpU MapeHTepalbHOM M SHTEPAJIbHOM BBEAEHUSIX HE
o0Jaman KJIacTOreHHOW aKTMBHOCTBIO. B coueTaHuu ¢ MyrareHamu
koceuH (1, 10 u 100 Mr/xr) He BAMSUT HA HUTOTEHETUYECKYIO aKTHB-
HocTh muokcumuHa (200 mr/kr, B/0) mpu OIHOKPATHOM COBMECT-
HOM, TIPEIBAPUTEILHOM MATUIHEBHOM MM COBMECTHOM ISITHIHEB-
HOM BBelieHUHU. [1pu coueTaHuu ¢ APYrMMU MyTareHaMu MpU TeX Ke
pexxrMax o6padbotku, KodeuH B no3ax 10 u 100 Mr/Kr 3HaunMo yBe-
JIMYMBAJ LIMTOTeHeTUecKuil ahdekT nuknodocdammaa (20 Mr/Kr)
MpU MpeaBapuTesbHOM 00paboTKe XMBOTHBIX U B mo3e 100 mr/kr
3HAUMMO OCJA0JISIT  LIMTOreHeTHMYecKuil 3h@eKT IucIuiaTuHa
(5 MI/KT) TIp¥ OMTHOKPATHOM U TTOBTOPHOM COBMECTHBIX BBEIICHHSIX.

Takum 00pa3oM, MoKazaHO OTCYTCTBHME Y KO(GEeMHa LIUTOreHe-
TUYECKON AKTUBHOCTU in Vivo W BBISIBJIEHO Pa3HOHAIIPaBJIEHHOE
BJIMsIHUE KOderHa B 00J1aCTU JO3UPOBOK, 3HAYMTELHO MPEBbIILIA-
IOLIMX ero eXeAHEeBHOe MoTpedieHre, Ha IPOSIBIEHUE LIMTOTeHEeTH -
yeckux 3(h(PeKTOB OTAETbHBIX XUMUUECKUX MYTareHOB MPU HEKOTO-
PBIX pexkuMax 00pabOTKU XKUBOTHBIX.

Hccnenosanue reHeTHYECKHX OCHOB
reHOTOKCHYeCKHX I((eKTOB BO3AEHCTBUS YCIOBMIA
TpPyla y pa0OTHHKOB YIJIeI00bIBAIOIIEi
npombinieaHocTH Kemeposckoii odaacTu

Kyaemun FO.E., Mununa B.U., I'oaosuna T.A.,
Poiocxosa A.B., Tumoe P.A.

DI'EOY BIIO Kemeposckuii eocyoapcmeennbiil yHusepcumem, 2.Ke-
meposo

Dedepanvhoe 2ocyoapcmeertoe yupedxcoenue Hayku Mucmumym 3k0-
noeuu venogexa CO PAH, e. Kemeposo

kulemin_y@mail.ru

[IlaxTépsl B Mmpolecce CBOECH AeSITebHOCTU TIOABEPTaloTCs
MHOTOYMCJICHHBIM BpEIHBIM BO3neiicTBUs.M HebnaronpusiTHbie
(hakTOphl MOTYT BBICTYIATh B KaY€CTBE FT€HOTOKCUKAHTOB, T.€. BbI-
3piBaTh noBpexnaeHus: JIHK. Haubonee BaxkHBIMU cucTeMaMu 3a-
LIUTHI KJIETOK OT MyTareHHOTO BO3IEHCTBUSI SIBJISIIOTCS] CUCTEMa aH-
TUOKCUIAHTHOW 3alIMThI, (pepMeHTHI OMoTpaHchopMauy KCeHO-
ouotukoB u depmeHTsl penapaunu JJHK. MHorue reHsl penapa-
MM O0JIANAIOT SIPKO BBIPAXKEHHBIM MOJUMOP(U3MOM, YTO MO3BO-
JISIET TPEANONIOXUTh UX POJib B (DOPMUPOBAHUM MHAMBUAYATbHOMN
HACJIGACTBEHHOW UYBCTBUTEJIBHOCTM K MYTareHHOW Harpyske.
B cBSI3M ¢ BBILIEU3TOXEHHBIM, LIEJbIO Hallleil paboThI SIBISIETCS
M3y4yeHUE BIMSIHUS MOJIMMOpPGU3Ma TeHOB Ha YPOBEHb TMOBPEXKIIC-
HUII XPOMOCOM y pabOTHUKOB TOpHOMOObIBalolIel oTpacian Keme-
poBckoit obnactu. B nccnenosanue 6bu10 BKiItoueHo 130 maxrépon
(cpennuii Bo3pact 54,79 rona). B kauecTBe momynsiiiIMOHHOTO KOHT-
POJIsl UCTIOJB30BAIM BHIOOPKY U3 118 yCIIOBHO 310pOBBIX JIULL (Cpeji-
Huil Bo3pact 50,92 net), mpoxusawoiuux B r.Kemeposo. U3syuanu
4acTOTy XPOMOCOMHBIX abeppalinii B TUM@OLMTaX KPOBU U TOJIU-
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

MopdHbIe Mapképbl B reHax: XPG Aspl104His, XPD Lys751Gln,
ATM Asp1853Asn u NBS Glul185GIn.

CTaTUCTUYECKYI0 00pabOTKy pe3yJbTaTOB MPOBOIWIN C TIOMO-
10 MaKeTa rmporpamm Statsoft Statistica 6.0. ITpu cpaBHeHMM Yac-
TOT TeHOTHUIIOB PUMEHSIN CTAHIAPTHLINA Kputepuii 2 TupcoHa.

B rpymre maxtépos O0b110 3a()MKCUPOBAHO CTATUCTUYECKU 3HA-
YMMOE TMOBBIILIEHUE YaCTOThl XPOMOCOMHBIX abeppaliiii B coMaTu-
YeCKMX KJIEeTKaXx II0 CPaBHEHMIO CO 3J0POBBIMM JIOHOpPAMHU
(5,43 + 0,24% nporus 1,12 = 0,08%, p = 0,0000001), yro mMoxeT
OBITh HETIOCPEICTBEHHO CBSI3aHO C HEGIATOMPUSITHBIM BO3IEHCTBHI -
eM (aKTOpOB MPOMU3BOACTBEHHON cpeabl. Ilpu wuccaenoBaHuU
CIIEKTpa XPOMOCOMHBIX abeppaluii B 3aBUCMMOCTU OT I€HOTHUIIOB
reHoB XPG Asp1104His, XPD Lys751GlIn, ATM Asp1853Asn u NBS
Glul85GIn ObUTO yCTaHOBIEHO, YTO B TPYIINE IIAXTEPOB YACTOTa
abeppaHTHBIX MeTaca3 OblIa CTATUCTUYECKU 3HAYMMO BBIlIE Y 00-
nanareneit renorunoB XPG His/His (4,9 + 0,59%) no cpaBHeHUIO
¢ HocuTesiMu BapuaHTa XPG Asp/His (6,45 £ 0,52%, p = 0,031), a
takke XPD GIn/GIn (6,32 £ 0,34%), no cpaBHeHuio ¢ XPD
Lys/Lys (4,47 £ 0,45%, p = 0,005). Takue pe3y/ibTaThbl BIIOJHE 00b-
SICHUMBI T€M, YTO BapMaHTHbIE aJlJeJU JAaHHBIX TEHOB KOIUPYIOT
(epMEeHTBI CO CHUXKEHHOI CIMOCOOHOCTHIO K 9KCIIM3MOHHOM pera-
paluKu HYKJIEOTUIOB. DTO CIOCOOHO MPUBOAUTL K HAKOIJIEHUIO
XPOMOCOMHBIX HapylLUEHUIA.

Hccnedosanue nposedero npu ghunarcosoi noodepiicke eocyoapcmeet -
Ho2o 3adanus Munobpuayku P® No2014/64, npoepammor «YMHHUK»
no Kemepoeckoti obaacmu.

N3yyeHne CTPYKTYPHBIX 0COOEHHOCTEH reHa
cuaapoma bayma (BLM) y nanueHToB
C PaKOM IpeACTATEJbHOR Keje3bl

Kyncéaesa I'.B.!, Tuaszoea HU.P.2, Cauyaaun P.H.5,
Xacanos 9.X.5, Mycmagun A.T.3, Ilymrapes A.M.3,
Ianoan A.0.%, Cyamanoe U.M.3, Ilagaos B.H.5,
Xycuymounosa 9.K.12

I @Irb0OY BIIO Bawkupckuii 20cyoapcmeennvlil  yHusepcumenm,
e.Yepa, yr. Baauou, 32

e-mail: kuncbaevagulnaz@mail.ru

2 @I'BYH Hucmumym Guoxumuu u 2enemuku Ypumckozo HAy4HO20
uenmpa PAH, 2.Ygha, np. Oxmsabps, 71

3 ITBOY BII10 Meduyunckuii 2ocyoapcmeennviii ynusepcumem, 2.Yea,
ya.Jlenuna, 5

Pak npencrarensHoii xenesnl (PITXK) sBasiercst oqHUM U3 Hau-
0oJiee YacTo BCTPEUAIOIMXCS 3/I0KAYeCTBEHHBIX HOBOOOPa30BaH Mt
MYXCKOro HacesieHust Bo BcéM mupe. B 2012 r. B Poccun 6bu10 3a-
peructpupoBaHo 29 082 HoBbix 6ombHBIX PIT2K. 3a necstunerHmii
niepuon (¢ 2002 o 2012 rr.) npupocT abCOTIOTHOTO YUcaa 3a00eB-
mwmx coctaBua 119,6%. B cTpykType 3a00/1eBa€MOCTH MYXCKOTO
HaceneHust Poccun PITXK 3ansin Bropoe mecto (12,1%) nocne ormy-
XoJieli OPOHXOJIETOYHOM CcUCTeMbl. M3BECTHO, Y4TO repMUHAIbHbIC
MyTauuu reHoB BRCA2 v NBSI npuBosiT K CUHIPOMaM XpOMO-
COMHOI HECTaOMJIbHOCTU C PELECCMBHBIM TUIIOM HACJIEAOBAHUS U
npenpacnonaraior Kk PTT2K, xapakrepu3ylommumcst mioXum MmporHo-
30M. MyTauuu B reHe BLM SBASIIOTCS MPUYUHON PYTroro KJIWHU-
YecKoro cuHapoma — cuHapoma biyma. ['en BLM nokanu3oBaH Ha
xpomocome 15, B obmactu 15q26.1, cocrout u3 22 3K30HOB, €ro
MPOTSKEHHOCTh cocTtarisieT okoyio 100 T.1m.H. ['eH komupyeT dep-
MEHT, TIpMHAIUICXKAIIUA CEMEMCTBY BBICOKOKOHCEPBATHBHBIX
JHK- u PHK-renukas, koropsie Katanusupyior ATdD-3aBucumoe
pacruieTeHde JBOMHOM LeNu HYKJISMHOBBIX KMCJIOT, BaXKHOE ISl
OCHOBHBIX KJIETOUHBIX MPOLIECCOB, BKJIIOYAs PEIUIMKALIMIO U peria-
pauuio IHK, tpanckpunuuio PHK u Tpancnsimio 6enkoB. benok,
KomupyeMblii TeHoM BLM, Haubojiee OJM30K K TIOACEMEHCTBY
RECQ- renukas. O6HapyxeHo, uro MyTauusi Q548X B rene BLM
CBsI3aHa ¢ 6-KPaTHBIM YBEJIMYEHUEM PUCKA PA3BUTHUSI paKa MOJIOU-
Hoii xese3bl B Poccuu, benopyccun u YkpauHe, HO €€ posib B 9TH-
onoruu PITK uccnenoBana HepocTaTOuHO.

C LiesIbio TTOMCKa MyTaluii B reHe BLM HaMu TIpoaHaIM3Upo-
BaHO 53 mapHbIx obpasua JJHK, BbineseHHBIX U3 OITyXOJIEBOM TKa-
HU MPOCTAThI U COOTBETCTBYIOILIEH €l HOPMaTbHOU TKAHU HEPOICT-
BEHHBIX OOJIBHBIX C aI€HOKapPLIMHOMOM MPOCTaThl, MPOXKUBAIOLINX
Ha tepputopun Pecriyonuku baiikoproctan. Bee oGcnenoBaHHbIE
ObUTM TanMeHTamMu PecrnyOamMKaHCKON KIMHUYECKON OOJIbHUILIBI
uM. KyBaroBa u kimuuku BI'MY r.Yob1. 3a6op 00pa3iioB TKaHeit
MPOBOAMICS cOTpyAHUKaMU Kadenpsl yposroruu ¢ kypcom UIIO ¢
0100peHMsT ATUYECKOro KoMuTeTa. B nccnemyemoii rpynme 45 uH-
TBUIOB (85%) nmenu HavyaabHble cTaauu 3adbonesanus (I—II cra-
MUK 3JI0Ka4ecTBeHHOro mpouecca no TNM-kimaccudukanmm) u
8 wen. (15%) — noznuue (I11—IV) cranum 3a6osneBanusi. Bo3pact
MalMeHTOB HA MOMEHT MMOCTAHOBKM JMarHo3a BapbupoBai ot 45 10
80 stet. Y Bcex o0cenyeMbIX JTUI 00pasiibl TKAHEH MpecTaTeIbHON
JKeJsie3bl M KPOBU OBLITU TIOTYyYeHbI ¢ UX UH(HOPMUPOBAHHOTO COIIa-
cust. 'eHomuyto JITHK Bbigesnsuiv U3 mapHbix 00pa3iioB TKaHel Me-
TOIIOM TTOCJIEIOBATEIbHON (DEHOIBHO-XTIOPOPOPMHOI IKCTPAKITUH.
Mytauusi Q548X B rene BLM y nauenToB ¢ PITK He oOHapyxXeHa.
Y onnoro nauuenra ¢ PITXK B rene BLM BbisiBieH MOJUMOP(OHbBII
BapuaHT rs28385011 (1,89%), He MpUBOAALIMI K 3aMeHe aMMHO-
KHUCJIOT B OeJike.

Takum o06pazom, il YCTAHOBJIEGHUSI POJM MyTalUili B TeHe
BLM HeoOXomnMbl IaJbHEWIINE UCCIIeNOBAaHUST Ha PacIIMPEHHBIX
rpynnax naiueHToB ¢ PITXK 1 3m0poBbIX MHAMBUOOB.

OpomMaHIuOYISpHOI W KOHEYHOCTEH IMIoreHe3un
curapom, IIIC tun.
IIpooaemsl auddepeHnUANBLHON THATHOCTHKH

Kypbamoe C.A.

AY3 BO «Obaacmmoil KauHuueckutl KOHCYAbMamueHo-0uaeHocmuye-
ckutl yenmp», e.Boponeyc, na. Jlenuna 5A
Kurbatov80@list.ru

OpoMaHAMOYJISIPHOM M KOHEYHOCTE TUIOTeHEe3Uil CUHIPOM
(OKTC, OMIM%103300) — aT0 rpyria KpaiiHe peikux 3adosieBa-
HUI1, BKIIOYAIOLIMX COUYETaHUSI BPOXKAEHHBIX MabhopMalnii s3bI-
Ka ¥ KOHEYHOCTe, B OOJBLIMHCTBE CITy4aeB BO3HUKAIOIMX CIIOpa-
nuuecku. Kinmmanyeckue npossienuss OKI'C umeroT mmpokue Ba-
pualuu ¢ nepekpbiBaoIMMucs GeHotunamu. Dtuojorus OKI'C
He M3BECTHA, OJHAKO TPEIoJaraloT HeCKOJIbKO BO3MOXHBIX TPH-
YUH BPOXAEHHBIX Maab(OpMaldii: BHyTPUYTPOOHYIO AU3PYOILINIO
COCYIIOB, TepaTOr€HHOE BO3AEWCTBUE (AJTUTEIbHASI TMIEPTEPMUs,
MOHU3UPYIOLIee U3TyuyeHHe, JIEKapCTBEHHbIE CPEACTBA U Ap.) U He
WCKITI0OYeHA HACJIEICTBEHHAS 3TUONOTHS. [ yIpolleH!s TUarHo-
CTUKM OOJIBIIOrO CIUCKa MaibpopMauuil s3bplka U KOHEUYHOCTE
(CUHIPOMOB THUIIOTJIOCCUM-TUTIONAKTUINY, arIOCCUM-aNaKTUINN,
XaHxapTa, aMHMOTMUYECKUX TepeTsskek, Méouyca, [Ibepa PoouHa
u ap.) Xosn npemioxuia B 1971 r. knaccudukaiuio, ods3aTteTbHO
BKJTIOYAIOLIYIO TMITOIJIOCCHIO C JISJIEHUEM Ha 5 MOArPYIII MO CTerne-
HUM TIOpaXeHWs KOHeuHocTeil. OmHako maxe Takasi TOApoOHas
Kkiaccudukalys, B OTACAbHBIX CIy4yasix, He MO3BOJISIET ONpPeNeuTh
(enorunmueckue rpanuibl OKIC.

[Mpexacrapisiio cayyaii S-eTHei 1eBOUYKKM OT 3M0POBBIX POIUTE-
JIel, He COCTOSIIIUX B OJM3KOPOACTBEHHOM Opake, OT HOPMaJbHO
npoTeKaBliell 0epeMeHHOCTH U poioB. Bo BpeMst 6epeMeHHOCTH He
3aUKCUPOBAH MPUEM JIEKAPCTBEHHBIX MPEIapaTtoB ¢ TepaTOreH-
HBIM 3(P(hHEeKTOM, HO He UCKII0UeHa BO3MOXHOCTh MPUEMa aJIKOTO-
JISl BO Bpemsi OepeMeHHOCTH. B ceMbe OTCYTCTBYIOT BPOXKIEHHbIE
aHOMAJIMM Pa3BUTHS y POJICTBEHHUKOB M cTaplieil cecTpbl. Macca
W IJIMHA Teja Npy poxnaeHur Huskue — 1700 r u 48 cm. B xiuHu-
4ecKoil KapTuHe: HU3Kuii poct (96 cm) u Bec (12 KT), Mukpoleda-
sust (46CM), YMCTBEHHast OTCTAIOCTD, ajlajiusl, Tuiarnouedanus, ri-
MOTJIOCCHSI, aHKWJIOTJIOCCHUSI M CPEIMHHAsI pacllie/iMHa TBEPAOro U
MSTKOro Heba (COCTOSIHUE MOocje ONepaTHBHON KOppeKLuu), He-
MPaBUIbHBII TIPUKYC C HOPMaJIbHO C(HOPMHUPOBAHHBIMU 3y0aMu,
OJIMTOJAKTU/IMS MAJIbLIEB KUCTEH M CTOM, TUIOCKUI Mpoduiib, KO-
poTKasl 1uesi, y3Kasi BepXHsisi ry0a, HU3KOMOCAXEHHbIE POTUPOBAH-
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HbI€ K331 YIIHbIe PAKOBUHBI, SMUKAHT C IBYX CTOPOH, HOPMallb-
HOE MOTOPHOE pa3BUTHE. XpPOMOCOMHBIN Habop — 46,XX.

IMo xmaccudukanuu Xojaa MpeACTaBICHHBIM Clydail MOXHO
otHectu K IIIC Tumy OKI'C. B noctymnHoii iutepaType, couyeTaHue
OKI'C IIIC tuma ¢ yMCTBEHHOI OTCTaJIOCThIO, HU3KUM POCTOM U
MuKpoledanueir paHee He ObUIM OMMCAHBI, YTO IMO3BOJISIET pac-
CMaTpMBaTh HACTOsIIIEE KIMHUYECKOe HAabII0IeHUe KaK coueTaHue
OKI'C IIIC tuma ¢ ankoroibHOi 3MOproderonaTuei.

Hacnencrsennbie CHHAPOMBI, BKIIOYAIOIIHE
naToJIOrui0 OpraHoB peﬂpo,[lyKTl/lBHOﬁ CHUCTEMBI

Kypuao JI.D.1, Andpeeea M.B.1, Copoxuna T.M.1,
IHluaeiixo JI.B.1, Xaam C.III.1, Yepuvix B.5.,
Jlemuroea H.C.?, Kozroea C.H.°

I @I'BY «Meoduko-eenemuueckuil nayunoiii yenmp» PAMH,

Mockea, Mockeopeuve, 1

kurilo@med-gen.ru

2 @I'BY «MHHH neduampuu u demcxoii xupypeuu Munzdpaséa Poccuu»
3 Poccuiickas meduyunckan akademus nocae0uniomHo2o 06paszoeanus
(PMAIIO).

l'enetnyeckast marojiorusi opraHoB mnosoBoit cuctembl (OI1C)
3aHMMAIOT TPEThE MECTO B CTPYKType 3a00JeBaeMOCTH YeJIOBeKa.
IIpoBenéH aHaIM3 YacTOTHI U TUIA TeHeTHuecKoi nmatojoruu OI1C
y 10 133 naumeHToB (MyXUMHbI, XEHIIMHbI U AETH), pa3paboTaHbl
MPOTOKOJIBI MEAUKO-TeHETHUECKOro oocaenoBanust. [1poBeneHo 532
LIMTOTEHETUYECKMX MCCISIOBAHUS XPOMOCOM MALIMEHTOB IO JIMM-
ouuram kposu. Yactota HOCUTENBLCTBA XPOMOCOMHBIX abeppariuii
(XA) cocrapisieT 0kosio 9% (4TO COBMAmaeT ¢ JaHHBIMU JINTEPATYPbI)
y MalKMEHTOB C HEOCTATOYHOCTbIO (hopMUpPOBaHUS U/ WK DYHKIIM-
onupoBanust OIIC. U3 ux umciaa 72% COCTaBISIOT YMCIOBBIE XA,
B OCHOBHOM — Y MYXXUnH — cuHapom Knaitndensrepa — 47, XXV,
y keHwH — cuHapoM lllepemesckoro—TepHepa. Hocurenun
CTPYKTYpHBIX XA cocTaBsiioT 28% ot obitiero uncia XA. OHu Tipesi-
CTaBJieHbl B OCHOBHOM POOEPTCOHOBCKUMHM WJIM PELUTPOKHBIMU
TpaHcIoKausiMu (62% OT 00ILero Yucia CTpyKTypHBIX XA) akpo-
meHTpruaeckux xpomocom (13, 14, 15), tpurmounueit (mo 18 u 21
XpoMocoMe). Y MyXXUnH-HocuTesnel XA MpoBea¢H aHaIN3 KOppeJsi-
MM MEXIy TUIOM XA W XapaKTepHCTUKaMU CIIepMaToreHesa.
VY 2,5% obcnenoBaHHbBIX BBISIBICHO MHTEPCEKCYaTbHOE COCTOSTHUE,
CBSI3aHHOE C TeHHBIMU MyTalMsIMU ((DOPMBI CUHAPOMA TECTUKYJISIP-
HOU (heMUHU3ALNUN W BPOXAEHHOMN NUCHOYHKIIMU KOPBI HAAIOUyey-
HUKOB). Y 4,4% My>XuuH ¢ OECIJIONUEM BbISIBJIEHbI YACThIe MYTallMK
reHa CFTR. Y 15% myxuuH ¢ azoocniepmueii u'y 8—10% — c onuro-
300CHepMUeil orpeiesieHbl MUKPOeTeuu B JJoKyce AZF XpoMoco-
MbI Y. Y 19 My>XunH 1 MaJTbuuKOB BbIsiBIeH cuHapom e ns Llamen-
ns. LluToreHeTMYeCKUid aHaJIM3 TaMeT TMO3BOJSIET BbISIBUThH €llE
B 4—5% ciyyaeB HEpacXOXIEHHE XPOMOCOM B raMeTax, 4To, KakK W
onpenenéHHble (HOPMbI MATONOTMU YJIBTPACTPYKTYP CHEPMATO30M-
JIOB, TaKXKe MPUBOAAT K MyxXcKoMmy Oecrutoauio. M3 455 Hacnexact-
BeHHbIX cuHapomoB (HC), onucanubix B PykoBonctse Kosnosoii
Hemukosoii (2007), B 121 HC (27%) Bctpeyaercst matonorust OTIC.
B kimmHnueckoit kaptune 56 HC u3 455 (12%) onHUM U3 CUMITTOMOB
co croponbsl OINIC aBnsgercst kpunropxusMm; B 23 HC ormeuena ru-
nocnanust (5%); B 18 HC (4%) — couetaHue KpUNTOpPXU3Ma C M-
nocriaaueit; B 41 HC (9%) ormedeHO HapylleHUe pa3BUTHSI TOHAIL.
Ha npakTuke, 3HaunTenbHyio yacth caydaeB BITP OITC ymyckator u
BIIP peructpupyioT Juillb MpU BbIIBIEHUM HapylIeHUs] QyHKIMU
OI1C (c nepuoza MojgoBOro CO3peBaHusl).

MoJieKyasipHO-TeHeTHYeCKasl THArHOCTHKA
X-cuemnieHHou aapeHoJeiikoaucTpodun
Y POCCHIACKHX MALHEHTOB

Kypxuna M.B.1, Pydenckas I.E.1, Muxaiiroea C.B.2,
Maaaxoea B.A.!, 3axapoea E.IF0.1

I @I'BY «Meduko-eenemuueckuii Hayunoiii yenmp» PAMH,
Mockea, ya., Mockeopeuve, 0. 1, 115478
kurkina_marina87@mail.ru

2 @I'BY Poccuiickas demckas kaunuueckas boasnuya, Mockea

Anpenoneiikoguctpodpusi (ALD, X-ALD, OMIM 300100) —
rporpeccupylolliee HeipoiereHepaTUBHOE 3aboJieBaHUE, XapakTe-
pusylolieecss KIMHUYECKUM monuMopdusmMomM. MyTtaumu B TeHe
ABCDI npusonsit k quchyHkunu ALD Genka, KOTOpbIii TpUuHUMaeT
yuactue B pacuierieHnu HacbieHHbIX OJILI2KK B mepoxkcucomax.
ABCDI kapTupoBaH B TEpMHUHAJIBHOM CETMEHTE IUIMHHOTO Tuleya
XxpomocoMbl X, Jokyc Xq28. I'en ABCDI xonupyeT TpaHCMeMOpaH-
HbIl 6etok ALDP, KOTOpbIii OTHOCUTCST K CyIepceMeiicTBY TpaHC-
MeMOpaHHBIX OENKOB-TPAHCIIOPTEPOB, XapaKTepU3YIOLIUXCsS Halu-
yuem AT®-cBs3biBatoleil KacceTbl. bruoxnMuyeckasr muarHocTuKa
X-ALD ocHoBana Ha omnpeaeiaeHun koHueHTpauuu OJLKK u mx
cootHotenuit: C26, C26/C24 u C26/C22. B naGopaTopuu Hacjes-
CcTBEeHHBIX Oose3Helt oomena Beniects PI'BY «MI'HL» PAMH ana-
rHo3 X-ALD 6b11 BepuduiMpoBaH OMOXMMUYECKUMU U/WJIN MOJIe-
KYJISIpPHO-TEHETUUeCKMMU MeTofaMu B 119 HepoacTBeHHON cembe.
CyMMapHO 0bUI0 00c1enoBaHo 143 GObHBIX MYXCKOTO ToJia ¢ Ma-
Hudecramueit X-ALD B Bo3pacte ot 3—36 seT. COOTHOILIEHUE BbI-
sBJIeHHBIX (eHoTumoB cnenytoee: JLL AJIJT — 115 (67,8%), HOL1
Al — 16 (11,2%), AMH — 18 (16,1%), UHH — 5 (3,5%), BC
A — 2 (1,4%). Takxe oOcienoBaHbl 24 KIMHUYECKH 3I0POBBIX
POACTBEHHUKOB MYXCKOTO 1oJia ¥ 70 3OPOBBIX XKEHIIMH: MaTepeit 1
NPYTUX POACTBEHHUI], — HECOMHEHHBIX MJIM BO3MOXKHBIX T€TePO3H-
TOTHBIX HOCUTEJIbHUILL. B 67 ceMbsix MCIOJIb30BaHbl 002 BUaA Jabo-
paToOpHOI JAUATHOCTUKU, B 46 — TOJBKO Groxummyeckasi. CriekTp
mytaiuii mpu X-ALD otinvaercst 60blinM pazHoobpasueM. B 67
ceMbe BBISIBICHO 60 MyTaluii, U3 KOTOPBIX 32 ObUIM 3aperuCTPUPO-
BaHbI paHee, 28 oOHapyXeHbl BriepBble. Y 142 malMeHTOB MyTalluu
OBUIM B TEMU3UTOTHOM COCTOSIHUM, Y OJHOTO TaIlMeHTa MYXCKOTO
1oJia MyTalus Oblia B TeTepO3UTOTHOM cocTosiHuu. [1pu nccnenosa-
HUU KapuoTurna y npobdanaa 0but noarsepxkaéH cunapom Knaiinde-
nbTepa. B mureparype He ObLIO paHee ONMMCaHO MOJAOOHBIX CIIyJaeB.

MoJekyasipHO-reHeTHYeCKHe MpeIuKTOPbI
3¢ deKTUBHOCTH Tepanuu 0OJbHBIX
XPOHMYECKUM MHEJOUIHbIM JIEHK030M

Jaepos A.B.12, Aduaveepeesa I.11.1, Cmupnuxuna C.A.1,
Yeavumesa E.JO.5, Illyxoe 0.4.3,
Typxuna A.I'3, Kyyee C.H.1?

I @edepanvoe 2ocydapcmeentoe Grodxcemuoe Hayumoe yupexcoerue
«Meduko-eenemuueckuii Hayunwii yewmp» Poccuiickoil akademuu me-
duyunckux Hayk, Mockea
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2 JTocydapcmeentoe 000icemuoe o0pazoeamenshoe yupedvucoenie 6ol-
cuteeo npogeccuoHanbHoeo obpazoeanus «Poccutickuil HayuoHabHbill
uccaedosamensckuil meduyurckui ynueepcumem um. H. 1. ITupocosa»
Munucmepcmea 30pasooxpanenus Poccutickou Pedepayuu, Mockea
3 @edepanvioe 20cydapcmeentioe Gro0xcemmoe yupescoerue
«lemamonoeuneckuii Hayunoii yenmp» Munucmepcmea 30pasooxpa-
nenus Poccutickoi @edepayuu, Mocksa

XpoHMUECKUT MUETOUAHBbIA Jeiiko3 (XMJI) — pacmpo-
CcTpaHEHHOE OHKOIeMaToJI0rnYeckoe 3a00jieBaHKe, BOZHUKAIOIIEe
B pe3yJIbTaTe TPAHCIOKALIMKM B CTBOJIOBOI KPOBETBOPHOM KJIETKE.
Crnusitnue aByx xpomocoMm — t(9;22)(q34;q11.2) — dopmupyet xu-
MepHbIii TeH BCR-ABL, oGnanaioiuii HecrelnbUIecKoi TUPO-
3WHKWHA3HOW aKTUBHOCTHIO. [IpumMensiembie 6onee 10 et nHrM-
outopsl Tupo3uHKkuHa3 (MTK) nmo3Bosuin 100UThCS 3HAUUTENb-
HBIX YCIIEXOB B KOHTpoJMpoBaHnU M u3nedeHun XMJI. OmHako,
10 pa3HbIM OlieHKaM, oT 10 10 25% mnalreHTOB OTBEYAIOT Ha Tepa-
muio UTK HeymnoBieTBOPUTEIbHO, pa3BUBasi TaK Ha3bIBAEMYIO
nepBUYHYI0 pe3ucTteHTHOCcTh K U TK.

Lenb paboThl — METOAOM TOJHOZK30MHOTO aHAINM3a BbISIBUTh
MOTEHIIMAIbHBIE TPOTHOCTUYECKUE MOJICKYJISIPHO-TEHETUUECKIE
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MapKepbl TIyOMHBI OTBeTa omyxoju Ha Tepanuio MUTK. [Ins atoro
OBbLUTA OTOOPAHBI 4 Yell. ¢ ONTUMAIBbHBIM OTBeTOM Ha Tepanuio MTK
u 4 yen. — ¢ Heynaueit Tepanuu. DpHOEKTUBHOCTD TepaIriy ONpe/e-
JISIU Yepe3 6 Mec. JIeUeHUs: YCTOMYMBOCTD K Tepanun — BCR-ABL
>1% OT HavyaJIbHOTO YPOBHSI IKCIPECCUM XMMEPHOTO I'eHa W/Uu
HUTOreHeTHYecKuii otBeT >10% meradas, conepxanmx Ph-xpomo-
COMY, a ONTUMAJbHBIA OTBET Ha Tepanuio mpu BCR-ABL <1% u
HUTOreHeTHYecKuid oTBeT 0%. DK30MHOE CEKBEHUPOBAHME TPOBE-
JIM ¢ UCTOJb30BaHMEM Habopa Ulsl o0OoralleHUsT 9K30Ma U 000py-
noanust lon PGM (LifeTechnologies) B cooTBeTcTBUYM C peKOMEH-
JALMSIMKA TIPOM3BOAUTEIISI.

AHaJIU3 MOJYYEHHBIX JAHHBIX BBISIBUJI OJHOHYKJICOTUIHBIX Ba-
puantoB B 11 renax (ANKRD35, FCRL3, ATP7B, IGHV4-31,
ANPEP, DNAH9, CCDCI165, LRP2, FANCD2, KLB, MAGECI)
B TPYIIE NalMEeHTOB, JOCTUTLIUX ONTUMAIbHOIO OTBETa, U B 3 re-
Hax (MORN2, TMX4, PTCRA) B rpyTire NaiMeHTOB ¢ Heynauei Te-
panuu.

OOHapyXeHHbIE BAPUAHTbI MOTYT SIBJSTHCS TEHETHUECKUMU
Mapképamu ahdektruBHocTy Tepanuu UTK npu XMJI.

Honynaunonﬂo-reneTmecme ACIIEKThI
PacupoCTPAHEHHOCTH 3200JI€BAHMIA
CepAeYHO-COCYAUCTOM CUCTEMbl Y KOPEHHBIX HAPOAOB
IOra 3anaanoii Cnoupn

Jasepawuna M.b., Yavanoea M.B.,
Txopenxo b.A., Jlpyscunun B.I.

OI'BOY BIIO Kemeposckuii eocydapemeenibili yHueepcumen
Poccus, . Kemeposo, ya. Kpacnas, 6
Lmb2001@nail.ru

CTpyKTypa U ypoBeHb pacrpoCTpaHEHHOCTH 3a00JIeBaHUIA cep-
JIEYHO-COCYAMCTOM CHUCTEMBbl CPEIM PA3IMUYHBIX TPYII HAcCeJIeHUs
HMMeeT TEPPUTOPUANIbHYIO, BO3PACTHYIO M THUYECKYIO CIIEUBUKY.
OO0cykIalTcst pe3yabTaThl MCCIEAOBaHUS PaclpOCTPaHEHHOCTH
apTepuaibHOU rurepToHuu (Al) ¥ UileMUYecKoil 00JIe3H cepaia
(MBC) B 1OKaJNILHBIX MOMYJSILUSAX KOPEHHBIX MAJIOYMCIEHHBIX Ha-
POIOB — HIOPLIEB U TEJIEYTOB, C MApa/LIeIbHbIM aHATM30M XapaKTe-
pa pacrnpeneneHust noauMopdHbIX BapuaHToB reHoB ACE (1/D),
VEGF (G634C), PPARGCla (Gly482Ser), PPARGC1b (Ala203Pro).
O0cenoBaHUEM OXBau€Hbl MECTa KOMIIAKTHOTO PAcCeIeHUs! LIop-
1eB U TeJeyToB Ha rore 3amanHoii Cubupun — B KemepoBcKkoil 00-
nactu (tabnuua). lenotunuposana JJHK 327 yen.

AHaIU3 TaHHBIX O(PUIMATBHON MEIUIIMHCKOW CTATUCTUKU —
TabIMIL 3200J1€BaeMOCTH B JICHUCTBYIOLICH penakiuy MexmyHapo-
HOI CTaTUCTUYECKO# Kiaccudukaiuu 6oie3Heil U mpoodsieM, CBsi-
3aHHBIX cO 310poBbeM (MKB-10) — BBISIBWI CTATUCTUYECKM 3HA-
ynMble pasnuuus pacrnpoctpanéHHoctu Al u MUBC, kak mipu cpaB-
HEHUU BYX 9THUYECKUX IPYIII, TAK U B 3aBUCUMOCTHU OT reorpacdu-
YECKOTO TMOJIOKEHHUST JIOKATBbHBIX MOTMYJISIIKI (ILOPIIBI).

Yacrora 3a6oneBaemMoctn AI' 1 UBC B momyisimusix mopues u
TeJIeyTOB

3a6o- Mpynna
ns:g- Wopup TeneyTsi
TawTaronsCknii p-H | MexXxaypeyeHCcKuin p-H EEHOBCSKVIVI
1 @ p-H (%)
Al 2 1,3 29,91 +
23,81 £ 9,29 46,94 + 5,04 4)43?
BC 4,76 + 4,65 24,49 x 4,341 11,21+
3,05
MpumeyaHve. BepxHuii Npasblil UHAEKC NOKa3blBaeT CTAaTUCTUYECKU
3HauMMble pasnuuus (kputepuii CteloneHTa, P<0,05) Mexay rpynnamu

HccnenoBaHue reHETUUECKOM CTPYKTYPBI JIOKATBHBIX TIOMYJIsI-
LM 1IOPLEB U TEJEYTOB IO BbIllie 0003HAYEHHON TeHETHUUYECKOM
MaHeJn TMPOJEeMOHCTPUPOBATIO CBOEOOpa3ue TeHETUUECKOTO IMpo-
unst uccenoBaHHbIX rpyr. Tak, cpeau mopleB TalTaroJbcKoro

p-Ha pocroepHo vatie (0,708, P>0,05) peructpupoBaics amieib |
no reHy ACE (ALU-nonumopdusm), OKa3bIBaIOLINI MTPOTEKTUB-
HOE JIeMCTBME MO OTHOLIEHUIO K pUCKY pa3BuTus Al

[IpoBenéHHOE Mccaen0BaHKE BBISIBUIO B3aMMOCBSI3b MEXITY Te-
HETUYECKON CTPYKTYpPOM MOMYJSILMI KOPEHHBIX HApONOB M pac-
MPOCTPAHEHHOCTBIO Y HUX psifa 3abosieBaHUI CepIeYHO-COCYI-
CTOI CUCTEMBI.

Hcenedosanue — evinoaneno  npu  noddepycke  epanma  PODOHUH
Nel3-06-98014p u  [Tocyoapcmeennoeo 3adanusi  MurnobpHayku
No2014/64

Acconnanyu reHoB ¢epMeHTOB OMOTpaHChOpMAIHA
KCEHOOHOTHKOB C MPeIpacno0KeHHOCThIO

K ¢opmupoBanmio Aed)eKTOB MEPEeropoaoK cepana
MYJIbTH()AKTOPHAIBLHOTO TeHe3a

Jazapee K.IO., bpaiixo O.II., I'oay6uoe B.H.

Kybanckuu eocyoapcmeentoiili MeOUUUHCKUL YHUGepcumen,
Kpacnodap, ya.Ceduna, 4
lazarev _ku@mail.ru

Bpoxnénnsie mopoku cepana (BITC) B cTpykType BpOXKIEHHBIX
IMOPOKOB Pa3BUTUS 3aHUMAIOT BEIylllee MECTO MPUYMH MHBAJIMIHO-
ct — 27,7% [MunaitueBa JI.W.u coasr., 2008]. YactoTa uzonupo-
BaHHbIX BIIC B Poccuu B cpenHem coctapisiet 3,88—9,2%o0 [AHTO-
HoB O.B. u coasr., 2005; Auapeesa JI.I1. u coasr., 2006; MuHaiiue-
Ba JI.LU. u coasr., 2008], a B KpacHomapckom kpae — 7,96%o. Hau-
OonplIMii yaeabHbIM Bec B cTpyKTrype BIIC cBsizan ¢ medexkramu
MexcokenynoukoBoir (AMXKIT) — 51,8% wu npencepanoii (ATTIT)
16,7% neperoponok cepaua [JlaszapeB K.1O. u coasr., 2011].

IIpoBenéH aHanu3 accoluanuM THoJuMopdu3Ma reHoB (ep-
MeHTOB OuoTpaHchopmanmu kceHoobnorukoB (PBK) ¢ pasButrem
Bpoxa€HHbIX JMKIT u IAIIIT cepaua. OOBEKTOM HUCCIIEIO0OBAHUS
ob getu ¢ JAIMKIT (100 wen.) u ATTIT (45 ven.) uz KpacHomap-
CKOTrO Kpasi, PyCCKOIl HallMOHAJIbHOCTH M Tpyrma KoHTpous (210
3m0poBbIX MHAMBUIOB). [JIHK BhIme s 3 pa3MOpoKeHHOM KPOBU
CTaHIAPTHBIM METOIOM (hEeHOJBbHO-XJIOPOMOPMHOI IKCTpaKIIUU.
lenotunupoBanue monuMopdusmoB reHos DOBK  Val432Leu
CYPIBI, G590A NAT2, C3435T ABCBI, A1075C CYP2C9, T664C
CYP3A44, +6986G/A CYP3AS5 npoBeieHO METOIOM TOJIMMEPa3HOI
HenHoi peakiuu B ammindukatrope CFX96 Bio-rad B pexume pe-
aJIbHOTO BPEMEHHU.

Ilpu ouenke B3aumoneiicTBusi reHoB PBK ObUIM BBISBICHBI
CTaTUCTUYECKN 3HAYMMBbIE acCOIMAIIMYU MMapHBIX COYETAHUIN T'eHO-
TUNOB, U3 HUX mjast JAMKII BbIsIBIEHBI TpU MPOTHOCTUYECKU He-
omaronpusiTHele KomOuHaumu: CYPIBI 432GG x NAT2 590GA,
CYPIBI 432AA x ABCBI 3435TT, CYP344 664TT x CYP3A5
6986AA (OR>1) um omna mnporektuBHass CYP2C9 1075AA x
CYP344 664TC (OR<1); mna AIIIT — omHa MPOrHOCTUYECKU He-
onaronpusitHast: CYPIBI 432GG x NAT2 590GG (OR>1) u onHa
npotekTuBHast kKombuHauusi NAT2 590GG x ABCBI 3435TT
(ORK1).

JlaHHble MapkEphbl Liesiecoo0pa3HO MCIOAb30BaTh MPU paspa-
0OTKEe MOMEIM WHIMBUIYaJbHOTO MPOTHO3MPOBAaHUS pucKa Ghop-
mupoBanus JIMZKIT u IT1I1 B sMOpuroreHe3e 1 BHEAPEHBI IS IIPO-
BeACHUS TIepPCOHMGMUIIMPOBAHHOM MPEKOHLETTIIMOHHOM MpohuIaK-
Tk BITC Kak B ceMbsiX C OTSTOIIEHHBIM aHAMHE30M, TaK U B JIIO-
0011 cymnpyXecKoil mape, MiaHUpyloleid 6epeMEHHOCTD.

AynnoJiornyeckoe 00Cie0Banue aeTei
M TPEeINOCHUIKH ISl CKDHHUHIA HOBOPOXKIEHHBIX
Ha YacTble MyTanud B rene GJB2

Jdasaany M.P.1, Mapxoea T.I.15, Bausney E.A.2,
Yubucoea C.C.53, Iloaaxoe A.B.2, Taeapmiuaadse I'.A.13
! @I'BYH «Poccutickuti Hay4HO-RpaKmu4eckuil yenmp ayouonoeuu u

cayxonpomesuposanusi PMbBA Poccuu», Mockea, 117513, Jlenunckui
np., 123
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BpoxnaéHHasi ABYCTOPOHHSISI CEHCOHEBpaJibHasl TYrOyXOCTh
(CHT) tsxénoit crenenu Betpevaercst ¢ yactotoit 1 Ha 1000 HoBO-
poxXnaEHHBIX. Pe6EHKy ¢ BpoxaéHHoi aByctopoHHeir CHT mist
HOPMaJIbHOTO TICUXOPEUEBOTO Pa3BUTHUSI HEOOXOMUMO PaHHEE BbI-
SIBJICHUE M paHHee Havyalo peabWIMTAllMOHHBIX MEPOIpPUSTHI.
CBOEBpPEeMEHHBIM [UISI MATHOCTUKYU BPOXAEHHON TYTOYXOCTH CUM-
TaeTcsl BO3pacT 3 Mec., [UIsl Hayajla peaOdrInTallii — Bo3pacT 6 Mec.
B Poccuu ¢ 2008 r. BHeApEH yHMBEPCAIbHBIN ayaMOJIOTUYECKUI
CKPUHUHT HOBOPOXIEHHBIX, OCHOBAHHBII Ha PErMCTpallMM OTOA-
kycruueckoii amuccun (OAD) B poanoMe U/Wind B MOJIUKIMHUKE
Ha 4—6-i1 Henesne xu3Hu. [Ipu orcyrctBuu OAD XOTs ObI C OTHOI
CTOPOHBI peOEHOK HaIpaBisieTcsl Ha KOHCYJIbTALMIO Cypaojora u
MOJIHOE ayAMOJIorndeckoe obciienoBaHue B Bo3pacte 3—6 Mec.

B ®I'BYH PHIILL ayauonoruu u ciayXonpoTe3MpOBAHUS TMpU
noarBepxaeHnn apyctopoHHeir CHT y pe6G€HKa 1o pe3yabTaTaM Ioj-
HOTO ay/IMOJIOTMYECKOro 00CIeI0BaHMS U TIPU OTCYTCTBUM CUHIPOMAa-
JIbHBIX TPU3HAKOB MPOBOAUTCS MccienoBanue reHa GJB2 B ®I'BY
«MenuKo-reHeTUUEeCKUiA HaydyHbIi 1IeHTp», r.MockBa. Martepuaiom
IUISL aHAJIM3a CITYyXKUT OyKKAJTbHBIN SIUTENNI peOEHKA.

B pesynbrate reHeTHMueckoro oociemoBaHus 264 miazeHa
¢ aByctopoHHeit HecuHapomanbHoii CHT myramuu B rene GJB2
ObLTH BhIsIBIIEHBI Y 182 (69,0%) neteit, y 171 (64,8%) Gblin BbisiBIIC-
HbI MyTaluu B 00euX XpoMocomax. [Ipnuém y KaxkIoro TpeTbero
pe6énka ¢ GJB2-00yCIOBICHHOI TYTOyXOCThIO B aHaMHe3e ObLIO 2
u Oostee (HaKTOPOB pHCKa MPUOOPeTEHHOM Tyroyxoctu. Y 64% ne-
Teil He ObUIO POJCTBEHHUKOB C HapyllleHUeM ciyxa. TakuMm obpa-
30M, OMMPAsICh JIMILb HA JaHHbIE aHAMHe3a, HACJIeACTBeHHasT TIPH-
pola Tyroyxoctu moria ObITh ynyuieHa. Kpome Toro, B pesynbrate
YHUBEPCAIBHOTO ayIMOJIOTUUECKOTO CKPUHMHIA HOBOPOXIEHHBIX
BBISIBJISIIOTCS. HE BCE JIETU C BPOXKIEHHOM TYTOYXOCTBIO.

[pencraBneHHbIe JTaHHBIE YKA3bIBAIOT HA HEOOXOIMMOCTH TIPO-
BEICHUSI COUETAHHOTO ayIMOJIOTMYECKOro U TeHETUUECKOTO CKPH-
HUHTA.

MoJiekyJIApHO-TeHeTHYECKMIi aAHATN3
nanueHToB ¢ dosie3nbio Ilomne

Japwuna E.A.l, Baiidaxoea I.B.1, Muxaiiroéa C.B.3,
Huxumun C.C.2, ITuuxyp H.C.%, Oavxosun H.B.%,
Cemauxuna A.H.°, Byxuna T.M.1, 3axapoea E.IO.!

I @I'BEHY Meduko-eenemuyeckuil nayunsiii yenmp,

115478, Mockea, ya. Mockeopeuve, 0.1

proskurinaelena 1989@yandex.ru

2 Hayuno-uccaedoéamensckuii uHcmumym ooueti namoaoeuy u namo-
usuonoeuu, Mockea, Poccus

3 @IBY «Poccuiickaa demckasn kaunuweckas borbhuya» Munzopasa
Pocuu, Mockea

4 Llenmp Memaboauueckux 3aboneéanuii, HJICE «OXMATIET>, Ku-
es, Ykpauna

S Obocobnennoe cmpykmyproe nodpazdenenue — HHUKH neduampuu
I'bOY BI1O PHUMY um. H.A. [upoeosa Munzopasa Poccuu, Mockeéa

Bbonesunb IMomne (BIT) — ayrocomHO-peLeccuBHOe 3a00JeBa-
HME, OTHOCSIIIEECS] K TM30COMHBIM 00JIE3HSIM HaKOIUIeHUs! (TJIMKO-
reHo3 tun //). JlaHHoe 3abojieBaHUE OOYCIOBIEHO MYTalUSIMK
CTPYKTypHOTO TeHa GAA, KOOMPYIOLIEro JU30COMHYI0 o-1,4-rio-
ko3unasy. ['eH kapTMpoBaH Ha [UIMHHOM ILieYe XpOMOCOMbI 17,
B Jokyce q25.2-q25.3 u cocroutr u3 20 3k30HOB. DepmeHT
o-1,4-rmoko3unasa (Kuciaas MajibTa3a) y4yacTBYeT B TUAPOJIM3E
ravKoreHa. HemoctaTouHOCTh KMCIOW MajibTasbl BEleT K OTJIOXe-
HUIO HETUJIPOJIM3MPOBAHHOTO TJIMKOTeHa B JIM30COMAX MBILUILL (Cep-
JIEYHOM U CKEJIETHBIX), UTO COMPOBOXKAACTCSI KAPTUHON IMPOTPeCcCu -
pytolLeil MblIeYHON AUCTPOhUHU.

[lpu mpoBefeHMM CeIeKTUBHOIrO cKpuHuHra (1521 marnueHT)
Ha 1IeCTh TM30COMHBIX (pepmeHTOB ¢ Tomolisio MC/MC (Electros-
pray ionization mass spectrometry (ESI-MS/MS)) y 11 yen. 6puto
00HAPYXEHO CHIDKEHHME aKTUBHOCTHU (epMmeTa o-1,4-TIIOKO031Ia3hl
B BBbICYIIEHHBIX nsTHax kposu 0,40 + 0,25 (0,01—0,81), Hopma
1—25 MxM/n/9 (9,1 £ 5,2). [1pu mpoBeaeHUN MOJIEKYISIPHO-TEHE -
TUYECKOro aHanmsa reHa GAA y 11 maiueHTOB AMAarHo3 6o01e3Hb
[lomne ObIT MOOTBEpKAEH: 7 OOJNBHBIX C paHHUM aeOl0TOM U 4
¢ no3aHuM zaedotom. M3 22 ameneit 6bU10 BBISIBIEHO 16 pasiny-
HBIX MYTallMii: TPU MOBTOPSIOIINECS, KOTOPbIE, BO3MOXKHO, SIBJISI-
FOTCSI YACTBIMU JJISI POCCUICKUX MalueHToB — c.-32-13T>G (3/22
ayeneit), ¢.1655T>C (2/22 amneneit) u ¢.307 T>G (2/22 anneneii).
Y ByX mauuMeHTOB ObUIM OOHApyKeHbl MyTallUM B TOMO3UTOTHOM
cocrostHum: ¢.525delT (undantunbHas cdopma) u p.Gly334Ser
(1oBeHWJIbHas1 (popMa), BBISIBAEHHbBIE B CEMbsIX, TI€ POAUTEIN TTPO-
06aHIOB COCTOSUIM B OJIM3KOPOJACTBEHHOM Opake. Y 9 maiueHTOB
ObLM BbIsABIIEHBI elE 14 myTaiuu, 10 U3 KOTOPHIX ONUCaHbI paHee.
Tpu Heonucanubie mytaumu: ¢.2077_2078dupA, c¢.1379 _1380insC-
GA n ¢.1951_1952delGGinsT cBsa3anbl ¢ TskEnoii HopMoii U MH-
dantunbHeiM  HavajgoMm bBII. Taxke ObLT ompeneeH BapuaHT
¢.2799+4A>G, naTOreHHOCTh KOTOPOTO [0Ka3aHa Ha YpPOBHE
kJIHK. JlanHOe mM3MeHeHHEe BBISIBICHO B KOMITAyHI-TE€TEPO3UTOT-
HOM cocTostHuM ¢ myTanueii ¢.743T>C (p.Leu248Pro) n obHapyxe-
HO Y JIByX POIHBIX OpaTheB C MO3IHUM HAaYaJOM U KpaiiHe MSITKOM
dopmoii BIT.

B Haueit rpymnrne nauueHTOB TSIKECTb MPOsIBJIeHUs 3a00JieBa-
HUsI KOPpPEJIMPYET C XapakTepoM MyTauuil B reHe GAA, B CBs3u
¢ yeM aHanu3 reHotuna npu BIT siBiseTcst BaXXHBIM MHCTPYMEHTOM
JUIST TIPOTHO3MPOBAHUS KIIMHUYECKOTO TCUCHUS 3a00JIeBaHUSI.

ApXHUTEKTypa reHOMa ¥ XPOMOCOMHbIE 0OJIe3HH

Jle6edes U.H., Kameesaposa A.A.,
Ckpsaoun H.A., Hazapenxo JIII.

OI'EHY «Hayuno-uccredosamenbckuti UHCMUMYmM MeOUUUHCKOU 2e-
Hemukuy», 2. Tomck
e-mail: igor.lebedev@medgenetics.ru

TpanuumonHas kiaccudukaiysi HacleACTBEHHBIX OoJsie3Hei
Ha XPOMOCOMHBIE, MOHOTEHHbBIE U MOJMTeHHbIE/MHOTO()AKTOPHBIE
C MPOTPECCOM B IMO3HAHUU CTPYKTYPHO-(DYHKIIMOHAIBHOI OpraHu-
3a1[MM TeHOMa YeJIOBeKa TOIOIHSETCs CIIUCKOM HOBBIX T€HETHYe-
CKM JIETEPMUHMPOBAHHBIX 3a00JI€BaHUI, KOTOpbIE MMEIOT OIpe-
NEeNEHHYIO crielndUKY TUITOB MYTallMil, MEXaHU3MOB X BOSHUKHO-
BEHUSI M HACJIENIOBAHUS B PsIIY MOKOJIEHUI U B XOJIe OHTOTeHe3a, a
TakkKe 0COOEHHOCTe KIMHUYECKOTO MPOSIBICHHUSI, YaCTO OTKIIOHSI-
IOLIMXCSl OT 3aKOHOB MEH/IeJIeBCKOi reHeTnku. K kareropum tTakux
0oJie3HEel, CBSI3AHHBIX C HApPYIICHUSIMU apXUTEKTYpbl FTEHOMA, OT-
HOCST 3a00JieBaHUsI, OOYCIOBICHHbIE MU3MEHUMBOCTBIO YKCIa KO-
nuit KpynHeix 6J0koB JITHK (Copy Number Variations); Mmukpome-
JIEMOHHBIE M MUKPOIYTUIMKALIMOHHbBIC CUHAPOMBI, OOYCJIOBJICH-
HbIe CETMEHTHBIMU AYTUIMKALIMSIMU T€HOMA; HACJIENICTBEHHbIE CUH-
NPOMBI, CBSI3aHHBIE C TMHAMUYECKUMU MYTallUsSIMU; OOJIE3HU, BO3-
HUKAIOL1e BCJIEACTBUE MYTAllMil B COMaTUUECKMX KJIeTKaX; JMUTe-
HeThyeckue 3aboseBaHusl, 00YCIOBICHHbIE HAPYLIEHUSIMUA PETYJIsI-
1y QYHKIMM reHoB (0071e3HM TeHOMHOTO MMITPMHTHHTA, XpoMa-
TUHOBbIE 3a0osieBaHMs1). PaciumdpoBka MONEKYISIPHBIX MEXaHU3-
MOB BO3HMKHOBEHMSI HEKOTOPBIX KATEropuil Takux 3aboJieBaHUi
MpuUBeJia K OTKPBITUIO (peHOMEHAa PelMITPOKHOCTU TEHETUYECKUX 1
SMUTEHETUYECKUX MyTalluii (MUKPOAENEIMN U MUKPOAYTUIMKALIMK
OTHMX U TeX X€ XPOMOCOMHBIX PETMOHOB, (hJIAHKMPOBAHHBIX CET-
MEHTHBIMM AYTUIMKALIMSIMM; TOJISIPHbIE U3MEHEHMsI XapakTepa Me-
TumupoBanus JIHK B ToM v M1HOM TeHOMHOM JIOKYCE), TTPOSIBIISI-
fouecs: (GopMUpoBaHMEM TarUIOHEAOCTATOUHOCTU WJIM TarluioM3-
obpiTouyHOCTH. CucTeMaTH3ausl KIIMHUYECKUX 3¢ (eKToB, 00yCI0B-
JICHHBIX PELMITPOKHBIMM M3MEHEHMSIMU J103bl T€HOB, IMO3BOJIMJIA
BBIIEJINTD 4 KaTeropuu (peHOTUTIOB: 3epKaJIbHbIC, TIePEKPbIBAIOLIN -
ecsl, MICHTUUYHbIC U YHMKaJIbHbIE. B MPOBOAMMOM HaMU MOJIEKY-
JIIPHO-LIUTOTEHETUYECKOM CKPUHUHTE TAIMEHTOB ¢ HenuddepeH-
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LMPOBAHHBIMU (HOPMAMKM YMCTBEHHOI OTCTAJIOCTU U 3a[EPXKKOM
Pa3BUTUS C UCIOJIb30BAHUEM MUKPOUUIIOB BBICOKOTO Pa3pereHust
MOKa3aHO, YTO YacToTa KIMHMYECKM 3HAUYMMBIX PELUITPOKHBIX
CNV, accolmmmpoBaHHbBIX C CETMEHTHBIMU AYTUTMKAIIMSIMIA T€HOMA,
nocturaet 10%. Kpome TOoro, HaMu BIEpBbIE OMUCAHbI MALIMEHTh
C PEUMIPOKHBIMU MHUKPOAETICUMSIMU W MUKPOAYTUIMKALIMSIMU
3p26.3, 3arparuBalOLIMMKU eIMHCTBeHHbIE TeH CNTN6, Bo-
BJICYEHHBIE B (pOpMMpPOBaHME aKCOHHBIX B3aMMOACKMCTBUII IpuU
pa3BUTUU IIEHTpaIbHOI HepBHOI cuctembl (Kashevarova et al., Mol
Cytogen. 2014). Jlns ananu3a 3(pheKToB JaHHBIX MyTallMii HA MO-
JIEKYJISIPHOM 1 KJIETOUHOM YPOBHE MOJTYyYeHbI JIMHUU MallUeHT-CIIe-
HUDUIHBIX MHAYLMPOBAHHBIX TIIOPUIIOTEHTHBIX CTBOJOBBIX KJlE-
TOK.

Hccnedosanue PHD

Nel4-15-00772.

6bINOAHEHO  MpU  noddepicKke  epaHma

BoisiBienne U GyHKIMOHAIBHBIA aHAIN3
peryaaropubsix SNPS, cBSI3aHHBIX ¢ pa3BUTHEM
paKa TOJICTOro KuileYHHKa

Jebepdpap6 E.FO.12, Bpeizeasoe JI.0.1, Bpycennos H.H.1,
Jaemepesa A.0.2, Mepkyaosa T.U.1

I Unemumym Humonoeuu u Tenemuxu COPAH,
2. Hosocubupck, np. Jlaspenmoesa, 10

2 TBOY BIIO HIMY Munsdpasa Poccuu,
e.Hosocubupck, Kpacueuii npocn., 52
Leberfarb@mail.ru

B nocsienHue robl B CBSI3M C Pa3BUTHEM BBICOKOIPOU3BOIMTE-
JIHBIX METOJOB CEKBEHUPOBAHUSI HAOMIOOACTCS CTPEMUTENbHbBII
pocT 06BEMa mHpOpMaIK 0 HackllieHHOCcTH reHoMoB SNPs. Hapsi-
Iy C 3TUM, CYIIECTBYeT mmpobieMa Beioopa SNPs, acconnpoBaHHBIX
C KOHKpPETHbIMU 3abosieBaHUsMU. OCOOEHHO 3TO aKTyaJbHO JUIsl
SNPs, pacrnionoxeHHbIX B HeKoaupymoieil yact reHoma (rSNPs).
Llenbio paboThI sABIsIOCH 0OHapyxeHue rSNPs, cBs3aHHBIX ¢ pa3BU-
THEM paKa TOJICTOTO KHILIEYHMKA, BHISIBIEHHBIX HA OCHOBAHMM aHa-
JIM3a TOJIHOTEHOMHBIX TaHHBIX O CKOIUICHMM CAMTOB CBSI3bIBAHMSI
TpaHCKPUITIMOHHBIX (hakTopoB (Bryzgalov et al., 2013).

B pabore ucnosnb3oBaauch aenoHupoBaHHble B SRA-apxuBax
NCBI gannbie 6omee 600 skcnepumeHToB ChIP-seq, RNA-seq,
ChlA-pet ms 6osee yem 40 pas3aTMUHBIX 0OpPaA3IOB OMYXOJEi TOJI-
CTOTO KHIIEYHMKA M KJICTOYHBIX JIMHUU KOJOPEKTaJbHOTO paKa.
Boino BeisiBieHo 38315 monmMopdu3MoB B peryJsiTOpHbBIX 001aCTsIX
reHoMa. [lockonbky SNPs MOryT BIuATH Ha CBSI3bIBAHUE TpPaHC-
KPUIIMOHHBIX (hakTopoB, 6bu10 0TOGpaHo 21 060 SNPs ¢ Bbipa-
JKEHHOI acMMMeTpuell TpeCTaBIeHHOCTH ajjiesieil B Mpeuunmra-
Ttax ChlP-seq. B manpHeiinmii aHanu3 Opaiy BIepBbIe BHISIBICHHBIC
nonumopdusmel, a Takxke SNPs ¢ yactoroii BcTpeuaeMocTu ajuie-
Jieil B OTyXO0JIeBbIX 00pa3iiax, 3HaYUTeTbHO OTJIMYAIOIIEHCS OT Yac-
TOTHI BCTPEYaEMOCTH B momyJisiiuu 1o nanHeiM dbSNP NCBI (6651
SNPs). /115t npoBepKu ageKBaTHOCTU BBIOPAHHBIX MOPOTOB, UCIIO-
JIb3yeMbIX 1151 uaeHTudukauu SNPs, mpoBoamiMn sKkcrepuMeHTa-
JIbHYIO TTPOBepKyY. M3 npeackazaHHbIX MOIUMOPGU3MOB Ha KJIETOY-
HOW JTMHUU KoJiopeKTanbHoi KapurnHoMbl HCT116 Gblin oTcexBe-
HupoBaHbl 16 SNP MeTonoM mipsiMoro cekBeHupoBatus 1o CeHre-
py. [loaTBepkaeHa reTepo3UroTHOCTD 15 13 HuX. [1J1s1 onpemencHust
(yHKIIMOHANbHOM 3HauMMocTH SNPs pacronoXkeHHBIX B MPOMO-
TopHOU o6sact (1 kb), ObIM NpoaHATM3MPOBAHBI JTaHHBIE
RNA-seq 1 0TOOpaHbI TeHBI ¢ ACUMMETPUYHON 3KCIIpecCreil auie-
neit. J1ist monumMopdu3MoB, pacrioNoXeHHbIX B OTAAIEHHBIX 00J1ac-
TsIX MbI ucniojib3oBaiu gaHHble ChIA-PET st BBISIBJICHUSI TCHOB,
Ha 9KCIPECCHI0 KOTOPBIX OHU MOTYT OKa3bIBaTh BiMsHUE. B pesy-
JpTate Obl10 oToOpaHbl 23 SNPS criocoOHbBIX BIMSITH Ha KCIpec-
cuio reHoB. Takum oOpa3oM, MpoAEeMOHCTpUpoBaHa 3Gh(PEKTUB-
HOCTh BBIOPAHHOTO ITOJIXOMA JUIST BHISIBJIEHHS TIOTCHIIMAIBHO pPery-
naTopHBIX SNPs 1 olleHKM MX (hyHKIIMOHATbHON 3HAYMMOCTH.

Paboma evinoanena npu noddepucke epanma POPU Nol15-04-05780 A.

AcnekTbl KJIMHHYECKOro noauMopdusma
HeitipopuopomarTosza I Tuna

Jdedawesa T.A.12, Kunynen A.A.12, Apanacves A.ILi

1 TBEOY BIIO C3IMY um. U.H. Meunuxosa

2 CI16 TKY3 Juaenocmuueckuii yenmp (meouio-zenemu4eckutl)
3 I'BOY BIIO CII6 T'TIMY

Poccus, 194044, Cankm-Ilemepoype, ya. Toboavckas, 5
E-mail: ledashcheva@mail.ru

Heiipodubpomaros 1 tuna (H®1) (Cun.: 6one3up PekimHrxa-
y3ena) (MIM: 162200; MKB-10: Q.85.0) — HaubGosiee yacTast MO-
HOTEHHAasl MAaTOJIOTHsI M3 TPYIIbl 3KTOME30IePMAaTbHBIX AMCILIA-
3uii. XapakTepusyeTcsl ayTOCOMHO-IOMUHAHTHBIM TUIIOM HacJen0-
BaHMSI, BBICOKOM MEHETPAHTHOCTBIO, BAPbUPYIOLIEH SKCIPECCUB-
HOCTBIO MYTaHTHOTO TeHa M BbICOKOIi yactoroit — 1 : 2500—3000
cpeay HOBOPOXAEHHBIX. ['eH NFI KapTupoBaH Ha JUIMHHOM ILIeue
xpomocoMmsl 17 (17q11.2).

Lenb — onpeneauTh YacToTy KIMHUYECKUX MPU3HAKOB U BCTPE-
YaeMOCTb B TMOMY/SILMM KJIACCUYECKOM, HEMOJHON, abOopTUBHOM
dopm HO1 u HeitpodrOpoM BHE CUMIITOMOKOMILIEKCA.

O6cnenoBaHo 729 6o0mbHbIX U3 479 cemeit ¢ HO1. [IuarHos Bbl-
CTABJISUICSI B COOTBETCTBUU C MeXIyHapoaHOM Kiaccudukaimei
(1985) u npumMeHeHHeM KIMHUKO-HEBPOJIOTMYECKUX, JIyYEBbIX, MOJIe-
KYJISIPHO-TEeHETMYECKMX, MHCTPYMEHTAJIbHBIX, JTAOOPATOPHBIX METOIOB.

Benyumu niposiBieHusimu HO1 saBisuinch KOXHble M3MEHe-
Hust (98,2%) B Bune kodeitHbix msiteH (97,1%) M KOXHO-TTOAKOX-
HbIX Heiipodubpom (47,1%). TlaTonorusi KOCTHOW CHCTEMBbl aMa-
rHocTipoBaHa y 96% O0JIbHBIX U ObUla MpeacTaBieHa JedeKTaMu
ckenera (76,5%), 3amep:KKoil pocta U KOCTHOTO Bospacta (65,9%),
M3MEHEHUSIMU B HIKHUX KOHeuHOoCTsIX (9,2%). Takke 3HaYMMBIM
npusHakom H®1 O6biia aucia3us COEAMHUTEIbHONW TKaHKU
(99,4%,): ot BelpaxeHHbIX (23,7%) no ymepeHHbix (75,7%) nposiB-
nenuii. Usmenenust ras (75,2%) npenacraBieHbl MUOTIMEH U aCTUT-
matusmoMm (73,3%), arpocdueii AMCKOB 3pPUTENBHBIX HEPBOB
(11,2%), nepepacnpenencHuem nurMeHTa Ha nepudepun (11,7%),
MeJIaHOLIUTAPHBIMU raMapToMamu panyxku (7,3%), omnyxonsaMu
obact opouThl U Bek (2,8%). [laTonorusi HEPBHOI CUCTEMbI OT-
MeueHa y 36,5% wu BbisiBistiack B Buge BCH (51,6%), 3IIMP
(27,3%), smucunapoma (16,4%), LI (4,8%). C yobiBatoleii yac-
TOTOI HAOIONATNCH 3a00JIeBAHUS CEPAEYHO-COCYIUCTON CUCTEMbI
(27,4%), nouex (21,7%), KKT (15,7%), sHIOKPUHHOI CHCTEMBI
(15,1%), opranos ciyxa (1,6%). Takum oOpa3oM, ¢ YUETOM KOMII-
JiekcHoro obcnenoBanust y 97,9% Oblia IMarHoCTMPOBaHa KJIacCH-
yeckast (hopma HD1, arunuuHbie BapuaHThl coctaBuiu 2,1%.

OTMeueHa BapuabebHOCTb YaCTOThl BCTPEYaeMOCTH KIMHUYE-
ckux cumntoMoB H®1. [MonyyeHHbIe TaHHBIE SIBUTMCH OCHOBAHU-
eM sl pa3pabOTKM OMOJHUTEIbHBIX KPUTEPUEB JUATHOCTUKU
H®1 y npobaHI0B ¥ UX POACTBEHHUKOB.

Cuayyaii paHHero BbIsIBIIEHHSI TPEX MOHOTEHHBIX
3200JIeBaHMii Y OJJHOTO MAIMEHTA C MOMOIIbIO
reHeTHYEeCKOro CKPpUHHHTA «DTHOTeH»

Jumeunosa M.M.'2, Basamosa M.C.1:2, Pocaosa T.A.2,
Keeyauna C.I.?

I TBOY BIIO [epsviii MTMY um. H.M. Ceuenoea,
Mockea, ya. Tpybeyxas, 0.8, cmp.2

2000 <«llenmp eenemuxu u pezenepamueHoli MeOUyUHbl
Huemumyma cmeonosvix kaemok uenoeexa»,

Mockea, ya. Iyoxuna, 0.3, kopn. 1
LitvinovaMM@hsci.ru

CoBpeMeHHasl MeIMIIMHA MaKCUMaJIbHO OPMEHTHUPOBaHA Ha TPO-
(GuIaKkTUKyY 3a00JIeBaHUiA, T.K. IMEHHO paHHee BBISIBJICHHE TIaTOJIOTUI
TO3BOJISIET TIPEIOTBPATUTh €€ TPO3HbIE OCIOXHEHUs. B cBsI3M ¢ aTM
B MEIMIIMHCKOI TeHETHKE BCe OOJIBIIYI0 aKTYaIbHOCTh MPUOOpeTaeT
TeHETUUYECKUIi CKPUHMHT, KaK MHCTPYMEHT PaHHEe MMarHOCTUKU U
CBOEBPEMEHHOI TPOMWIAKTUKM MOHOTEHHBIX Oones3Heil. [list Toro
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YTOOBI TeHEeTHYeCcKas MaHelb objiaaaia MakcuMalbHON 3((MEeKTHBHO-
CTBIO €€ COCTaB JOJKEH ObITh aanTHPOBAH K TEHETUYECKOM crietndu-
Ke mony/siuuu. B ¢Bs3u ¢ HaspeBileil HeobxonuMocTbio MHCTUTYTOM
CTBOJIOBBIX KJIETOK YeJIOBEKa COBMECTHO ¢ MeIMKO-TeHeTUUECKIM Ha-
yyHbIM 1IeHTpoM PAMH 0Obin paspa®otaH TeHeTMYeCcKMii mpoduib
«DTHOTeH», Ky/ia BOIILTK Hanbosiee YacTble MyTaliy B TeHax 60 Makcu-
MaJIbHO PachpOCTpaHEHHBIX Cpeu kuTteieil Pocci MOHOT€HHBIX 3a-
OosneBaHuil. JIas TpoBemeHWS CKPUHMHTA OBbLT BBIOpaH METOHN
JHK-MuKpoMaTpull ¢ UCTIOIBL30BaHUEM TEXHOJIOTUM YAJIMHEHUS OJv-
TOHYKJIEOTUIIOB, TaK HasbiBaecMasl peakuust APEX (anrin. APEX — ar-
rayed primer extension). B 11es10m, o pesyiabrataM npouiakTHIeCcKo-
ro obcnenoBanust 336 yen. B 8,6% ciyyaeB BbISIBIIEH TEHOTHUII, CBU/IE-
TEJILCTBYIOLIMI B MOJI3Y MOCTAHOBKY JMarH03a MOHOTEHHOTO 3ab0sie-
BaHMsI. 51% 00CIenyeMbIX OKa3aJliCh FeTePO3UTOTHBIMU HOCUTENISIMU
oT 1 10 3 MyTaluii B reHax ayTOCOMHO-PELIECCUBHOIM TMAaTOJOTHH.
Huxe cnenyer onvcanue yHUKaJIbHOTO CIIydast COYeTaHUsl cpa-
3y TPEX HACJIECACTBEHHDIX MATOJOTUIA Y OJHOTO MAllMEeHTa, BbISIBICH-
HBIX C TIOMOIIbIO CKPUHUHTA «DTHOreH». [IpoGaHm — neBouKa
5 JeT, poauIach HEJIOHOIIEHHOI Ha CpoKe OepeMeHHOCTH 33 Hele-
qm, ¢ Becom 1200 1, poctom 39 cm. Ponutenn KpoBHOE POACTBO OT-
punalor. [IcMXOMOTOpHOE pa3BUTHE MALMEHTKM [0 BO3PACTY.
C poxneHust obpaiiiana Ha cebsi BHUMaHKUE CYXOCTb KOXHU C LIeJTy-
LIeHWeM B BUE yellyek oesoro 1Beta. C 4 Mec. — IMarHo3 «aTornu-
YEeCKHil IepMaTUT», TPOSIBISIETCS CKIOHHOCTh K a/UIepru4eCKUM
peakuusim. C tpéx et — nopbitneHue ypoHst AJIT u ACT B nipeje-
sax 3N 1 4N cooTBeTCTBEeHHO. B 5 16T — MHeBMOHMSI C THEBMOTO-
pakcoMm. Ha Ouoncum — mopdosornyeckue Mpu3HaKd XpoHUYe-
CKOTO TenaTuTa ¢ MUHUMAJIbHOM MMCTOJIOTUYECKOM aKTUBHOCTBIO U
BbIpakKeHHBIM (pudpo3oM. Hanpasnsitomnii 1uaros: XxpoHu4eckuit
rernaTUT HEYyTOYHEHHOM 3THooruK. B Xoze TecTpoBaHust MO MPo-
rpamme «DTHOreH» B reHe HFE (HaclaeACTBEHHBI reMOXpOMaTo3
1 Tuna) o6HapyxkeHna mytaust His63Asp (¢.187C>G) B roMo3uror-
Hoit opme, B reHe SERPINAI (necomuumt anbda-1-aHTUTpUIICKHA)
— mytanust Glu342Lys B romo3urotHoii ¢popme, B TeHe FL G (BylIb-
rapHbIil UXTUO03) — MyTauus c.2282del4 B rerepo3urotHoii Gopme.
Takum o6pa3oM, y IeBOYKHM BepUPUIIMPOBAHO 3 MOHOTEHHBIX 3a-
0oJsieBaHUSI, YTO MO3BOJIMJIO HE3aMEUIMTEIbHO HA3HAUYUTh eil ad-
(exkTHBHYIO Tepamnuio M pa3paboTaTh KOMILIEKC MpoduIakTuie-
CKMX Mep IO TpeaynpexIeHUIo psiia ocloxkHeHuit. Pomutensam
MpodaHaa pa3bsiCHEHbI PUCKU MMOBTOPHOTO POXICHMSI GOJBHOTO
pebéHka. B Hacrosiiee Bpemsi ceMbsl TOTOBUTCSI K IPOBEACHUIO
MPEUMIUIAHTALIMOHHOW TeHETUYECKOW TMarHOCTUKHU.

Kionanbnasi 3B0JIIOIMS OMYX0JIM MOJIOYHOM 2KeJie3bl
B npoiuecce Heoanmonamnoﬁ XHUMHOTEpaANnuu

Jumesaxos H.B.12, Hopazumosa M.K.1, I[sicanoe M.M.12,
Hesanvroeckasa II.B.1, Caonumcxas E.M.1,
Yepovinuyeea H.B.1?

I Tomexuii HUH onkonoeuu,

Poccus, e. Tomck, nep. Koonepamuenwiii, 5, 634050
2 HHU Tomckuii eocyoapcmeentulii yHugepcumenmn,
Poccus, e.Tomck, np. Jlenuna, 36, 634050

E-mail: nvlitv72@yandex.ru

KitoHanbHBII COCTaB TETEPOTeHHOM OIMYyXOJM MOXET MEHSThCS
TPY BO3ICHCTBUM XMMUOIIPENIapaToB, 00Jiafass MyTareHHbIM 3¢-
(hekToM OHU MOTYT BbI3bIBATh 00pa30BaHKUE CTPYKTYPHBIX M YMCIIO-
BBIX XPOMOCOMHBIX abeppaliuii B ormyxosieBbIx kiretkax [N. Navin et
al., 2011]. I[Tpu momoIX MUKPOMATPUYHOIO aHalu3a ObLIO MPOBeE-
JIEHO MCCIIe0BaHNe KJIOHAIBHOM 2BOJIIOLUKU OMYyXOJIU MOJIOYHOM
JKeJie3bl B Ipoliecce HeoambloBaHTHOM xumuoTepanuu (HAXT).

B uccrenoBanme BKIIOYEHBI 26 GOITBHBIX PAKOM MOJIOUHOM Xelie-
3bl, KOTOpbIM npoBoamin HAXT. DddekruBnocts HAXT oueHnBanu
no kpurepusim BO3 u oueHuBanach S-eTHsisi Ge3ameTactaTuueckast
BbDKMBaeMocTh. JIHK Bbiesasiiv n3 OMOICHITHBIX 00pa31oB OMyXoJie-
BOI TKAHU 10 JICYCHUSI 1 OTEPALIMOHHBIX 00Pa3I0OB 3TUX K€ OOJIbHBIX
nocine HAXT. [Inst uccaenoBaHusl KJIOHAJIBHOM 9BOJTIOIMHY CpaBHUBA-
JIM TEHETUYECKUI JTaHAIIA(T OMyXOJH Mo abeppalysiM YKcia KO

(CNA) kaxmoro maimeHTa jao JiedeHust 1 nocie HAXT. st atoro
npoBonu SNP-array mukpomarpuunbiii aHanmm3 JITHK Ha unmmax Af-
fymetrix (USA) CytoScan™ HD Array.

YcraHoRreHo, uto u3MeHeHne yactotbl CNA B mporiecce XMMHUO-
Teparuy 1 Yucjia MYTAaHTHBIX KJIOHOB MPSIMO KOPPETUPYIOT ¢ 3¢dek-
tuBHOCTHIO HAXT (r = 0,54—0,72, p<0,05). B niporiecce HAXT y 50%
(13/26) GONBHBIX YMEHBIIATIOCH KOJMYECTBO MYTAHTHBIX KJIOHOB
(BIUIOTH 10 TIOJHOM 2MUMMHAUMK: | Cilydail MOJHOM TeHEeTUYeCKOi
perpeccuu omyxoiu), B 19% ciydaes (5/26) xuMuroTeparnusi He OKa3bl-
BaJIO HUKAKOTO BJIMSTHUST HA KOJIMYECTBO MYTAHTHBIX OITYXOJIEBBIX KJIO-
HoB 1 yactoty CNA, HakoHel, y 31% (8/26) naiieHTOB HaOI0IaMCh
ciaydan nosieneHust B npouecce HAXT HOBBIX MYTaHTHBIX KIJIOHOB.
Y Bcex BOCbMU MAIMEHTOB 9TO ObUIM MyTaHTHBIE KJIOHBI, KOTOPBIE CO-
NepKaiy JeJIelIMOHHbIe aHOMAJIVM, a Y TISITU TIAlIMeHTOB TaKXKe TTOSIB-
JISUTUCH KJIOHBI C HOBBIMHU TMPOTSDKEHHBIMU aMIUTM(UKAIIMSMU U Y HUAX
OBLUIO OTMEUEHO Pa3BUTHE TeMaTOTEHHBIX MeTacTasoB (1o Metony Kar-
naHa—Maiiepa, Log-rank test p = 0,0000001, o cpaBHeHUIO C OOJIb-
HBIMU y KOTOPBIX HE TIOSIBJISUIMCH HOBBIC aMIUTM(UKALIIN).

MoxxHO Tmoarath, YT0 MUKPOMAaTPUYHBIE UCCIIEIOBAHUS MOTYT
CcTaThb CIMOCOOOM KOJMYECTBEHHOW M KayeCTBEHHOW OLEHKU (-
dexktuBHOCTH HAXT.

Paboma noodoepucana epanmom PODPU 15-04-03091 u npoepammoi
noegwluieHus KonKypenmocnocoonocmu HU TTY.

(I)apMaxoreHeTmecxoe TECTHUPOBAHUEC
B NMPAKTHUKE KapauoJjora

Jugpuuy I' H., Kox H.B.

Huemumym xumuueckoi buonoeuu u @yHOAMeHMAaNbHOU MEOULUHbI
2. Hosocubupck, 630090 Jlaspenmuesa, §
gl62@mail.ru

[IpumeHeHne HOBBIX TEXHOJIOTHI (hapMaKOTeHETUKHN pacIlupsi-
€T BO3MOXHOCTH COBPEMEHHOI MEIUIIMHBI, TTO3BOJISISI IEPCOHM Y-
LIMPOBAHO MOAXOAMUTH K TAlMEHY.

Ha ocHoBaHMM AaHHBIX, MOJYYEHHBIX HAMM, B XO/I€ yYacTHsl B Ha-
LIMOHAJILHOM MHOTOLICHTPOBOM HcclenoBaHun «Bapdaren» mo cpas-
HeHMIO A(h(EKTUBHOCTY SMIMPUYECKOTO0 U MeHETUYECKOro noadopa
JI03bl HETIPSIMBIX AHTUKOATYJISTHTOB POCCUACKUM MAallMeHTaM, oadop
n03bl BapdapruHa Ha OcHOBaHUM reHoTunupoBanusi VCORCI -1639
G>A, CYP2C9%1/*2/*3 no cpaBHEHUIO CO CTAaHIAPTHBIM AJITOPUTMOM
MPUBOIUT K COKPALIEHUIO CPOKa, TPEOYIOLLErocsl UIsl Moadopa MHIU-
BUIyaJIbHOM 103b1, B cpenHeM Ha 5 aHeit (p = 0,001). eHoTunmposa-
Hue Cyp2C9 n0o3BOJISIET BISIBUTh MALIMEHTOB C BHICOKUM PUCKOM He-
crabmwibHocT MHO Ha npoTstkKeHnH BCero Iiepruoa Teparnuu Bapga-
PMHOM M, KaK CJIEICTBUE, BLICOKMM PUCKOM OC/IoXHeHMit. Tak, y na-
LIEHTOB C HAJIMYMEM «MeIUICHHBIX» ajteneit *2 wim *3 Cyp2C9 unnu-
BUIyaJbHasl €XEOHEBHAss [103a B TedeHHMEe 6 Mec. M3MEHSUIach
50 £+ 18%, a y maumeHTOB ¢ reHoTuroM *1/¥1 — 29 + 16% (p = 0,005).

I'enotunuposanue rs4149056 rena SLCOIB1, no3BOJSIET BbIsI-
BUTH TMALIMEHTOB M3 TPYIIIBI BHICOKOTO pUCKa Pa3BUTHSI CTaWH-WH-
NYLIMPOBAHHOM MMOMATUM, KOTOPHIM HEOOXOAMM TOBBILICHHbIH
KOHTPOJIb Tepanuyi ¥ MMHUMAJIbHbIC TepareBTUUECKHUE TO3UPOBKHU
cratuHoB. HocurenbctBo MuHopHoro amtenst «C», rs4149056 T>C
reHa SLCOIBI siBnsiercst He3aBUCUMBIM (hakTopoM pucka CUM
(Odds_ratio = 4, C.I. = [1,3—12,8], ¥2 = 6,1, p = 0,013).

YcraHoBneHa accouuauust nonumopgnoro Bapuanta CYP2C19%2
¢ U3MeHeHueM arperatinu TpomooitoB ¢ AID mocsie mpuéma Kiomnm-
norpenst. Cpeid MalMeHTOB, YJacTBOBABLUMX B MCCIEIOBAaHWM, ObLia
BbIJIeJIEHa TPYIIa ¢ MapagoKcaJbHbIM OTBETOM Ha Tperiapar, 3aKiIio-
YaBLIMMCSI B TIOBBILLIEHUM arperauuu TpoMoouutoB ¢ AP Ha doHe
npuéma kionuaorpesis. Ha 1aHHbI MOMEHT TPOBOAMTCSI MHOTOLIEHT-
pOBOE MCClIeI0BaHKe, 11e/Ib KOTOPOro — MPOBEPKa TMIOTe3bl O TOM,
yto nouMopdHbIi BapuaHt CYP2C19%2 accoummpoBaH ¢ TPOMOO30M
KOPOHAPHOTO CTEHTa, a TaKXKe ¢ MapagoKCcaTbHbIM JIJAOOPATOPHBIM OT-
BETOM Ha MPUEM KJIOMUIOrpeia.

IIpu  noddepacke Dedepanvrou Ileaesoii  [Ipoepammer  (lockonmpaxm
14.607.21.0066, VHUBEDCANbHbILL udenmugpuxamop npoekma
REMEFI60714X0025).
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Crnektp myTanmii B rene RS7
npu X-clenjeHHOM 0BeHUJIbHOM PeTHHOIIM3KCE
Y POCCHICKHX 0O0JIbHBIX

Jocunoea A.H., Xaebnuxoea O.B., Iloaaxoe A.B.

Dedepanvroe eocydapcmeertoe 6l00)cemnoe Hay4Hoe yupejcoeHue
«Meduko-eenemuueckuii HayuHbill yeHmMp»,

115478, Mockea, ya. Mockeopeuve, 0.1

e-mail: anloginova@mail.ru

X-CILEIIEHHbI  IOBEHWJIbHBI PETMHOILIM3UC —  Pacpo-
cTpaHEHHAas MaKyJIsIpHasl IereHepalysl CeTYaTKU 11a3a Cpeian Myx-
YUH C paHHUM HAyaJloM Pa3BUTHsI, XapaKTepu3ylollascs MoTepei
OCTPOTBI 3PEHUS OT JIETKOM 0 TSKENOW CTEMEeHM TSKECTH U pac-
LETUIEHUEM CJIoeB ceTyaTku. Mytauuu B TeHe RS/ mpuBomsT
K pa3BuTUIO X-CLEIJIEHHOrO IOBEHWIbHOTO peTHHoIIM3uca. ['eH
pacroJjioxkeH Ha xpomocome X B Jiokyce Xp22.13 u cocrout u3 6 3k-
30HOB.

[To naHHBIM JUTEPATYpPHI, omKrcaHo Gosee 190 myrauuii, mpu-
BOMSIINX K pa3BUTHIO 3a00jIeBaHMsI. MUCCEHC MyTalluy COCTaBJIsI-
10T okoso 80%, nenetmu — 13%, nymavkanuun — 3% v BCTaBKU —
1,5%. OcHoBHast 10Jisi MyTalMii OOHApPYXXMBAeTCsl B KOHIIE IeHa
(9K30HBI 4—06), IPEUMYILIECTBEHHO 3TO MUCCEHC-MyTaluu. B 3K30-
Hax |—3 B OCHOBHOM BCTpEYaIOTCSl MyTallUM caiiTa CIUTaliCMHTa 1
NeNCLIMH.

WzyuenHast BeIOOpKa cocTaBuiaa 13 HEPOACTBEHHBIX MYXYUH
C IMarHo30M X-cuenneHHulll H0B8EHUNbHbIL pemuHowu3uc. MyTauu
ObuTH HaiineHsl y 12 yen. [TonoBruHa 0OHAPYKEHHBIX MyTaLIMI TIPH-
XOIMUTCSI HA 9K30H 6 reHa RSI. Bbijio BBISIBIEHO 9 MUCCEHC-MYyTa-
LM, OJIHA JAeJeLus] IePBBIX TPEX HK30HOB, OIHA MYTAllMsl CIUIAi-
CHMHTa 1 ofHa BcTaBKa. Kpome Toro, HaMu 6bUTM 0OHApYXeHBI 4 pa-
Hee He OMMCaHHbIe 3aMEeHBI. B rpyrine 310poBOro KOHTPOJISl, KOTO-
past coctaBuia 150 yes., TaHHbIE BApUaHTbI OOHAPYXKEHBI HE ObLIH.

Peaxuii ciydyaii Mmo3anuHoii ¢opmbl TeTpacoMuun
10 KOPOTKOMY ILiedy XpOMOCOMBI 9

Joxckun JI.A., Kaouposa HU.C., J/lonnuxoe M.IO.,
Tuavnuu H.A., Cuuunaea E.II., Hoeuxosa M.B.,
Heanenxo B.B., FOxcarxoea A.I., 3ybaiidyaauna C.P.,
Koabacun JI.H.

BY XMAO-KOepbi « Okpyaucroii kapouonoeuueckui oucnancep «lLlenmp
duaeHocmuKu u cepoeuno-cocyoucmoi xupypeuu», Meduxo-eenemuye-
ckas Koncynomayus, 2. Cypeym, ya.Jlenuna, 69/1

mgk@okd.ru

IpoGana — manbuuk 10 jieT 6 Mec., ObLI HarpaBJieH Ha KOHCY-
JIbTALIMIO K Bpauy-reHETHKY B CBSI3U C TPYAHOCTHIO B OOYUeHUMU.
Pe6éHok ot | GepeMeHHOCTH, TMpOTeKaBlIeil 6e3 OCOOEHHOCTEN.
Ponbr B 36—37 Henenb. [Mpu poxaenuun Bec 2960 r, nymHa 49 cm,
COCTOSIHME YIOBJIETBOPUTENIbHOE. Pa3BuTue 10 U mocie roga coor-
BETCTBYET BO3pacTHbIM HOopMaM. DazoBast peub ¢ 2,5 jger. Cemeil-
HBIIl aHaMHe3 He oTsroiéH. Ha MoMeHT ocmoTtpa Macca Tena 30 K,
poct 141 cM, acuMMeTpUs TPYIHON KJIETKHU, CKOJIMO3, TIJI0CKOBAIb-
TyCHasi TUTIEPMOOMJILHOCTb BEPXHUMX M HIKHUX cycTaBoB. [1o pesy-
JIbTaTaM KOHCYJIbTallMKM Bpaya-odTajbMoiora: aHrMOMaTHs ceTyar-
K1 oboux ma3. 3akioueHue Bpada-HeBposiora: [locnencrsus re-
puHataiapbHoro nopaxenusi IIHC runepamHaMuuecKuii CMHAPOM,
cuHIpoM neduiiuta BHUMaHus. CUHAPOM BereTaTUBHOM IUChYHK-
uuu. [lo pesynbrataM oOC/iIenoBaHMsI: X0 MO3BOHOUYHBIX apTepuii
B KOCTHOM KaHaJie IIeHBIX T03BOHKOB YMEPEHHO M3BUT — CITpaBa
Ha ypoBHe C3-C4, C4-C5, C5-C6, 3HaUMTeIbHO M3BUT — CJIeBa Ha
ypoBHe C4-C5, C5-C6. YibTpa3ByKOBbIe MPU3HAKU BBIPAXKEHHOI
BEHO3HOI AWCUUPKYISILUM B BepTeOpo-0a3uIsIpHOM OacceiiHe.
[lpy 1MTOreHEeTMYECKOM MCCIeIOBaHUM JTUMGBOIIUTOB Tepudepu-
YecKoi KpOBU BBISIBJIEH KapUOTHIT:
mos47,XY,+mar[15]/46,XY[19]. Mo3an4Hblii BADUAHT COCTOUT U3
NIBYX KJIOHOB: oauH 47,XY C AOMOJHUTEIbHON MapKEPHOI XPOMO-
comoit B 15 kietkax, apyroii ¢ kapuoturnom 46,XY B 19 kieTkax.

ITo pesynbTaTaM MOJEKYJISIPHO-LIUTOIEHETUYECKOTO UCCIIeOBAHMS
(FISH) BBISICHMIIOCH, UTO MapKEpHAs XpOMOCOMa COAECPKUT MaTe-
puag XpoMOCOMbl 9 U SIBISIETCSI M30XPOMOCOMOM IO KOPOTKOMY
TIeqy XPOMOCOMBI 9: 47,XY,+mar/46,XY. ish
47,XY,+i(9)(q10)(wep9+). 3aKkmounuTebHbII AUAarHO3: XpPOMOCOM-
Hasl IaToJIOTHsI, MO3aMIIM3M U3 IBYX KJIOHOB, OJMH C JOTIOJTHUTEb-
HOI Mapk€pHOi1 XxpoMocoMoit B 15 kinetkax u3 34, MapkEpHasi Xpo-
MOCOMa COIEPXKUT MaTepuaa XpOMOCOMBI 9 U SIBJISIETCS U30XPOMO-
COMOI1 10 KOPOTKOMY TUIEUY XpPOMOCOMBI 9.

OcHOBBIBasICh Ha JaHHBIX JuTepaTyphbl (A.Schinzel), mpu maH-
HOM XPOMOCOMHOI1 IMaToJIOTMU B TIO3MHEM ITOIPOCTKOBOM M B3pOC-
JIOM TIEpUONEe CephE3HON MPOOJIEMON MOXET CTaTh KM(OCKOIMO3.
[TpobGaHm HyXmaeTcst B peryIsipHOM HaOTIONCHUH Y CIIEIUATUCTOB.

Bocnasienue pa3inyHOro reHesa
U TeHbl ceMeiicTBa MHTepJeiKuHAa- 1

Jlowxosea E.B.1, Kondpamveea E.H.12, Tapacenxo H.B.3,
Tauh A.U.4, Auxuna I.H.1, Cmenanenxo H.IL.5,
Tanpunoameuau E.I.1, Poincaxosa H.A.1, Tepenmvesa A.A.L,
Bazanoea T.B.5, Acexpemoea T.B.%, Tpembau A.B.*

I TBOY BIIO Cu6I'MY Munsdpasa Poccuu, Tomck

2 @IBHY MTHII, Mockea

3 OIBHY «<HHUUMT», Tomck

4 TBOY BII0O Ky6I'MY Munsopasa Poccuu, Tomck

S Quauan THUUKu® OIBY Cu6@HKL ®MBA Poccuu
6 OTAY3 «/lemckas 6oavruya Nel», Tomck

Lenb ucciaenoBaHus: MPOBEIEHUE AaCCOLMATHBHOTO IMOMCKA
MeXJy mosuMopdu3MaMi T€HOB CeMeNCTBa UHTepJIeKiHa — 1 u
Pa3JIMYHBIMK MOJIEJISIMUA BOCTIAJICHUs Y IeTEH.

O06cnenoBaHo 866 neteit. MUKpoGHast MOIEIb BOCITAJIEHHS: MY-
koBucuuno3 (82 ped€Hka) m nuenoHedbpur (99 nereii). Ayroum-
MyHHasl MOIENb BOCIajJeHUs: caxapHblii mmaber 1 tuma (154
pe6énka), uenuakus (99 pereit), ayrouMMyHHbIN TUpeouanT (119
neteit). Metaboamueckass MoIeIb BocnajieHus: oxupernne (112 me-
Teit) u octeornopo3 (131 pe6éHok). JInmmbonponudepaTuBHass Mo-
nenb — 70 meteil ¢ OHKOTeMaTOJIOTMYECKUMM 3a00JIeBAHUSIMMU.
['pynna cpaBHeHust — 243 yel.

[Toxazanbl accouuanuu amiens A2 u reHotuna A2A2 noiu-
MopdHoro mapképa VNTR rena /L/RN ¢ XpOHUYECKUM TTHUENO-
Heppurom ((atenp A2 OR = 1,84 (95% CI. 1,10—3,09;
x2 = 5,540; p = 0,019), renorun A2A2 OR = 3,05 (95% CI:
1,20—7,98; %2 = 5,760; p = 0,016)), MmykoBucLMAO30M ((aIIETD
A2 OR = 1,73 (95% CI: 1,05—2,86; %2 = 4,680; p = 0,003), reno-
tan A2A2 OR = 2,13 (95% CI: 1,14—4,01; x2 = 5,730;
p = 0,016)), HelTpOIIEHUYECKOI JTUXOpaaKoil Ha (GoHe Jeiiko3a
((amnens A2 OR = 2,26 (95% CI: 1,31—3,92; %2 = 9,040;
p = 0,003), renorunn A2A2 OR = 3,01 (95% CI: 1,48—6,16;
x2=9,910; p = 0,002)). [lna ob1uieit MOTEN MUKPOOGHOTO BOCHA-
JieHus (mueaoHedpuT, MyKOBUCIMI03 U HEUTpOIIeHNYecKast JIh-
XopajaKa) yCTaHOBJEHaA accouMauusi ¢ reHoTUnoM A2A2 monu-
mopbusma [LIRN*VNTR(OR = 1,85 (95% CI: 1,18—2 89;
x2 = 4,390; p = 0,036).

Pacnpenenenue noanmopdusma

TeHOB IIyTaTHOH-S-TpaHcdepas M1, T1,
1 X CBSI3b C HAPYIIEHHEM PENnpOAYKIUN

y KopeHnoro Hacejnenusi I'opnoii Ilopuu

Jysuna D.A., Jlopomusosa A.B.,
3axapenkoé B.B., Iyaseea O.H., Kaszuykasa A.C.

OIBHY  «Hayuno-uccaedosamensckuii - UHCMUMYm KOMHACKCHbIX
npobaem eueueHsl U nPopeccuoHanbHuix 3a001e6aHUL>

2. Hoeokysneuk, ya. Kymysosea 23

luzina45@mail.ru
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[MpobGaema wM3ydeHHUsT MOJEKYJISIPHO-TEHETUUYECKUX MEeXaHM3-
MOB TPEAPACIIONIOKEHHOCTH WM YCTOMYMBOCTU K Pa3IMUHBIM 3a-
00JIeBaHUSIM C YYETOM STHOMOMYJISILIMOHHON crieln(pUKH SIBISIETCS
aKTyaJIbHOW B COBPEMEHHOW MeIUIIMHE.

Pabora nocasiilieHa Uccie0BaHUIO aCCOLUALINI «HYJIEBBIX» Ie-
notunoB GSTM1 0/0, GSTT1 0/0 u ux coueTaHuii c HeBbIHAILIMBA-
HUeM 0epeMEHHOCTH Y KEHIIUH KOPEHHO! (IIIOPCKOi1) HallMOHAIb-
HocTU. Marepuas Jjisi HACTOSILLETO UCCIeNoBaHUsl cOOpaH B XoJe
KOMIUIEKCHBIX ~ T€HETMKO-3IMUAEMHUOJIOTUUECKUX  OKCIEAMLIMIA
I'bOY AITO «<HTNYB» M3 P® (r.Hosoky3neuk), ®I'BHY «<HUN
KITCC3» (r.Kemeposo) u ®I'BHY «HWUW KIITTI3» (r.HoBoky3-
Heuk) B 2010—2013 rr. B paitonax ['opHoii LLlopuu Kemeposckoii
obnactu. O6pasusl JIHK BbigeneHbl M3 BEHO3HOW KPOBU METOIOM
deHon-xnopodopMHON  IKCTpakUUK. [leNelMOHHBIN TOIUMOp-
¢usm reHoB GSTM1 v GSTTI nccnenoBanu metonom I1LP B pea-
JILHOM BpEMEHU C WCIOJIb30BaHUEM HabopoB peareHToB OO0
«Cu6IHK». YncaeHHOCTb BHIOOPKU KEHIIMH C HEBbIHAIIMBAHUEM
OepeMeHHOCTH (CPOK TecTaluu a0 22 Heueb) coctaBuia 80 ver.,
0e3 OTSATOLIEHHOTO aKyllepckoro aHamHe3a — 94 yen. B xauectBe
KOHTPOJIS pPACCMATPUBAJICS TaKKe MOMYISIIMOHHBII yPOBEHb Yac-
Tothl Bctpeyaemoctd GSTMI1 0/0 u GSTT1 0/0 cpenn KopeHHOTroO
u npunioro HaceixeHus: FopHoit Llopun.

BoisiBniena cniennduka B pacrpefeseHuy 4acToT MOJTMMOpo-
HBIX BApUAHTOB T€HOB MCCIIENYEMbIX JIOKYCOB Y MOHTOJIOMIHOTO U
€BPOINEOUIHOTO HaceldeHHus. YacToThl «HYJEeBBIX» T'€HOTHUIIOB
y HIOpLEB 3HAYUTENLHO HUXKE, YeM Y MPUIIOTO €BPONEOUIHOTO
Hacenenus: GSTMI1 0/0 y wopueB — 0,220, pycckux — 0,446,
x2 =547, p = 0,19; GSTT1 0/0 — 0,269 u 0,413, x2 = 1,78,
p = 0,18. AHanu3 accounanuii reHeTUIECKUX MapKEPOB C HEBbIHA-
IIMBaHKEM OEPEeMEHHOCTH IMOKa3aJl OJHOHAIMPABJICHHYIO TEH/EH-
1IMI0 YBEIMUYEHUST YaCTOThI «HYsIeBoro» reHotuna GSTM1 0/0 u ero
couetanusi ¢ GSTT1 0/0 y xxeniun ¢ HB, kak KopeHHO#1 HallMOHAa-
JILHOCTM — ILIOPOK, TaK U KEHIIUH eBPOIEeCKOro MpOUCXOXKIe-
HUSI, YTO MOXET CBUAETEJIbCTBOBATH O BO3MOXHOM YYaCTUHU 3THX
CHCTEM B HapyLICHUM PETPOLYKIINU.

CoxHble TPAHCJIOKALUHN, NPUBOJSIIME K HETHIUYHOM
MOp(OJIOTHH MPOU3BOJAHOI XPOMOCOMBI 22,
NPy XPOHHYECKOM MHEJI0JIeiKo3e

Jykvanoea A.C.1, 3omoea E.B.1, Banvxo H.C.1,
JImumpenxo HU.B.?, ®edopenxo B.I'2,
Muwmapuna X.A.3, Ilenvroecka-Ipeas B.#

L' TY «Mucmumym namonoeuu Kpoeu u mpancy3uoHHot MeouyuHbl
HAMH Ykpaunwr», J/lbos

2 TV «Hayuonanvhoul nayunvii uyewmp paouayuoHHOU MeOuyUHbL
HAMH Ykpaunor», Kuee

3 Hayuonanvnoui meduyunckuii ynusepcumem um. A.A. Boeomoavya,
Kues

4 Onxonoeuueckuii yenmp — Huemumym um. M. Crxaodoeckoii-Kiopu,
Bapwasa

anna.myshka@gmail.com

Tpancnokauus t(9;22)(q34;ql1), unu dunanenspuiickas (Ph)
XpOMOCOMa,  SIBJIsIeTCsl  CreU(bUIEeCKUM  IIUTOTEeHETUYECKUM
MapkEpoM Ul XpoHMuyeckoro Mmuesnosneiiko3a (XMJI). CormacHo
JMAHHBIM JIUTepaTypbl, pubausuTenbHo B 10—15% ciydyaeB oHa
MOXeT (hOPMUPOBATHCS MYTEM CIOXKHBIX TPAHCIOKALIMIA C BOBJIEYE-
HHMEM JIOTIOJIHUTEIbHBIX XPOMOCOM, YTO TPUBOAMT K HETUITMYHOU
MopdosIoruK ieprBaTa XpoMOcoMbl 9 6e3 u3mMeHeHus Mopdoioruu
JiepuBaTa XpoMOCOMBI 22, a TakXKe pasIeeHHI0 BTOPOTO CMeElaH-
Horo curHana (reH ABL/BCR) B FISH-uccienoBanuu. B paGote
MPeACTaBICHBI 3 CIydasi CIIOKHBIX TPAHCJIOKALIWiA, BCICACTBUE KO-
Topbix Mopdosorust der(22)t(9;22;V) omimyanach OT TpaaulMOH-
HOI Ph-XxpoMoCOMBI.

AtunnuHast Ph-xpomocoma Obl1a oOHapykeHa y 3 OOJBHBIX
XMIJI. Bo Bcex ciydasix MccienoBaHUe MPOBOAMIOCH B MOMEHT
nuarHocTuku. Mcnonb3oBanuch Mmetoasl G-banding u FISH ¢ day-
opeciieHTHbIM 30H10M BCR/ABLDCDF. Bo Beex ciyyasix BMecTo

TunuaHoi s t(9;22)(q34;q11) yKopoueHHOI MPOU3BOIHOM XpO-
MOCOMBI 220bUT OOHapyKeH MapKEp, MPEArOJ0XUTEIHLHO COCTOS-
LU U3 XPOMOCOMBI 22 ¢ TOMOJHUTEIbHBIM MaTepUaIoM Ha JUTMH-
HoMm mieve. FISH-uccnenoBanue mokasano Haauuue TUTTMYHOTO
Habopa curHajoB (nBa cmewaHHbix BCR/ABL w ABL/BCR, onun
KpacHbIit ABLw onuH 3enenblii BCR). ComocTaBiieHrE pe3yIbTaToB
kapuotunuposanus u FISH nokaszano Hanimuue G0JIbHBIX CJIOKHBIX
TpaHciokauuit  t(9;22;5)(q34;q11;q31), t(9;22;6)(q34;q11;p22) u
1(9;22;9)(q34;q11;q22). Bo3MOXHO, MEXaHM3M TPaHCJIOKALIMI ObLIT
JIBYX2TaITHbIM: CcHavasa dopmuposanach TUTTUYHAST
1(9;22)(q34;q11), nocne yero B MEPBbIX ABYX CJydasiX MPOUCXOAUIT
00MEH MaTepraJoM MeXIy MPOMU3BOIHON XPOMOCOMBI 22 U MapT-
HEPCKOW XpPOMOCOMOM (B OIMUCAHHBIX CIIy4asix XpOMOCOMBI 5 U 6).
B TpetbeM ciyuae, BEpOSITHO, Ha BTOPOM 3Tarie TPOU30LIEN MOoce-
JIOBaTeJIbHBIM B3aMMHBIE OOMEH MaTepuaJoM MeXIy IepuBaTOM
XPOMOCOMBI 9, BTOPOIi KOMUEH XPOMOCOMBI 9 1 IepUBaTOM XPOMO-
coMbl 22.0nucaHHbIe Clly4al MOTYT CIYXWUTh MJUTIOCTpallMeil mo-
BBIILIEHHOW TEHETUUYECKOW HeCcTaOMIbHOCTH Ph-TO3UTHMBHBIX Kile-
ToK nipu XMJI, a TakKe reTeporeHHOCTU MeXaHU3MOB 00pa30BaHMsI
CJIOXHBIX TpaHCIoKaluid. OQHAKO Ul OLIEHKM WX MPOrHOCTUYE-
CKOTO 3HaYeHUsI TpeOyeTCst OoJIblee KOJUYECTBO CIIyyaeB v JTUTe-
JIbHOE HabJIIoeHe 32 OOJbHBIMMU.

Knunuvecknii cirydyaii HaMonaTuieckoil reMoJlaKkpun

Jykvanoea T.B., Jlucuuenko O.B., Bacuavkosa H.IO.,
Mamaw H.A., Meavnux H.A., ITodocunosa O.B.

I'BY3 Hoeocubupckoti oonacmu «llenmp naanuposanus cemvu u pe-
npoodykuuu»

Meouko-eenemuueckas KoHCyr1bmayus

e.Hoeocubupck, ya. Cmanucaaeckoeo, 24

luktat@mail.ru

T'emonakpusi (BblielieHUE KPOBU BMECTE CO ClIe3aMM, «KpOBa-
BbIE CJIe3bl») — Upe3BbIYAilHO penkas matosnorus. Yacrora e€ pac-
npoctpaHéHHocT! He mpeBbimaeT 1:1000000. B moctymHoit Memm-
IIMHCKOM JTMTepaType HEAOCTaTOUYHO WH(MOPMAIIMK, OTTMCAHBI ey~
HUYHBIE Clyyau 3a00JieBaHMsI.

B Menvko-reHeTHuecKyl0 KoHCy/bTanuio r.HoBocuGupcka 00-
patuiiach ceMbsl, Y 1ouepH, 14 jiet, nepuoauyeck OTMEYaroTcst Kpo-
BSIHMCTbIE BBIIEJICHUSI M3 TJIa3, BIICPBbIC MOSIBUBLLIUECS B BO3pacTe
12 niet, npoBoLIMpyeMbIe CTpeccaMu, a TakxkKe 1 0e3 sIBHOM MPUUMHBI.
Jpyrue tpoBouupyloline (Hakropbl, MepeHecéHHble B aHaMHE3e
KOHBIOHKTUBUTBI, TPaBMbI, HEOJAronpusiTHbIE YCJIOBUSI OKPYKalo-
1Iel cpebl OTpULAloTCs. B TeueHre MHS KPOBSIHUCTBIE BbLICICHMUS
MOTYT BO3HUKHYTb HECKOJIBKO pa3, MaToJOTrMsl HOCUT IBYCTOPOHHUIA
XapakTep, MPEeIIIeCTBYIOT OLIYIICHUsT X KEHUsI B TJlazax, CBETOOO-
s13Hb. [IpUCTYIT TreMoJIaKpUM COIPOBOXIAETCSI TOJIOBHOI OO0JIbIO,
TOLIHOTO#, PBOTOI. [JIUTENILHOCTh KPOBOTEUEHMSI Pa3iMyHa, BO3-
MOXHa 10 | yaca, pa3jMyHa 4acToTa MOBTOPEHMSI, BbIICIECHUS Mpe-
KpallalTcs CaMOIIPOM3BONIBHO. B 13,5 j1eT mosBMIMCh HOCOBBIE U
yILIHbIE KpoBOTeueHUsl. PEOEHOK aKTUBHO 3aHMMAETCsl CIIOPTOM, BO
BpEMsI 3aHSATHI CIIOPTOM TOIOOHbIE SIBICHUST HE BO3HUKAIIH.

[Tpu ocMOTpe y I€BOYKM OTMEUEHBI TeMOPPAru4ecKue KOpOuKu
Ha KOXe HVDKHEeTo BeKa U B 00J1aCTH yIIHOM pakoBUHBI. OKpyXkalo-
1IYe I71a3 TKaHW He M3MEHEHBI.

C MoMeHTa MaHU(beCTallMK KPOBOTEUEHHUSI U3 IJ1a3 peOEHOK 00-
CJIeIOBaH TeMaToJIOroM, OTOJIAPUHTOJIOrOM, O(MTaIbMOJIOIOM, He-
OTHOKPAaTHO TMPOKOHCYJBTUPOBaHa Helpoxupyprom. [lpoBeneHo
OOLIeKIIMHIYECKOe 00cienoBanne, BuimoaHeHbl MPT rojoBHOro
Mo3ra, yJbTpa3ByKoBas jomnrieporpadusi, yIbTpa3ByKOBOe HCCIie-
NOBaHUe OPIOIIHOM MOJIOCTU. B TMHAMKKe UCKITIOUEHbI HEOTUIACTH -
YeCKHe MPOLECCHI.

B HacTosiiee Bpemsi pe3yabTaThl MPOBEAEHHOTO 00CIe10BaHMST
HE TIO3BOJWIM OOHAPYKUTh KOHKPETHYIO MPUYMHY TeMOJIAKpUH,
TMO3TOMY COCTOSIHME PACLIEHEHO KaK MIMOMAaTUYeCKOoe. YUUThIBask
BO3MOXHOCTb TTOSIBJICHUSI TEMOJAaKPUM B KayeCTBE IPEIIIeCTBEH-
HUKa COMATUYECKOro 3aboyieBaHUsI, peOEHOK OyaeT HaXOAUThCS
1O/l TMHAMWYECKUM HaOJII0CHUEM.
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BropuyHblii MUeJOAMCIIACTHYECKHIT CHHAPOM
Y HAaNMEeHTKH ¢ MHOKECTBEHHON MHEI0MOM
(ciryyaii U3 NPaKTHKH)

Jywunun A.C., Qscensn B.A.

OI'BYH «Kupoeckuii HHUHU eemamonoeuu u neperusanus Kkposu
DPMbA»

610027, e.Kupos, ya. Kpacnoapmeiickas, 72

glivec@mail.ru

Muenoaucmnactuyeckuit  cuHapom  (MJIC),  cBsi3aHHBIIt
C TIPEIIIECTBYIOLIMM JieueHUeM (XMMUO- 1 JIy4eBO# Teparueit), si-
JISIETCSl PEAKUM OCJIOKHEHHeM. B To ke Bpemsi MosiBjieHue BTOPUY-
HOTO KJIOHAJILHOTO 3a00JieBaHKsI KOCTHOTO MO3ra BeleT K ObICTPO-
MY COKPALIEHUIO MPOAOKUTENLHOCTH XM3HU OOJBbHBIX BCJIECT-
BM€ PE3MCTEHTHOCTH K Tepamuu MHAyKUUU. Puck dbopmupoBaHus
BTOPUYHOTO KJIOHAJILHOTO 3a60sieBaHust Tpy MM MoXeT ObITb CBSI-
3aH C JUIMTEJbHON XUMUOTepanueil alKWINpyIOIMMI areHTaMu.

[MTaunentka M., 49 ner, HabMOMATACh C AMATHO30M MHOXECT-
BeHHOI1 Muesiomsbl, 1A cranus, IgGk-Bapuant. luarno3 MHOXecCT-
BEHHOI Muesobl yctaHoBWIM B 1997 1. BonpHas nmonyuyuna 10 kyp-
COB XMMMOTEpAIMK 10 cxeMe MesdanaH ¢ MpeIHU30J0HOM (Cpel-
Hsis1 KypcoBasi 103a Mmendanana coctaBuia 300 mr). Beiia moctur-
HyTa yactuyHasi pemuccus. B 2004 r. B cBsi3u ¢ mporpeccupoBaHu-
eM 3a00J1eBaHMsI TTPOBEIEHO 5 KYPCOB XMMHUOTepaIruu mo cxeme M2
(VBMCP). B 2006 t. mo TeM ke MOKa3aHUSIM MpoBeiU 3 Kypca
VMP. OnHako sneyeHre 6bU10 OTMEHEHO M3-32 BICOKON TOKCUYHO-
ctu. B pesynbrarte Tepamuu TojydyeHa 4YacTUYHAS PEMUCCHS.
C mapra no utojb 2008 r. 6oabHas moayuuia 4 Kypca XuMUOTepa-
nuu 1o cxeme M2 ¢ koHconuaupyioleil uesnblo. CyMMapHasi 103a
MeJcdanaHa 3a BeCh Mepuo JedeHus: coctaBuia 4674 mr.

[Tpu obcnenoBanuu naeHTKy B dhespasie 2008 . B 00IIMX aHa-
JIM3aX KPOBM C MHTEpBaJOM | Mecsil oOHapy:KeHbl eMUHUYHBbIE He-
i depeHIIMPOBaHHbBIE OIaCTHBIC KIETKU B KojmyecTse ot 1 1o 3%,
HaOII0IaIM MTPOrPecCUpoBaHUE aHEMUHU 0 TSDKEIOM CTereHn (reMo-
I00MH 66 1/71). B MuenorpaMmMe oTMEYEeHO yBEITUUYECHHME KOTMYECTBA
MuUeno061acToB 110 3,7%, MOSIBUINCH IPU3HAKK TUCTUIA3UK SPUTPOUI-
HOTO POCTKa (MErajio0JIaCTOMIHOCTh) M MUEJIOMIHOTO POCTKa (Mak-
podOpMbl MUEJIOMIHBIX 27eMeHTOB). [Ipy aHaIM3e KapuoTuma Kie-
TOK KOCTHOTO MO3ra JIMarHOCTUPOBATIM MHOXKECTBEHHbIE KJIOHATbHBIE
Hapyiwenust. Kapuorum: 46, XX, -7, -12, -16, -20, -20, +r, +marl,
+mar2, +mar3, +mar4. /IluarHocTUpoBaH BTOPUYHBII MUETOIMCILIA-
cruueckuii cuHapoM (BapuaHT PAMB-1 no xnaccudukauuu BO3),
CBSI3aHHBII C MPEIIIECTBYIOLIEH Tepanueii aTKuIMPyIOLIMMK areHTa-
mu. [lpoBoouiioch JieueHWe MajbIMU 103aMHU LIMTO3apa M 3aMeCTH-
TeJbHasl TeMoTpaHcdy3uoHHasi Tepanus. bosbHasi ymeprna uepes
9 MecsILeB Tepanuu OT MHMEKIIMOHHBIX OCTOXHEHUIA.

MyTauuoOHHbI CKPHHHUHT OCHOBHBIX KAHIMIATHBIX
TeHOB MPA OOKOBOM aMHOTPO(HIECKOM CKJIepo3e

Jlvicoeopckasn E.B.*, Abpamvivesa H.IO.,
Mopo3 A.A., Hasapuowrxun C.H.

DI'BHY «Hayunoii yenmp Heeposocuu»
125367, Mockea, Boarokonramckoe ui., 80
* kutakovaev@gmail.com

BbokoBoii amuorpoduyeckuii ckiaepod (BAC) siBasercss npeu-
MYILECTBEHHO CIOPainYeCKUM HelpojiereHepaTuBHBIM 3a00JieBa-
HMEeM, HO a 5—10% nauueHTOB UMEIOT MOJIOKMUTEbHBINA CEMENHBII
aHamHe3. B cemeitHbIx ciyvasix passutue BAC cBs3aHO ¢ MyTalusi-
MU B OJIHOM U3 22 ONMMCAHHBIX K HACTOSIILIEMY BPEMEHU TeHeThYe-
CKUX JIOKYCOB.

B rpynne u3 199 nanueHTOB cO criopaagnyeckoii U 9 manrueHToB
¢ cemeitHoit (hopmamu BAC ObLIO MPOBEICHO KOMIUIEKCHOE KITW-
HMKO-TEHETHUYECKE MCCIIeIOBaHME: CEKBEHUPOBAHUE KOAMPYIOLIEi
obnactu reHa SOD1, 6-ro sk30Ha reHa TARDBP (Haubonee MyTH-
PYIOILETro), eAMHCTBEHHOTO 9K30Ha reHa ANG, a Takxke McCileaoBa-
HME YacTOThl TaHAEMHbIX TpUHYKIeoTUAHbIX (CAG)n MmoBTOPOB

B reHe ATXN2. AHanu3 HYKJICOTUAHBIX TIOCIEI0BATEIbHOCTEM TPO-
BOIWIM Ha KaMWUISIPHOM reHeTmuyeckoM aHanmsatope ABI Prism
3130 ¢ nmomomibio mporpammHoro obecrneueHuss Data Collection
Software Bepcum v3.0, Sequencing Analysis Software Bepcuu v5.2 u
SeqScape Software Bepcun v2.5.

BrisiBieno 11 reTepo3uroTHbIX MyTauuii B reHe SOD1y 14 He-
poacTBeHHBIX manueHToB ¢ BAC, B ToM uuncie 8§ MyTauuii B KOau-
pyroleit 06JacTi reHa ¥ 3 MyTallii B HEKOAMPYIOIIMX 00J1acTsIX re-
Ha. Kogupyrouiux mytaiuii B rene 7TARDBP BbIsIBIEHO He ObLI0, HO
y 79 (38%) naimeHToB ObUIa OOHapyxkeHa aeienus c.715-126delG
(rs3835416), B ToM umcie y 72 MallMEHTOB B F€TEPO3UIOTHOM U Y 7
— B TOMO3UTOTHOM COCTOSTHUU (B KOHTpoJie — 26,6%, OLI 1,7, 1N
1,11—2,57; p = 0,013). BpisiBAIeHBI 2 TreTepO3UTrOTHbIE MYTALIMU
B TeHe ANG y 3 HEepOACTBEHHBIX NMALIMEHTOB CO CIIOPAIMYCCKUM
BAC. Takum 06pa3om, yacToTa MyTaluii mpu criopaauueckom bAC
cocraBuia 1,5%. [lpu ananuse rena ATXN2 «1pe1sKCaHCHsS» TaH-
neMHbIX CAG-TIOBTOPOB BCTpEYaIoch ¢ 4acToToil 5% cpenu maiu-
eHTOB co criopagnueckum BAC u B 1,7% ciydaeB B rpyrire KOHTPO-
as (n = 353). [lpu ananuze OL maHc pa3BuTHs 3a0o0JeBaHUs
y Hocureneit «rmpemakcrnancu» CAG ysenmuuBaics 1o 3,36 (AU
1,1—10,4, 2 = 4,98, p = 0,026).

BbisiBJIeHHBIE 4aCTOTBI MyTallMii B U3YyUYEHHBIX TeHAX OTPaXaloT
0COOEHHOCTh poccuiickoil BbIOOpKM mauueHToB ¢ BAC, KoTopyio
HeoO0XonMMO yuuThiBaTh Ipu mnposeaeHun JHK-tectupoBanus.
B ciyuae cemeitnoro BAC 00JbIIMHCTBO HacaemyeMbIX (hopM 3a00-
JIEBaHUS CBSI3aHO C TIOBpeXXaeHus MU TeHa SOD [, yactoTa MyTaruit
B KoTOpoM coctaBuia 50% B obcienoBaHHbIX ciyyasix BAC. Bapua-
0eJIbHOCTh CUMIITOMATUKY CEMEMHBIX U criopagudeckux opm BAC
He MO3BOoJIsIeT C(hOpMyIMPOBATh YETKME PEKOMEHIALUU 110 0TOOpY
KaHAMIATHBIX TEHOB [UISI TTOMCKA MyTalldii B 3aBUCUMOCTH OT (DeHO-
TUMa, MPU 3TOM OOOCHOBaHA HEOOXOAMMOCTb MEPBOOYEPEIHOTO
ckpuHuHra SODI v nipoueaypbl MEAUKO-TEHETUYECKOTO KOHCYJIb-
TUPOBAaHUSI Y KPOBHBIX POACTBEHHMKOB 00bHBIX BAC mpu Hau-
YUU CEMEHOTO aHaMHEe3a.

Kinnnuyeckas xapakTepucTHKAa NAEHTOB
¢ 00J1e3HbI0 ['€HTHHITOHA, NMPOKMUBAIOIIAX
B Pecny6smke Bamkoprocran

Maexucanoe P.B., Caiigpysauna E.B.

THOY BIIO «Bawkupckuii 2ocydapcmeeHriblil MeOUYUHCKUL YHUBED-
cumemy»,

450000, 2.Y¢ha, ya. Jlenuna, 3

mcjanoff@yandex.ru

B Bamkoprocrane npoxusatot 4,07 muH yen. KopeHHoe Hace-
nenue Pecry6amku — Galikupbl, YUCIEHHOCTh KOTOPBIX COCTABJIS -
eT, 1o gaHHbM repernucu 2010 r., 1,17 man ven. (28,79%). HauGo-
Jiee MHOTOUMCJICHHBIMU TPEACTABUTEISIMU JAPYTUX HALIMOHATbHO-
creit siBnsitotest pycekue (35,19%) u tarapot (24,78%).

ITo naHHBIM HALIMOHAJIBHOTO ABTOMATU3UPOBAHHOTO I'eHETHYE-
ckoro peructpa «bonesnp ['enTuHTTOHAa» Ha 1 sTHBaps 2015 rona Ha
JUCITAHCEPHOM HAOJIIOAEHUN B MEIMKO-TEHETHYECKON KOHCY/IbTa-
muy HaxomsaTcs 152 6onbHBIX BIT, 24 obnuratHeIX HocuTenei, 157
BEpOSITHBIX HOocUTeNell u3 147 cemeit, Takxke B 0a3e JaHHBIX COIEP-
xurcss  uHbopmaims o 78  ymepwmx OosnbHbIX.  Pacripo-
crpanéHHocTh BI' B Pecny6nuke Bamikoprocran coctaBuia 3,7 Ha
100 000 HaceneHus.

Y GonblIMHCTBA MAallMEHTOB HAOIONANach Kjiaccuueckasl I'-
nepKuHeTn4eckast popma 3abosieBaHus. B IByX ceMbsiX: TaTapcKoii
M PYCCKOM 3THUYECKOM MPUHAIE)KHOCTU OTMEUYEHbI TMOBTOPHBIE
cJIyyau FOBEHWJIBHOI (hopMbl O0sIe3HU. B HECKOIBKUX CeMBbsIX, Ya-
e OaIIKUPCKON 3THUYECKOM MPUHAAICXKHOCTH, HAPSIAY C TUIEp-
KWHETUYECKUMU (popMamu 3a00JieBaHUS OTMEYAIUCh CIydyau aKu-
HETUKO-pUTUAHON (popMbl 0one3Hu. IIpu aTom BodpacT MaHupe-
craiuu 3abosieBaHMsl y TALMEHTOB BapbupoBas oT 29 no 32 Jer, a
komnuectBo CAG-moBTOopoB B reHe [7-15 cocraBuno 43—47.
OTYETIMBOTO pPA3TUUMsl MEXIY OOJBHBIMU Pa3HBIX ITHUUYECKUX
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TPYII MO BO3pacTy Havajaa Gose3Hu He BbisiBieHO (39,8 + 10,2;
39,5 £9,2; 35,9 + 11,6, p>0,02).

Takum obOpa3oM, KIMHUYeCKMil moaumopdusm bI' nmeer mpe-
HMMYIIECTBEHHO BHYTPUCEMEMHBI U MEXITHUYECKUIA XapakTep.

ITommmopdu3m reHa XUTOTPUO3UIA3bl Y€JIOBEKA
(CHITI) B paMKax u3y4eHHs SIBJICHUS
JOJITOKATEIbCTBA B AOXa3nH

Maxapos C.B.1, Kapaneman M.K.1,
Keexeeckupu K.b.2, Cnuyvin B.A.1

I @I'BHY «Meduko-eenemuueckuil HayMHblii yenmp»,

Mockea, ya. Mockeopeuve, 1; e-mail: ecolab@med-gen.ru

2 Abxasckuii 2ocydapemeennuiii yrusepcumem; locyoapcmeenioe yu-
pescoenue Uncmumym skonoeuu AH Abxazuu, e.Cyxym

M3yueHure GMOXMMHUUECKUX MEXaHU3MOB CTapeHus, (GakTopoB
U 3a00JIeBaHMI, BIMSIOUIMX HA MPOAOJIKUTEIBHOCTD KU3HU, TIPU-
00peTaloT Bce OOJIBIIYIO aKTYaTbHOCTD B CBSI3U C HIMPOKUM ITPUME-
HEHUEM MOJIEKY/ISIPHO-TEHETUYECKUX METOIOB M Pa3BUTUEM Mep-
COHAJIbHOW TeHOMUKH. BoJibilioe Ynciio nccaenoBaHuii mocaeaHero
BPEMEHU HarpaB/ieHbl Ha BbISBJICHUE F€HETUYECKUX MTOJTUMOPQU3-
MOB, OJIATOTIPUSITCBYIOIINX 10JroieThio. Oco60ro BHUMaHUS 3a-
CITY>KMBAIOT (DaKTOPBI, UMEIOILAE OTHOLIEHNE K PA3BUTHUIO CEepley-
HO-COCYIUCTBIX, OHKOJOTMYECKUX M WH(MEKIIMOHHBIX 3abojeBa-
HMii. OIHUM M3 HUX SIBJISIETCS TeH XUTOTPUO3MIA3bl YeoBEKa
(CHITI), xomgupytonuii OMHOUMEHHBIN (DEpPMEHT ¢ XUTUHOIUTIYIC-
CKOM aKTMBHOCTBIO W TMpe/ronaraeMoil GyHKIMei 3alMThl OT X1-
TUH-cOepXallux mnatoreHoB. [Ipu oOcaenoBaHUU CpeIu3eMHO-
Mopckoro HacesneHuss Malaguarnera L. ¢ coaBropamu [2010] 6bi1a
3aMeueHa TOBBIIIeHAast 4acToTa BcTpeuaeMmoctu retepo3urotr CHIT]
y IOJITOXMTENe 0 CPAaBHEHUIO ¢ KOHTPOJIbHON IPYIIION.

C 1e/blo U3YyYEeHMsI 3TOTO SIBJIEHHMSI BBIOOPKY M3 79 TOXKWMIIBIX
nmoaeit Bo3pactoM ot 75 mo 101 roma (cpemnuii — 81 rom), IpoXKu-
BaloIIMX B AOXa3uu, Mbl TEHOTUITUPOBAIN IO 24-T1.H.-TIOJUMOP-
¢usmy B 10 s3x30He rena CHIT1. Kontposnb npencrasisiia 97 abxa-
30B U3 TOi Xe Momyyasuun Bodpacra ot 15 no 33 ner (cpeaHuit —
18,5 ner). YacToThl TeHOTUIIOB B BHIOOPKE IMOXKMIBIX a0Xa30B pac-
MpeneuiInch cienytommm obpasom: TT = 0,54, TH = 041,
HH = 0,05, B xontpone: TT = 0,71; TH = 0,25; HH = 0,04. CpaB-
HEHME 4acTOT reTepO3UTOT B BBIOOPKAX ITOKa3ajo, yto BapuantT TH
JIOCTOBEPHO yallle BCTpPeYaeTcss B BBIOOPKE TMOXMIBIX JIIOACH
2 =47 npu d.f. = 1).

Pesynbrartel moaTBepxkIaT (eHOMEH TOBBIIICHUS] TeTepO3U-
TOTHOCTH MO UCCJEIOBAHHOMY MOJIMMOP(MU3MY B CTaplIMX BO3pa-
CTHBIX rpyrmiax. MoXHO MpenoloXnTh, YTO CPEAHUIN YPOBEHD aK-
TUBHOCTH (DepMeHTa, TPUCYLIUI TeTepO3UroTam, sIBISIETCS] ONTH-
MaJIbHBIM ¥ OJIarONpPHUSITCTBYET COXPAHEHMIO KWU3HUM B OOJIbILEH
CTEIEeHU, YeM ero KpaiiHue 3HaueHusl.

JlimHa TejiomMep JeHKONUTOB KPOBH
KaK Mapkép crapenus u ¢GakTop pucka pa3BUTHs
BO3pACT-3aBHCUMBIX 3a00JeBanuii B Cuoupn

Maxcumoe B.H., Boponaeea E.H., Bobak M.,
Maaromuna C.K., Boesooa M.HU.

Dedepanvroe eocydapcmeennoe Orodicemnoe  yupencoenue <«Hayu-
HO-UCCAe008aMENbCKULl UHCIMUMYM Mepanuu U NpoQuAaKmu4eckoll
meduyurvr> Cubupckoeo omodenenus Poccuiickoi akademuu meduuyun-
CKUX HAYK

630089, 2. Hosocubupck, ya. bopuca boeamrosa, 175/1
medik 1 1@mail.ru

Lesblo Halllero MCCiIeIoBaHuUs SIBISICTCSl U3ydeHMe TpanueHTa 1
JEeTePMUHAHT BO3PACTHBIX U3MEHEHUH 3M0POBbS TIPY CTAPEHUU U UC-
C/IeIOBAHUE WX CBsI3ell C PsIoM OMOMApKEPOB «OMOIIOIMYECKOTO»
BO3pacTa B COBPEMEHHOM POCCUIACKOM MOMYJISILIMK TTPEANIEHCUOHHOTO
U MEHCUOHHOrO Bo3pacTta. Hacrosiiiee uccienoBaHue sIBsieTcst po-

€KTOM MEXIYHAPOJHON Hay4YHOW TPYIIIbI, BKIOYAIOLIECH UccaenoBa-
teneit HUUTIIM CO PAMH (Hosocubupck, Poccust), University
College London (London UK), Laboratory of Molecular Genetics at
Center for Experimental Medicine (Prague, Czech Republic).
Poccuiickast momysisiusi CTaHOBUTCS cTaplie 1 0osee MoaBepKe-
Ha Pa3BUTUIO XPOHMYECKUX HEMH(PEKIMOHHBIX 3a00JeBaHUIA
(XHHM3), monoBrHa M3 KOTOPBIX MPUXOAUTCS Ha CEpIeuHO-COCYI-
ctole 3a0oneBaHust (CC3). [IporpeccrpoBaHre BO3PACTHBIX U3MEHE-
HMIA 1 UX JAETEPMUHAHTHI UMEIOT TOMY/ISIIIMOHHYIO CIIeIIM(PUIHOCTb.
ITockosbKy OCHOBHBIE MCCIENOBAHUS TO MPOOJIeMe BBITIOJIHEHBI HA
ceBepoaMepPUKAHCKMX M 3allaIHOCBPOTICHCKUX TOIYJISIINSX, B KOTO-
PBIX anuaemMuojorndeckasi cutyauusi B otHomeHun XHW3 u CC3,
CYLIECTBEHHO oT/IMvaercs oT Poccuu, aHamM3 BO3pacTHOTO rpajiveHTa
3I0pOBbSI HA MaTepUale POCCUMCKON MOMYISLUMMU KpaitHE aKTyaJleH.
HccnenoBaHue BBITIONHSIETCSI HA CTPATU(UIIMPOBAHHON IO TO-
JIy M BO3pAcTy MOMYJISIHMOHHON BBIOOPKE MYXUYMH W KCHIIMH
(800 uen.) B Bo3pacte 45—69 ner (2003—2005 rT.), BXOASIIMX B KO-
ropty 10-JeTHero MpPOCHEKTUBHOrO HabmoneHus. Moekysip-
HO-TEHETUYECKME MCCIIEOBAHUS TIPOBOMSTCS Ha 0a3e MEXWHCTHU-
TYTCKOTO CEKTOpa MOJIEKYJSIDHON SMUAEMHUOJIOTUU U DBOJIOLMU
yenoBeka (HUMUTIIM CO PAMH u HYUU uuronornu u reHeTUKU
CO PAH). WccnenoBaHue [UIMHBI TEJIOMEP BBITIOJIHSETCS] HA MaTe-
puane JIHK, BoigeeHHO# M3 KJIETOK KPOBHU, C MOMOIIBIO KOJUYE-
cteeHHoit [TLP (QPCR) B peaibHOM BpeMeHM Ha OCHOBE METOIMKHU
Cawthon u coaBtopoB (2002) ¢ momuduxkauusmu. [ToaydeHsl mep-
BbIC IAaHHBIE O CBSI3U JIJTMHBI TEJIOMED, C PSIIOM BO3PaCT-3aBUCUMBIX
KAYeCTBEHHBIX M KOJIMUYECTBEHHBIX (DEHOTUIIOB, KOTOPHIE TIIAHUPY-
€TCSI COMOCTaBUTh C Pe3yJIbTaTaMKM OLICHKKM COCTOSIHUSI 30POBbSI 1
IUTMHBI TeJIOMep y 3TuX Xe null, ciycTs 10 mer (2014—2015 rr.).

Qunancosas noddeprcka: Hccnedosanue 6vinoaHeHo 3a cuém e2panma
Poccuiickoeo Hayuroeo gonda (npoexm Nel4-45-00030).

Kiunuko-reneajiornyeckoe
H MOJIEKYJIIPHO-T€HETHYECKOEe M3yUeHHe PeaKnX
HACJIeICTBEHHbIX 0oJie3Hell B AAKyTun

Maxkcumosa H.P.

Cesepo- Bocmounbii ghedepanvhbiii ynusepcumem um. M. K. Ammocosa,
eSxymck, ya. Kyaaxoeckoeo, 46
nogan@yandex.ru

Llenb ucciaenoBaHusl: KIMHUKO-TeHEaJOrnYecKuil aHaau3 pes-
KHX HacJIeNCTBEHHBIX 3a001eBaHuii B Pecrryommke Caxa (SIkytus),
HU3yYeHHE MX MOJIEKYJISIPHO-TEHETUUYECKON OCHOBBI U PACKPBITHE
MEeXaHM3MOB MX HAKOTUICHUS B SIKYTCKOM TOMYJISILIMHU.

IMpoBenéHHoOe BIEpBbIE y SIKYTOB KIMHUKO-TE€HEATOTNYECKOe
u3ydeHue SIKyTCKOro cMHapoma Huzkopocioctu (3-M cuHapoma,
OMIM 273750) moka3zao, 4To sl IKYTCKUX OOTBHBIX XapaKTePHBI
Te e MPU3HAKK, YTO U JIUIsl OMMCAHHBIX paHee B JIUTepaType Kiu-
HMYECKUX cIydaeB 3-M CHMHIpOMa B IPYTUX MOMYJISILIKSIX MHUpa, 3a
HCKITIOUEHUEM OMMUCAHHOTO HaMHU JAMCTPECC-CUHAPOMA B IMepuoje
HOBOPOXIEHHOCTU.  [1aTOTHOMOHMYHBIE  PEHTIEHOJOTMYECKUE
MPU3HAKK Ul JAHHOTO CUHIPOMA He XapakKTepHbI ISl SKYTCKUX
OOJIbHBIX. BbIsiBIeHa eIMHCTBEHHAsl ISl BCeX OOJBHBIX HOHCEHC
mytanust 4582insT B rene CUL7. 3abojieBaHNEe BHECEHO IO HOME-
pom 273750 B MeXKIyHApOIHBIA 3JIEKTPOHHBINA KaTamor B. Makkb-
tocuka (OMIM) Kak ajbTepHaTUBHOE Ha3BaHUIO CUHIPOM 3-M.

BriepBble KIMHUUECKM OMMCAH HOBBIA HAC/IEACTBEHHBINA CHUH/I-
POM HHU3KOPOCJIOCTH Y IKYTOB. OCHOBHBIMU KJIIMHUYECKUMU CUMII-
TOMaMU HOBOTO CHMHAPOMA SIBJISIIOTCS: TOCTAHATaJbHAsl TUIOILIA-
3Usl, MPOMOPLMOHAIBLHO HU3KUI pocT (SDS-4), nuuesble 1u3Mop-
(1K, MUKPOMEUSI CTOIT M KUCTEM, Bstast ¥ ApsiO/ast Koxa, KoJa0ou-
KoBast AMcYHKIMS ¢ aTpodueii 3pUTeIbHBIX HEPBOB U MEJIbIePOB-
cKas aHOMalMsl HeUTpodmioB. Y BceX OONbHBIX BBISIBICHA MMC-
ceHc-myrtauust G5741—A B rene NAG. HoBomy cMHApPOMY 1aHO Ha-
3BaHME «CUHIPOM HU3KOPOCIOCTH € aTpodureii 3puTeIbHbIX HEPBOB
U TmeJabrepoBcKoil aHomanueit seiikouuro» (SOPH syndrome) u
npucBoeH HoMep 614800 B MeXXayHApPOIHOM 3JIEKTPOHHOM KaTajio-
re B. Makkbiocuka (OMIM).
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BoIsiBIIeH «rarioTuIl oOCHOBaTeIsi» B JIoKycax reHoB CUL7, NAG
no naHHbIM STR-10KycOB.

IpencraBnsieTcs: MepCHeKTUBHBIM AajibHEiillIee U3yYeHUEe MO-
JICKYJISIPHOW TIPUPOMBI HACJIEACTBEHHBIX 0OJIe3HEH y SIKyTOB, IMO-
3BOJISIIOLIEE OTKPHITh HOBBIC T€HbI M HOBbIE MOJIEKY/ISIPHO-TEHETH -
yecKKre MeXaHU3Mbl Pa3BUTHUSI CrielUpUIecKUX 6oIe3HeN.

HpeeMCTBeHHOCTB npenogaBaHusAg
MEJIUIMHCKON reHETUKH B MeIUIIUHCKOM BY3¢

Makxcumosa I0.B., Jlucuuenxo O.B.,
Xopoweeckasa 5.A., Maxcumos B.H.

Tocydapcmeentoe 6100xcemroe 06pazoéamensroe yupescoeHue vicuie-
20 npogeccuoHanrvrHoeo oopasoearus «Hoeocubupckuii eocydapcmeen-
Holl MeduyuHckul yHueepcumem» Munucmepcmea 30pagooxpaneHus
Poccuiickoti Dedepayuu

630090, 2. Hosocubupck, Kpacuwiii npocn., 52

164706@mail.ru

Kadenpa mequimackoii renetrku B [BOY BI1O HITMY Mun3-
npaBa Poccum Obina coznana B 2003 r. B mepBbie roasl pabOTHI Ka-
(enpbl MeIMUIMHCKASI TEHETUKA TPEroJaBajach TOJbKO CTYIEHTaM
4-ro Kypca JieueOHOro U MearuaTpuueckoro (akyabTeTOB B pa3Mepe
36 akamemmyeckux yacoB. C 2006 T. Kypc MEOUIIMHCKOM TeHETUKU
ObUI BBEJICH B MPOrpaMMy IMOATOTOBKM OPAMHATOPOB BCEX CIIEIIMAb-
Hocreit, a ¢ 2007 r. B IporpaMMbl KypcoB MOBBIILIEHHS KBaTM(bUKa-
11U 1 MpoheCcCUOHANIbHON MEePenoAroTOBKY Bpaueil. B 3aBucumo-
CTU OT CHeLMaIM3alMy Bpayeil ObUIM MOATOTOBIEHBI MPOTrPAMMBI,
B KOTOPbIC BOLLIM OOLLME OCHOBBI TeHETUKH, JJaODOPaTOPHbIE METO-
IIbl, HACJIeICTBEHHbIE 3a001eBaHMS B JAHHO CIIELIMAIbHOCTU U TaK-
TUKa Bpaya B 3aBUCUMOCTH OT BBISIBJICHHOM TAaTOJIOTMK WIH TPU TO-
no3peHun Ha He€. B aTom xe romy HI'MY momyunn nuieH3nio Ha
MOJTOTOBKY CIELUAIMCTOB B OPAMHATYPE, a Yepe3 HECKOJIbKO JIET U
B MHTEpPHAType 10 CHEeLUaTbHOCTU «TeHeTHKa». biaronapst oOyuye-
HMIO Bpaueil OOLIMM TIPUHIIMIIAM TeHETUKHU MOBBICUIICS YPOBEHb UX
MH(OPMUPOBAHHOCTHU, M KaK CJIEACTBUE, HANPaBJIEHUsI OT cliela-
JIMCTOB K MEIUIIMHCKOMY TeHETMKY Ha KOHCYJbTALIMIO CTalu Oojiee
00OCHOBAaHHBIMU. DTO TOITBEPXKIAETCSI MOBBILIEHUEM TPOLEHTA
BBISIBJICHUSI T€HETUYECKOM marojioruu B OGJaCTHOM MEIMKO-TeHe-
TrueckoM otaente 'bBY3 HCO T'HOK/ILL 3a mocnenuue 7 net. Iomo-
JKUTEJIbHAsl IMHAMKMKA B OKa3aHMM MOMOIIM OOJIbHBIM C HACJIEACT-
BEHHOI atosiorueil Ha Tepputopun Hoocubupckoii obaactu Oblia
BBICOKO OLIEHEHa MeIULIMHCKUM cooOliecTBoM B HoBocubupcke.
PykoBoncrso HI'MY nipunsuio pelieHue 1mno yKpyrnHeHuio Kadeapbt
MyTéM TPUCOEAMHEHUs K HEell TeopeTUYecKOro OJ0Ka OMOJIOTHH.
C 2011 r. oHa nepeMeHOBaHa B Kadenpy MeAULIUHCKON TEHETUKU U
ouonoruu. [IpenonaBaHue Ha Kadeape BeaeTCsl ¢ aKIEHTOM Ha Bax-
HOCTb NMOHMMaHMsI T€HETUKM JUlsl paboThl Bpaya. Ha ceropHsHmii
MOMEHT TperoaBaHue MEIMIIMHCKON FEeHETUKHN OCYIIECTBIISIETCS] Ha
BCEX Tarax MoJAroToBKM Bpaya: 10BY30BCKasl MOJATOTOBKA LIKOJIbHMU-
KOB, Bce (DaKysIbTeThl By3a MO OUCLUILUIMHE «OMOJIOTHs» Ha TIEPBOM
Kypce, a Takxe Ha IepBOM Kypce TeMaTpuieckoro (axkynbTreTa amuc-
LIMIUIMHA «OCHOBBI MEIMIIMHCKOM TE€HEeTUKW», KaK (aKyabTaThB
B pa3Mepe 72 yacoB. Ha 4-m Kypce — LIMKIT «MeIMIIMHCKAsl TEeHEeTH -
Ka», mocje okoHyaHus BY3a moarotoBka B MHTepHAType, OpAMHATY-
pe M Kak 3aBepllalolii 3Tarn Ha LUKJIaX MOBbILIEHUs KBaTUbUKa-
1My Bpaya. Takoii KOMIUIEKCHBIM MOIXO/ MO3BOJISIET MOBBICUTD 3-
(hbeKTUBHOCTb MOATOTOBKM Bpaueil 1Mo MeIULIMHCKOI TeHeTHKe.

I'eHeTHYecKHe acHEeKThl MATOreHe3a MHOMBI MATKH

Maavtmesa O.B., Ocunosckas H.C.

OIBHY «HHH AT'uP um. J1.0. Omma»
Cankm-Ilemepoype, 199034, Menoeneesckas aunus 0.3
omal99@mail.ru

Jleiiomuoma Matku (JIM), Bctpevatomnasicst mout 'y 60% skeH-
IIMH cTapiie 45 Jet, sSBsieTcs: A00pOKaueCTBEHHOM OITyXOJIbI0 MOHO-
KJIOHAJTLHOTO MPOUCXOXICHVSI, BOSHUKAIOIIEH U3 TIaIKOMBIIIICYHBIX

KJIETOK MMOMETpMs. YCTaHOBJIEHO, YTo B pas3Butuu JIM Bemyiuas
POJIb MPUHAIJIEXUT COMATUYECKMM TEHHBIM M XPOMOCOMHBIM MyTa-
uusiM. HauGonee TUIMYHBIM HapyllleHUEM B KJIETKAX MUOMATO3HbBIX
Y3JIOB SIBIISTIOTCSL MyTalUMM 2 9K30Ha reHa MEDI2. T1o HammM maH-
HBIM, TAKKME MyTallMK BCTPEYaroTcst B 53% MUOMATO3HBIX Y3/I0B; MyTa-
LMY XOTSI ObI B OIHOM Y3JIe MOXKHO BBISIBUTD y 72% mnatmeHToK. [laH-
HBI TeH KOAMPYET OJTOK, SIBIISIIOLIMICS OMHUM M3 KOMITOHEHTOB Me-
UATOPHOTO KOMILIeKca, ortocpeyroliero Bzanmoneiictere PHK-mo-
numepasbl 11 ¢ TpaHcKpUnMoHHbIMU hakTopamMu. XapaKTepHble s
JIM wmytauyuy npuBOAST K HapylIEHUIO B3aMMOICUCTBUS MeauaTopa
¢ perynsitopamu KierouHoro 1mkiaa ki C/CDK-8. Xapakrep-
HBIC JUIT MUOMBI MyTallMy B3aMMOJIEHCTBUST MEIMATOpa C peryysiropa-
MU KJ1eTouHoro nukia uukianH C/CDK-8.

BropbiM 1Mo yacToTe MOJEKYISIPHBIM ApaiiBepoM pa3Butus JIM
SIBJISIETCSl yBeslIMueHue sKcripeccun reHa HMGA2Z, xonupyiolero
XPOMOCOMHBII 0€JI0K, PeryJIUpYIOIIUi 3KCIPECCUIO psila TeHOB,
BOBJICUEHHBIX B IMPOLIECCHI afuIoreHe3a u nuddepeHrnpoBKY TKa-
Hell Me3eHXMMHOTI0 IpoucxoxaeHus1. Yaiie Bcero abeppaHTHas 9K-
cripeccust HMGA2, pacnionioxeHHoro B jiokyce 12q14, obyciosieHa
TpaHcaokauusimu t(12;14) (q14~15;q23~24), KoTopbie BCTpeYaroTCst
B 20% MHOMATO3HBIX Y3IIOB.

[pyrue comarnyeckue TeHeTHYecKue abeppauuu (Harpumep,
MmyTtauuu TeHa FH u pasHooOpa3Hble TMEpecTpOrKU JOKyca
COL4A5-COL4A6) Takke MOTYT OBITh MOJIEKYJISIDHBIMU JIpaiiBepa-
MU POCTa MHUOMATO3HBIX Y3JI0B, HO NpuMepHo B 90% ormyxoJei
MPUCYTCTBYIOT MO0 MyTaumu MEDI2, 11bo nepecTpoiiku Jiokyca
12ql4, conmepxamiero reH HMGA2. He no koHIla TIOHSITHA DPOJib
JIPYTUX 4acTo BeTpevatoumxcest npu JIM XpoMOCOMHBIX MepecTpoex,
Takux, Kak del(7)(q22q32) u del(6)(p21), a Takke XpOMOTPHIICHUCA,
OrpaHUYEeHHOTO 1—3 XpoMocoMaMu, HaJIMUKe KOTOPOTo TUIMMYHO
st KiieTok JIM. BeisicHeHre TOUHBIX MOJIEKYJISIPHBIX MEXaHU3MOB
pa3sutus JIM nMeeT cyleCTBEHHOE 3HaYeHue UIsl pa3paboTKU HO-
BBIX TIOJXONOB K MPO(WIAKTUKE, PaHHE! AMarHOCTUKe W 3ddex-
TUBHOIA T€paruu 3TOro YacToro 3a00seBaHusl.

Cepuiinble u3MepeHnsi YpoBHSA 3Kcnpeccuu rena W71
s onleHKH 3G eKTHBHOCTH TPAHCILIAHTAIMH
reMONOITHYECKHX CTBOJIOBBIX KJIETOK

MpPH OCTPBIX MUEJOUAHBIX JeHK03axX

Mamaee H.H., Iydoxcnurxoea H.B., I'opoynoea A.B.,
Tunouna T.JI., bondapenxo C.H., bapxamos H.M.,
Adcpanacvee b.B.

HUHU Odemckoii onkonoeuu, eemamonoeuu u mMpaHcnAaHmMOoNOUU
um. P.M. Topbauésoui

[ICIIoIMY um. axao. U.11.[lasrosa

nikmamaev524@gmail.com

YpoBeHb 3Kcnipeccuu TeHa WT1 siBisieTcst HaEXKHBIM MOJIEKY-
JIIPHBIM MapKEPOM B IMATHOCTUKE MOCTTPAHCIUIAHTALIMOHHBIX pe-
uuauBoB (I1TP) neitko30B, a Mo HaIIMM JaHHBIM, XOPOLIO KOppe-
JIUPYET C YPOBHEM DKCIPECCUM B KJieTKax TeHoB AML-ETOw EVII.

W3mepenue ypoBHs aKcnpeccuu reHa WT1 mpoBOAMIN METO-
oM monuMepasHoit tenHoi peakiuu (ITLIP) B peaxbHOM Bpeme-
Hu. O6cnenoBaHo 34 GOJbHBIX OCTPHIMU MMEJOMAHBIMU JIeiiKo3a-
mu (OMJI) u 12 muenonucrnactuueckumu cunapomamu (MC).

HcxonHblii MakcMMasbHBIM YpOBeHb 3Kcrpeccun reHa WT1
y 6osnbHbIXx OMJI BapbupoBan ot 175 go 56 884 komuii/100 komuit
reHa ABL. OH He 3aBuCe OT IIUTOJOTMYECKOTO W IIUTOTEHETUYECKO-
rO TUIA OCTPOr0 MUEJIOUIHOIO JIeK03a, HO ObUI CBS3aH C YMCIOM
GJIACTHBIX KJIETOK B KOCTHOM Mo3re U KpoBu. CepuitHble M3MepeHuUsI
3TOro TeHa TO3BOJMJIO Pa3NeuTh KOropTy OOJbHBIX Ha 2 paBHbIC
rpynmsl. B mepBoit rpynme nocine TI'CK Habmomanack 3aKkoHOMeEp-
Hasli HOpMaJIu3allysl roKasartesisi, B TO BpeMsl KaKk BO BTODOIi TpyIire
aToro He npoucxomuio. Cpennsisi obuiast BbrkuBaemocts (OB) 1o
rpymnmnam coctapisuia 462 u 559 mHeii, a TpEXJIETHSISI BKMBAEMOCTh
paBHsutack 78 u 52% cootBetctBeHHO (p = 0,08).
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MoseKyIsIpHbIii MOHUTOPUHT MOCTTPAHCIUIAHTALIMOHHOTO Tie-
puona y 6ompHBIX OMJI 1 M/1IC nMeeT HECOMHEHHOE KIIMHUYECKOE
3HaueHue. ['paHMLIbI 3TOro MOAXOAa MOTYT OBbITh pacLIMpPEHbl 3a
cu€T 00cIenoBaHus 00JbHBIX ¢ WT 1+ ocTpbiMu TUM(POOIACTHBIMU
JIEKO3aMU M HEXOIDKKUHCKUMU JTUM(OMaMu, B TOM YKCIIE B XOIe
XMUMUOTEPATUU.

Hccnenosanne reHeTHYECKMX M MHUIeHETHYECKUX
¢akTopoB, BIMAIOIMUX HA TAXKECTh
CIIMHAILHOM MbIlIEYHOH aTpoduu

Mapemuna M.A.l, Keaesnaxoea I.F0.%3, Jlanvko K.M.4
Ezoposa A.A.1, boeawesa M.C.1, Tumenxo JI.1.2,
Bapanoe B.C.12, Kuceaes A.B.

! @I'BHY «Hayuno-uccaedosamensckuii UHCMumym aKyuepcmed, 2u-
Hekonoeuu u penpodykmonoeuu um. /.0. Ommay», Cankm-Ilemepoype
2 Canxm-Ilemep6ypeckuii Tocyoapcmeennwiii Yuugepcumem

3 Yuusepcumem Ynncanvi, Hleeyus

4 Canxm-Ilemepbypeckuil 20cyoapcmeentbiii mexHoaou4eckuii uH-
cmumym

CnuHanbHast MblievyHast arpodus (CMA) — ayTocOMHO-pe-
LIECCUBHOE HelipoaereHepaTuBHOE 3a00JIeBaHKMEe, XapaKTepU3ylo-
uieecst norepeit PyHKIMIT MOTOHEPOHOB MEPEIHUX POTOB CIUH-
HOTO Mo3ra B pesyiabrare Myrauuii reHa SMNI. lleHTpomepHO
opueHTupoBaHHas Komnus reHa SMNI — ren SMN2 — cnocobeH
npousBoauThb 10 10% nonnopaszmepHoit MPHK u siBisiercst ocHOB-
HbIM MOAM(bUKATOPOM TeueHus 3aboeBaHusl. Takxe cylecTBYIOT
JIOTIOJIHUTENIbHbIC TEHETUYECKHUE, a TAKXKE dIUTeHEeTHUYeCKue (ak-
TOPBI, BIUSIOLIME HA TsKeCTb pazBuTusi CMA. B 3aBucuMocTu oT
TSKECTH M BPEMEHU TMPOSIBJICHUS CUMIITOMOB pa3jinyator 4 Tumna
CMA. bbi1o oKazaHo, 4To KOJIM4ecTBO Komnuii reHa SMN2 Kop-
peaupyet ¢ Tunom CMA.

Llenbio paboOTHI SIBIsIETCS M3YUyE€HHME HACICACTBEHHBIX (haKTO-
POB, BJIMSIIOUIMX Ha TSKECTb CIMHAJIBHOIN MbIlLIEYHOI aTpoduu
(CMA), Takux, KaK KOJM4eCcTBO Komnuii reHa SMN2 u ypoBeHb Me-
TuaMpoBaHus reHomHoi JTHK.

OmnpeneneHue yucna konuii reHa SMN2 nposeneHo y 165 ma-
mmeHToB co CMA 1 (48), 11 (82) u I1I (35) Tuma ¢ momolibpio MeToaa
[P B peanbHoM BpemeHU. [logyyeHbl HOCTOBEPHbIE pa3IMUYMS
B YacTOTax BCTpeyaeMocTH 2, 3 u 4 Konuii reHa SMNZ2y nanuyeHToB
¢ pazHbiMu TUaMu CMA, 4To MO3BOJISIET UCTIOJIB30BATh OIPe/Iesie-
HUe yrcia Konuii reHa SMN2 B KauecTBe OMOJIHUTEIbHOTO KPUTE-
pust ripu orpenesneHun tuna CMA, KOTOpbId CiiefyeT y4uTbiBaTh
MPU PaHHEM MPOTHO3€ Pa3BUTUS 3a00JIEBaAHUSI.

MetunupoBanue JIHK siBisieTcst Hanbosnee cTabMIbHOIM SMIUTe-
HeTH4yeckoi MoauduKalueil, U3MEHSIIOIIMI MaTTepH 3KCIPEecCCUn
reHoB. Hamu ObLT M3yyeH YpOBEHb METUIMPOBAHUSI OKOJIO TOJTY-
muoHa CpG HYKJIEOTHIOB, YTO 1MO3BOJaWIO BbisiBUTE 10 CpG
CalTOB JOCTOBEPHO DPA3IMYAIOLIMXCS [0 METUIMPOBAHUIO MEXIY
6onbHbIMU CMA ¥ 310pOBbIMU MHIMBUIAMU. [IBa caiita MoKasbl-
BaJIM TMOJIOKUTEbHOE M3MEHEHME METMIMPOBaHUSI, a 8 CaiiToB —
HeratuBHoe. AccormupoBaHHbie ¢ 3TuMu CpG HYKJIEOTUIAMU Te-
Hel CHML v ARHGAP22 Bnusior Ha akTtuBHOCTb Rab u Rho
I'T®a3z, peryaupyrolmx co3peBaHUe BE3UKYJ, TMHAMUKY COOPKHU
AKTUHOBBIX (DUIAMEHTOB, aKCOHOTEHE3, T.€. MPOLIECChl, HAMPSIMYIO
Bausione Ha Tskecth TeyeHust CMA. lnst nanbHeiiiero uccie-
JIOBaHMSI OBbLIM BBHIOpAHBI T'€HbI, TPOAYKTHI KOTOPHIX HamboJjee Be-
pOSITHO cBsizaHbl ¢ TmatoreHesom CMA — rensl DYNCIHI,
SLC2342n CDK2API, yyacTByolIMe B aKCOHAJTbHOM TPaHCIOPTE,
HelpuToreHe3e W pemMoleNMpoBaHUM XpoMaTuHa. OrnpeneneHue
MeTuaupoBaHusi CpG cailTOB HCClieoyeMbIX TEHOB IPOBEIEHO
y 78 nmaumentos (40 ¢ Tsexénoii (1) u 38 ¢ nérxoii (I1I—IV) dopma-
M CMA). He BbIsSIBI€HO 3HAYMMBIX PA3IM4Mil B YPOBHE METHIM-
posanust 5’-UTR o6nacreit renoB SLC2342w CDK2API v sK30Ha
41 rena DYNCIHI mexny aByMms TpylInaMu TalydeHTOB. Bmecrte
¢ TeM, YpOBeHb MeTWIIMpoBaHusl 9k30Ha 37 rena DYNCIH 1y nauu-
eHTOB ¢ J1érkoii ¢opmoii CMA oka3zajicsi 3HaUMMO BBIILIE, YeM Y Ma-
LMEHTOB ¢ TSKENoN (hopMoii. DTH NaHHbIE CBUIETENLCTBYIOT 00

y4yactuu npoaykroB reHa DYNCIH1 B pa3BuTuu 3a601eBaHUM, CBSI-
3aHHBIX C JIeT€HEpALNeii MOTOHEIPOHOB.

MetunupoBanue JITHK npu aTepockiiepoTHdecKom
NOpaKeH!H apTepHii y YeaoBeKa

Mapxoe A.B.13 *, Hazapenko M.C.53, ®poaos A.B.2,
Bapbapaw 0.J1.2, Ilysvipes B.I1.15

I @TBHY «Hayuno-uccaedosamenbckuil uncmumym MeouyuncKoll 2e-
Hemukuy», 2. Tomck

2 @QIBHY <«Hayuno-ucciedosamenvckuil uHCMUmMym KOMHACKCHbIX
npobaem cepoeuHo-cocyducmoix 3aboresanuit», 2. Kemepogo

3 Hauyuonanvnoi uccaedosamenvckuii  Tomckuti  2ocydapcmeerbiil
yuueepcumem, 2. Tomck

* e-mail: anton.markov@medgenetics.ru

ATeporeHe3 COMPOBOXIAETCSI U3MEHEHUEM aKTMBHOCTU MHOTUX
TE€HOB, MPOJIYKTHI KOTOPBIX BOBJICYEHBI B PA3IMYHbIE MOJICKYJISIDHbIE 1
KJIETOUHbBIE TaTOJOTMYECKUE COOBITUSI, a TAaKXKe CBSI3aHHbIE C HUMU
anureHetnyeckue caBurd. C pa3BUTHEM HOBBIX TEXHOJIOTHI BHICOKO-
MPOU3BOAMUTENLHOTO aHAIM3a MOSIBUJIACH BO3MOXKHOCTb KpPYITHOMAC-
TAOHOTO CKPUHUHIA TeHOMAa M OJHOBPEMEHHOI MICHTH(UKALMK
MHOXeCTBa JIOKYCOB, M1 depeHIIMaTbHO METUIIMPOBAHHBIX B TKAHSIX
in vivo. llenpio qaHHOI PabOTHI SIBJISLIACH OLIEHKA MPOoMMIeit METUIN-
poBanust THK B TKaHsIX COCYIMCTON CTEHKM, a TakxXe JIeWKOLIMTaX
nepudepuIeckoil KpoBH y OOJBHBIX aTepocKiaepo3oM. [List uccneno-
BaHMs ObUTa ucronb3oBaHa JJHK 85 marmeHnTos, BuiaeeHHas U3 00-
pasloB TKaHEH COCYIUCTOI CTEHKHU (aTepOCKIEPOTHYECKUX OJISIIeK
(CAB) 1 MakpOCKOITMYECKM HEM3MEHEHHBIX TPEIeKAIIUX TKaHEei
COHHBIX apTepHii, aTePOCKICPOTUUECKUX OJISIIIEK MPaBbIX KOPOHAp-
HbIx aprepuit (KAB), 06pa3LoB penxko nopaxaeMoii aTepocKiepo3om
BHYTpeHHel rpyaHoiit aprepun (BI'A) 1 G0bI1I0I TOAKOXHON BEHBI),
a Taioke JieiikouutoB nepudepudeckoit kposu (JITIK). AHanuz metu-
nmupoBanus 27378 CpG-caiitoB 14425 reHOB ObUT MPOBEAEH HA MMK-
pounnax ¢upmbl «[llumina» ¢ Bepudukanmeir peyabTaToB sl OTIe-
JIbHBIX JIOKYCOB METOIOM OUCY/Ib(MUTHOTO MUPOCEKBEHUPOBAHMSI.
B pesysnbraTe 6bUTO MMOKA3aHO, YTO TKAHW COCYIMCTOIN CTEHKU U Jiei-
KOLIMTHI MepreprnyecKoii KpOBU OOJBHBIX aTepOCKIepo3oM audde-
penHtmpytotest 1o npoduto mMetrposanust JIHK. Jlokycel co cHU-
JK€HHBbIM ypoBHeM MeTuaupoBaHusi B KAb u CAb oTHocuTe1bHO TKa-
Heit BI'A, cozmepxar reHbl peryjisiiui UIMMYHHOTO OTBETa, BOcraje-
HUSI, arornTo3a, KJIETOUHOro OTBETAa Ha Pa3iMYHbIe CTUMYJbI (B TOM
qucne aunuabl), uddepeHInpoBku Ki1eTok u MopdoreHesa. Bepu-
(buKaMOHHOE MCCIeI0BaHKEe YCTAHOBWIJIO, 4YTO TPOMOTOP TeHa
HOXD4 (noxyc MIRI0B), a Takxe 3k30H la reHa MEST ruroMeTvim-
poBanbl, a 3k30H 11 reHa AATK — runepmetunupoBad B KAB u CAB,
a take JITTK no cpaBHeHMIO ¢ TKaHSIMM PEAKO MOpaKaeMbIX aTepo-
CKJIEPO30M apTepuii U BEeH, M3yYEHHBIX B TaHHOI paboTe.

Paboma evinonrena npu gunancosoli noddepicke epawma Illpezudenma
Poccutickou @edepayuu (coenawenue Nel4.120.14.5096-HIII).

Crenenb TAXKECTH TYTOYXOCTH
npu MyTanusax B rene GJB2 (konHekcuHa 26)

Mapxoea T.I'13, Ilvizanxoea E.P.53, Bausney E.A.2,
Iloasxoe A.B.2, Tasapmruaadsze I.A. 1>

I @IBYH «Poccutickutl HayMHO-npaKmu4eckuil yenmp ayouoiouu u
cayxonpomesuposanusi ®MBA Poccuu»,

Mockea, 117513, Jlenunckui np., 123

tmarkova@audiology.ru

2 QIBHY «Meduko-eenemuueckuil Hayunolil yenmp», Mockea

3 I'BOY JI10 Poccuiickas meOuyuHcKas aKaoemus nocaeouniomMHo2o
obpazosanus M3 PO

Tyroyxocth, 00ycIOBIeHHAs MyTallUsiMK B TeHe GJB2 wiin KOH-
HeKCHHa 26, OTHOCUTCS K HanboJiee YaCThIM BPOXIEHHBIM HACIE/I-
CTBEHHBbIM 3abosieBaHusiM. CrereHb Tyroyxoctu B 75% ciiyyaeB
TspKENast, TpeOylolasi paHHeTo BMellaTeIbcTBa. YacToTa HOCUTEIb-
crBa B CeBepo-3anaaHom pervoHe gocruraet 1 Ha 16, B LleHTpaib-
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HOM 1 Ha 25, B psiie PETMOHOB OTMEYAIOTCsl XapakTepHbIe MyTallUH.
bnaromapst  yHuMBepcaJlbHOMY — ayqMOJIOTUYECKOMY  CKPUHUHTY
BPOXIEHHAS TYTOYXOCTb PA3IMYHOI CTEMEHM TSKECTH BBISIBISETCS
B TIEpBbIe MecCsIIbl KU3HU U cocTaBisieT | Ha 500 HOBOPOXKIEHHBIX.
CormiacHO MoJly4eHHbIM HaAMU JaHHBIM, YaCTOTa TYTOYXOCTH CBSI3aH-
HOM ¢ KOHHeKCMHOM 26 cocraBisger 1 Ha 1000 HOBOPOXIEHHBIX
B YKa3aHHbBIX perMoHax. bosbliMHCTBO MyTaumii B rene GJB2 npu-
BOIST K HECUHIPOMAJILHON TYTOYXOCTH C PELIECCUBHBIM TUIIOM Ha-
CJIeIOBaHUSl, PEKO BCTPEYAIOTCSl JOMUHAHTHbBIE MyTallMi, KOTOPbIe
TIPUBOAST K HECUHIPOMATbHON U CUHIPOMATbHON TYrOyXOCTH.
PesynbraTtoM peliecCMBHBIX MyTallUil SIBISIETCS  BPOXKICHHASI
NIBYCTOPOHHSISI CEHCOHEBpAJIbHAs TYTOYXOCTb Pa3JIMYHON CTEIeHU
TspkecTu. B 75% ciydyaeB otmedaercst TsDKEIasi TYroyxoctb, B 15%
cpenHeit creneHud Tskectd, B 10% ciaydaeB J€TH  POXKIAIOTCS
¢ JIETKOI CTETIeHbIO TyroyxocTu. HapylieHue ciryxa oTauyaercs cTa-
OWJIbHBIM TeUEHUEM, T.€. B OOJILIIMHCTBE CIyyaeB MOPOrU clyXa He
M3MEHSIIOTCSI ¢ Bo3pacToM. Bo3pacT oOHapyXeHUsI — ¢ POXAEHUS 1
MepBbIe TOMBI KU3HU. [leTH ¢ JIErKOil CTETIeHBIO TYTOYXOCTH TaKXKe
BBISIBJISIFOTCSI TIPY ayIMOJIOTMUECKOM CKpUHUHTE. JIniia ¢ HapylieHu-
€M CJIyxa JIETKOM U CpeIHeld CTeNeH!, KaK MPaBUJIo, y4aTcsl B Macco-
Boit 1mkoie. [Ipm MeAMKO-TEHETUYECKOM KOHCYTbTUPOBAHUM
(MI'K) a1 ¢ ABYCTOPOHHE CEHCOHEBPAJIbHOI TYrOyXOCTbIO He3a-
BUCHUMO OT CTETICHU TSKECTHM HEOOXOAMMO Ha3HAuaTh aHAINU3 TeHa
GJB2. Hamu onucaHbl ciiydau HEKOPPEKTHOTO MPOrHO3a MOTOMCTBA
Y B3POCJIBbIX JIMIL C JIETKOW TYrOyXOCTBbIO, KOTOpPbIE B NaJbHEHIIIEM
MPU TEHETUYECKOM aHaIM3e OKa3bIBAJIMCh TOMO3UTOTaMU T10 MyTa-
mu 35delG B reHe GJB2Z, a ux cynpyru HocutenassmMu mytanuu. [pu
MI'K w1y ¢ Tyroyxoctblo HEOOXOOIMMO YYMTBHIBATH pacmipo-
CTPaHEHHOCTh U YaCTOTy HOCUTENLCTBA B pernoHe. MI'K cembu mpu
POXIeHNUN peOEHKA C TYTOYXOCTBIO BJIMSIET HA pelleHUe BOIIPOCOB O
HEeOOXOMMMOCTU ¥ BEIOOpPE METONOB peabMINTAIINN.

B03M0KHOCTH MCIIOTb30BAHMS CTAHAAPTHOTO METONA
MOJIMMEPA3HON LENHOM peakuyu B pexXuMe peajbHoro
BpeMeHH ¥ ABTOMATH3MPOBAHHOIO AHAJIM3aTOpPa
GeneXpert Dx System B onpenesieHHH ITyOOKOro
MOJIEKYJISIPHOTO OTBeTa Y 00abHBIX XIVIJI

Mapmoinxesuy HU.C.1, Illysaee B.A.!, ®omunvix M.C.1,
Bunozpadosa 0.10.27, Ilemposa E.B.1, Iloaywmxuna JI.B..,
Ilvibakosa H.IO.!, Hosuyxas H.B.%, A60yaxadvipos K.M.!

I @I'BY «Poccuiickuii Hay4HO-uccAe008amensckuii UHCMUmym 2ema-
monoeuu u mpaucgysuonroeuu PMbA», Cankm-Ilemepoype
martynkevich.ira@mail.ru

2 @IBY OHKIITOH um. JI. Poeauwesa M3 PD, Mocksa

3 IBOY BI1IO PHUMY um. H.U. ITupozoea M3 P®D, Mockea

4 ITBY3 o.Mockew «Topodckas kaunuueckas 6oavnuya um. C.I1. Bom-
kuna JI3M», Mockea

Pesynbrathl kinHuueckux ucciaenopanuii (STIM, EURO-SKI,
ENESTPath, ENESTfreedom) noka3bsiBaioT, YTO TJIaBHBIM YCIIOBU-
€M YCHELIHOW OTMEHbI Teparnuu MHIMOUTOpaMM TUPO3MHKMHA3
(UTK) 60ompaBIX XMJI siBIsleTcst HaTMuKe y MalMeHTOB TIIyOOKOTO
croiikoro (2 u 6osee roga) MoJekyJsipHoro oteeta (MO) ¢ yyBCT-
BUTEJBHOCTBIO JeTeKunu 4—5 log.

Lenb uvccnenoBaHuss — BBISIBUTH BO3MOXKHOCTU KOJMYECTBEH-
Hbix [THP MeTonoB — cTaHmapTHO MOJIMMEpPa3Hoil LIEMHOM peak-
i B peanbHoM BpeMeHu (ITLIP-PB) u aBTOMaTm3upoBaHHOI 3a-
KpbIToit cucteMbl GeneXpert Dx System, B onpeesieHun Try00KOro
MOJIEKYJISIPHOTO OTBeTa y mamueHToB ¢ XMJL.

B uccnenosanue BkimouyeHbl 49 6onbHbIX XMJI, momyyarommx
tepanio UTK, mocTurmmx v COXpaHSIIOIIMX TIyOOKUIT MOJIEKY-
agpHblit oteeT (MO%5) no pesyabrataM ctanaaptHoro ITLIP-PB.
Yposenb akcrpeccunn BCR-ABL olieHMBaau TIpU TIOMOIIM CTaH-
napTtHoit konuuectBeHHoil ITLIP-PB ¢ naGopamu MurepJlacCep-
Buc (P®) c nepecu€rom pe3yabTaTOB COIIACHO MEXIYyHAPOIHOM
wmwkane IS u aBromarusupoBaHHoii cuctembl GeneXpert Dx System
(Cepheid, CILA).

CpaBHUTEJILHBI aHAIN3 PE3YJbTaTOB, MOJYUYEHHBIX MPU MC-
ciaenoBaHuu ypoBHs akcrpeccun BCR-ABL reHa obouMM MeTOa-
MU, TOKa3aJl BBICOKYIO YYBCTBUTEJIBLHOCTb ABTOMATHU3MPOBAHHOMN
3akpbiToii cuctembl GeneXpert Dx System 1o cpaBHEHHIO
¢ IILIP-PB (xonkopmanTtHOCTh coctaBuia 77,6%). IlpumeHeHue
GeneXpert TO3BOJWIO BBISIBUTH MUHUMAJIbHBIN JIEHKO3HBIN KIOH
y 11 u3 49 (22,4%) 601pHBIX XMJI cO CTaOMIBHBIM OTPULIATETbHBIM
YpOBHEM OTHOcUTeNbHOU 3Kcrpeccunn BCR-ABL rena 4-5 log,
ornpeesieMbIM C UCIoJib3oBaHUWeM craHaaptHoro [1L[P-PB mpu
MMOBTOPHBIX 4—8 aHaM3ax.

Wcnonb3oBaHre aBTOMAaTU3MPOBAHHOM cucTeMbl aHanm3a Ge-
neXpert U OIpenesieHusT YPOBHSI OTHOCHUTEJIBHOM 3KCIPecCuu
BCR-ABL rena y 6onbHbix XMJI co cTaGumbHBIM Iry6okum MO#-5
MO3BOJIIET  OOHApyXKMBaThb ~MWHUMAJIbHOE KOJMYECTBO  KOIHIA
BCR-ABL reHa ¢ BbICOKOI1 UyBCTBUTEIBHOCTBIO — 5,5—6 log.

BapuabeabHOCTD JIOKyca OKYJI0(hapuHreabHOM
MuoAuCTpouu B nonmyasanuax SAxyTuu

Mapycun A.B.1, Kypmanoe X.A.?, Maxcumosa H.P.2,
Ceaposckaa M.I.1, Cmenanoe B.A.1

1" Hayuno-uccaedosamensckuil uncmumym MeOUUUHCKOL 2eHemuKu,
634050, e. Tomck, ya. Habepexcnas p. Ywaiku 10

E-mail: andrey.marusin @medgenetics.ru

2 dxymexuil HayMHblli YeHmp KOMAACKCHbIX MeOUUUHCKUX npobaem,
677013, 2. Axymck, Cepeensxcioe ui., 0. 4

OkynodapunreansHass  mMuomuctpobus (OOMJI, OMIM
164300) — HacneACTBEHHOE HEPBHO-MbIIIEYHOE 3a00JI€BaHUE C
ayTOCOMHO-IOMUHAHTHBIM TUIIOM HacJle[IoBaHUsI, MaHUDECTUPY-
folee Ha 5S—6-M IecsaTuIeTuu Xu3Hu. ViccaenoBaHus, Kacaromiye-
¢ rarutotunuyeckoro aHanuza OM®MJL ¢ ucrnosnb3oBaHUEM B Kaue-
ctBe Mapk€poB STR miu SNP B Mupe enuuuuHbl, a B Poccuu no-
NIOOHBIE padOTHI HE MPOBOAUIUCH. Llesblo paboThI SBIISIICS KIMHU-
KO-TeHEAJIOTMUECKUIl aHau3, U3yYeHUEe MOJICKY/ISIPHO-TeHEeThYe-
CKOM OCHOBBI M PACKpBITHE MEXaHM3MOB HAKOIUIEHHUs OKYyJo(ha-
puHTreanbHoil Muomuctpodun B pecrnybiauke Caxa (SIkyrus) (PC
(s1)). Marepuanom It ucciaenoBaHus TocIykuian oopasisl JHK
60 OosnbHBIX ¢ KiIMHUYecKUM auarHozom ODM/I u3 47 Hepoxct-
BEHHBIX ceMeii. [Tomy/IsIMOHHYI0 BHIOOPKY COCTABMIN YEThIPE 3T-
HUYECKHEe TPYNIbl SIKyTUU (SIKYThI, 9BEHBI, dBEHKU, IOKATUPHI).
B kauectBe Mapk€poB mist uzyueHust Jokyca OPM/]I OblIn BbIOpa-
Hbl 10 SNP. Ananuz pacnpocTpaHEHHOCTH OOJI€3HM IOKa3all:
OOM/I B dxyrtun (12,5 Ha 100 ThIC. Hac.) MPeBBILIACT MUPOBBIC
3HAYEHMsI B ICCSATKU Pa3 v MO3BOJISIET OTHECTH PEAKOE B MUPE 3200-
JIEBAHUE K YaCTbIM HACJIENICTBEHHBIM 3a00JIeBAHUSIM Y SIKYTOB. Mo-
JIEKYJISIpHO-TeHeTHuecKoi mpuunHoit OPMJI y SIKYTOB SIBIsIETCS
skcnancust (GCN)4-noBTopoB B reHe PABPNI. MyTaHTHBIIT aii-
nenb (GCN) 4 HecyT Tpu raruiotuna mo 10 uccnenoBanHbiM SNPs.
[Toxa3zaH MOIyISILIMOHHO-CIeIN(PUIHBII XapaKTep CTPYKTypel LD
PABPN1 st Bcex M3yYEHHBIX TMOIMYJISALUiA. MakcUMalbHOe KOJH-
yecTBO 0J0KOB LD (3) oTMeueHO y SIKYTOB, TOT/a KakK y 9BEHOB,
9BEHKOB M I0KarMpoB BBISIBJIEH TOJIBKO ONMH 0JIOK clietuieHus. [1pu
aHaJIM3e raruioTUIa, MOCTPOEHHOr0 Ha OCHOBE CBSI3aHHOTO C MyTa-
uueii Broporo 6;1oka LD, y Bcex vccie10BaHHBIX HOCUTENEH MyTa-
LMK BbIsABIIEH eMMHCTBeHHBIN rariotun (ATCG). Takum o6pa3oM,
pacnpoctpaneHue OPMJ] B PC (41) 00yciioBIeHO HaKOIICHUEM
enuHcTBeHHOI MyTauuu (GCN) 4 — (GCG)o(GCA)3(GCG) B pe-
3ynbrate addekra ocHoBaresi. Bospact myranun (GCN)y4, pac-
CYMTAHHBII Ha OCHOBaHWM aHanu3a STR-ramaoTunoB OOJBHBIX,
ODM/ cocrasun 189,2 + 62,7 nokonenust, unu 3783 + 1254 roxa.
Boisgsiiennsie ounonornyeckue Mapképbl OM®MJI, BO3MOXHO, IO-
3BOJIAT (DOPMUPOBATH IPYIIIBI PUCKA [UIS CBOEBPEMEHHOM pean3a-
MM B HUX MEPOTIPUSTUI TTO TPODUITAKTUKE Pa3BUTHS TaHHOTO 3a-
OoseBaHust B SAKyTHU.
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Yacrora annens 1691A rena F5 B rpynmax
NAIMEHTOB C PA3JHMYHBIMA BHAAMH NATOJIOTHH

Macaennuxoe A.b.

I'BY3 HCO «locydapcmeennwii Hosocubupckuii obaacmmuoil kaunu4e-
cKull QUazHOCMU4eCKULl UeHmp»

630047, Hosocubupck, ya. 3asecckoeo, 6. kopn. 7
mab2000@mail.ru

Lenbio uccaenoBaHusl SIBISIACh OLEHKA 1LeJIeCOO0Pa3HOCTH U
3HAYMMOCTHU UCTIOIb30BAHMSI BOBMOKHOCTEN MOJIEKYJISIPHOM Menu-
LIMHBI B TIOBBILIEHUM KauecTBa U 3(G(HEKTUBHOCTH KOHCYJIbTATUB-
HOTro MpuéMa Bpaueil pasaIMyHBIX CHEeLMaTIbHOCTEH.

B pamkax amarHocTM4eckoii paboTsl 001aCTHOM HayYHO-TpaK-
THYeckoil ynaboparopun JHK-mmarHocTMku mpoBeleHa OLIEHKA
BbisiBiIsieMocT Mytauuu ¢.G1691A(p.R506Q) rena F5 ¢ rpymmax
MalUMEeHTOB C Pa3IMYHBIMU 3a00JIEBAHUSIMM M TIATOJOTMYECKUMU
coctostHUsIMU. PaHee, Tipu 00CIeIOBaHMM KOHTPOJIBHBIX TPYIIII,
cHOpMUPOBAHHBIX TIO BMUAEMUOJIOTUUSCKUM KPUTEPUSIM U3 KUTE-
neit HoBocuOUpCKoil 06JacTH MyKCKOTO U XKEHCKOTO T10J1a perpo-
JMYKTMBHOTO BO3pacTa, ObLIO IMOKa3aHo, YTO YacToTa ajuiens 1691A
reda F5 ¢ nux cocrasmwia 0,0083 u 0,0116 coOTBETCTBEHHO.

[To pesynbraTam oOcienoBaHMs, HampaBIeHHBIX B Jaboparto-
puto JIHK-muarnoctuku F'HOKJIL] manueHTOB, ObLIO MOKa3aHo,
yro yacrora aytesis 1691A rena F5 cocraBuia:

® B 308 cympyxecKux rmapax, B KOTOPBIX Y KEHIIUH B aHAMHe3e
MMeJIOCh JIBe M 0oJiee 3aMepIlrX OepeMeHHOCTH WM Xe 1Ba 1 0ojee
CaMOTIPOM3BOJIbHBIX TPEPbIBAaHMsI OEPEMEHHOCTH B CPOKE 10 24 He-
nenb, — 0,0576 (npu ABYX BBISBIEHHBIX TOMO3UTOTHBIX N€HOTHUIIAX);

® cpeay MalMeHTOB ¢ TPOMOO30M BEeH HIKHMX KoHeuHocteid (31
yen.) — 0,129 (mpu oHOM BBISIBIEHHOM T'OMO3WTOTHOM T€HOTHUIIE);

® cpelM MAllMEHTOB C BapMKO3HO# Oone3Hpo (102 vem.) —
0,0686;

® y XEHIIMH ¢ TpoMOO30M Ha (oHe MpuéMa TOpPMOHAIBHBIX
npemnapaTtoB (11 yen.) — 0,1818;

® B IpyIine naiueHToB (27 Yell.) ¢ 3aaepXKKON MHTEIeKTyalb-
Horo passutust — 0,037,

® B rpymme nareHToB (19 vern.) Kotopsie B Bo3pacte mo 30 yet
MepeHeC/IM UIIeMUYECKU WM reMopparnyeckuii uueynst — 0,1578
(TIpY OTHOM BBISIBICHHOM FOMO3MTOTHOM T€HOTHIIE);

® B rpymrie naimeHToB (134 yern.), KkoTopble B Bo3pacte 10 45 ner
MepeHecIv TpaHCMypasibHbIN MHGpapKT Muokapaa, — 0,0411.

[TonyyeHHBIE pe3yJIbTaThl CBUAETEILCTBYIOT O BBICOKOM 4acTO-
Te cpead  OOCJIENOBAaHHBIX  TPYMI  MAllMEHTOB  MYyTallMu
¢.G1691A(p.R506Q) rena F5. DTo moaTBepXKIaeT lejecoodpas-
HOCTb U 000CHOBAaHHOCTb TaKOTO 00CJIeI0BaHMS, TOCKOJIbKY 00ec-
MeYrBaeT BO3MOXKHOCTh KOPPEKIIMU 1 BbIOOpA TAKTUKM JICYCHUS 1
BE/ICHUSI MALMEHTOB; MO3BOJISIET OCYIIECTBIISITh CEMENHYIO Mpodu-
JIAKTUKY Pa3BUTHST TIATOJIOTUYECKUX COCTOSTHMIA.

PeBepcusi nMMyH(eHOTHIIA TIPU OCTPBIX JIEHKO3aX
y nereid
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Pesepcusi nmmyHodenoruna (lineage switch) Habm0maeTCS
B 6—9% ciy4yaeB peLlUIMBOB OCTPBIX JICHKO30B Y neTeil. bompimH-
CTBO CJIyYaeB MEPEKITIOUEHUS] — U3 OCTPOro JMMbOOIACTHOTO JIei -
ko3a (OJIJT) B ocTpblit MuesnobnacTHblit Jeiiko3 (OMJI) B 50% ciy-
YyaeB MPOUCXOAUT B Jieiiko3ax ¢ mepectpoiikoit reHa MLL. Mpl
MPEACTaB/sIEM TPU CJIyyasi PeBEpCUU UMMYHOGMEHOTHUNA Y MaLUeH-
TOB C OCTPBIM JIEKO30M.

Mamuent 1, manbuuk, 8§ mec. B-nmuneiinwit OJIJI ¢ ko3akcn-
peccueit NG2, CD33. Ilpu FISH uccinenoBanuu obGHapyxeHa
t(6;11)(q27;923). Tepanus no nporokoay ALL-BFM-2000. Ye-
pe3 9 Mec. — peuMauB ¢ TpaHchopmalmeil B OCTpbIii Merakapuo-
LIMTapHBIi Jeiiko3. t(6;11)(q27;q23) coxpansiiack. HauaTta Tepa-
nust o npotokoay AML-BFM-2004 ¢ nocnenytoueit TTCK. Ha
+28 KOHCTaTUpOBaHA MPOTpeccus 3a00IeBaHUS.

IManment 2, neBouka, 2 roga 3 mec. B-nmuneitnsiit OJIJI ¢ Koske-
npeccueit CD15, CD33u NG2. IIpu CHUM un FISH BhIsiBIcHA
t(9;11)(p21;923). Tepanusi o mpotokony OJIJI-MB-2008. Ha 36
NeHb MHAYKIMK T0CTUTHYTa pemuccusi. Yepes 17 mMec. — KOCTHO-
MO3TOBOI peLUINB C peBepCUeil B OCTPbI MUEIOMOHOOIACTHBIN
neriko3. [pu CUU u FISH-t(9;11)(p21;q23) B cocTaBe TUTEPILIO-
unHoro kioHa. Tepanus o nporokony FLAI. Cmeptb yepe3 2 mec.
OT MpOorpeccuu 3a0oieBaHusl.

Iamuent 3, manbuvk, 1 rog 5 mec. B1-OJIJI ¢ koskcnpeccueit
CD15,3kctpamenymuisipioe  mopaxkenue opoutsl. [Ipu CLHHU un
FISH o6Hapyxena t(4;11)(q21;q23). Tepamus 1o MpOTOKOIY
OJIJI-MB-2008, Ha 36 neHb MHAYKLIUN OJOCTUTHYTA peMuccus. Ye-
pe3 4 Mec. — peuuauB ¢ TpaHcopmalmeit B ocTpblii MOHOOIACT-
HbIl Jetiko3. Bersgsiena t(4;11)(q21;q23) B coctaBe KJIOHA C yIBO-
€HHBIM YMCIOM XpoMocoM. Tepanus Mo MpoTokony ajisi pedpak-
TepHBIX OM(MEHOTUTTMUECKUX JIEHK030B. [1pr KOHTpOILHOM 00CIIe-
JIOBaHUU B KOCTHOM MO3Te — PEeMMCCHSsI, OAHAKO 1Mo JaHHbIM MPT
TOJIOBHOTO MO3ra coXpaHsieTcsi UH(GUIbTpalus opouThl. B HacTosi-
1ee BpeMsl MpoaoJKeHa Tepanus mo nporpamme FLAM.

Takum 00pa3oM, Bce MalMEHTbI MPOAEMOHCTPUPOBAIU Tepe-
kmoueHue 3 OJIJI B OMJI. Bce manmmeHTH UMeNTN TTEPECTPOIKY re-
Ha MLL — B coctaBe TpaHciokarmii t(9;11), t(4;11) u t(6;11) u BO
BCEX CIIyJasix MMesia MecTo pedpaKTepHOCTb K Tepanuu peluanBa
3a00J1eBaHUSI.

N3yyenne noreHnMaIbHO peryaaropusix SNPs
B MPOMOTOPHBIX paiionax reHa APC 4enoBeka
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C momolpio paHee pazpadbotaHHoro noaxoxaa |Bryzgalov et al.
2013] ocyimecTBieH TOWCK TOTEHUIMAIBHO PEryJISITOPHBIX OIHO-
HYKJICOTUIHBIX moaumMopdu3mMoB (SNPs) rena APC yenoBeka, ydya-
CTBYIOLIETO B Pa3BUTUU KOJOPEKTAIBLHOTO paka. BblsiBleHO cKoOr-
JICHUE MECT CBSI3bIBAHUSI TPAHCKPUIIIIMOHHBIX (DaKTOPOB B paiioHax
npomotopoB 1A u 1B rena APC u oTobpaHo 18 MoTeHLMaNIbHO pe-
rynsaTopHbix SNPs. MeToaom 3aepkKKu B Tejie OJTMTOHYKJIEOTUIOB,
COOTBETCTBYIOLLMX Pa3HbIM aJlJIeJIsIM, OeJIKaMu sIIEPHBIX IKCTPaK-
TOB KieTouHbIX JuHuii uyemoBeka (HCT-116, HepG2, HeLaS3,
K562) nokazaHo BiMsiHUE GOJBIIMHCTBA HYKJICOTHIHBIX 3aMEH Ha
¢dopmupoBanue [IHK-6en1koBbix komiiekcoB. C UCMOIb30BaHUEM
pecypca JASPAR orpenenieHbl caiiTbl CBSI3bIBAHUSI TPAHCKPHUITIIM-
OHHBIX (DAKTOPOB, KOTOPBIE MOTYT pa3pylIaThCsi UM CO3AaBaThCs
B Pe3yJIbTaTe UCCIeIyeMbIX 3aMeH. [IJisl naibHeilero u3ydyeHus ta-
kux SNPs co3maHbl T1a3MUIHbIE KOHCTPYKIIMKM HA OCHOBE BEKTOpa
pGL4.10[luc2], comepxalue BCTaBKM PailoHOB TIPOMOTOPOB 1A u
1B 1 3THX Xe paiioHOB C HYKJICOTUIHBIMU 3aMEHAMK, COOTBETCTBY-
oMy n3ydaeMbiM SNPs. Tlocie TpaHcdekinii KIeTOuHON Jin-
Humn K562, mist psina 3aMeH 1oKa3aHo J0CTOBEPHOE pa3inyie OTHO-
CUTEJIbHOM WMHTEHCUBHOCTH PEMOPTEPHON JIIOMUHECLIEHIIMU 10
CPaBHEHUIO C UCXOIHBIMU BapuaHTamu. Takum oGpa3om, mosyye-
HBI JI0Ka3aTeIbcTBa (HYHKIIMOHATBHOM 3HAYMMOCTH TIOTEHIIMATEHO
peryasitopaeix SNPs B mpomoTopax reHa APC 4yenoBeka, KOTOpbIe
MOTYT ObITh HOBBIMM OHKOMapKEpamu Mpu ceMeMHBbIX (hopMax paka
TOJICTOTO KHIIIEUHHUKA.
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M3ydyeHune MOJIEKYISIPHBIX MEXaHM3MOB HAC/IEICTBEHHBIX 3a00J1e-
BaHUIA 1 TIOMCK CIIOCOOOB MX TEPAIvy SIBJISIETCST OHUM M3 aKTyaTbHBIX
U TIPOTPECCUBHO PA3BUBAIOIIMXCST HATIPABICHWIT COBPEMEHHOI OMOIIO-
TMA ¥ MEIUIMHBL. ISl IeTaTbHOTO M3YYeHMsT TaToreHe3a HaclenCcT-
BEHHBIX 00JIe3HEl, HEOOXOIMMO HATMUME TOUYHO 1 3(P(hEKTUBHO pabo-
TaKOLIMX MHCTPYMEHTOB M3y4eHUs! (DYHKIIMIA TCHOB M MX B3aUMOIEHCT-
BUsL. B mociemHue ropl MOSIBUIACH U aKTUBHO WCTIONB3YIOTCST YUEHBI-
MU TaKU€ WHCTPYMEHTHI penakTupoBaHusi reHomoB, Kak TALENs
(Transcription Activator-Like Effector Nucleases) 1 CRISPR (Clustered
Regularly Interspaced Short Palindromic Repeats)/Cas9. B HacTosimit
MOMEHT JaHHbIE CHCTEMbI UCTIONB3YIOTCS B HECKOJIBKMX HAIpPaBIeHU-
SIX: HOKAyT TEHOB, CTUMYJISILIMSI TOMOJIOTMYHOM PeKOMOWHALIWY, JIelie-
MY WM MHCepimu NpoTsokE€HHBIX (parmenToB JJHK. C momoriibsio
JAHHBIX TTOIXOIOB ObUTM CO3IaHBl M30TEHHBIC KIIETOYHbBIC MOJIC/IN Ha-
CJIENICTBEHHBIX OOJIE3HEN YesloBeKa, B TOM YMCJIe HA OCHOBE KYJIBTUBH-
PYEMbIX TLTIOPUITOTEHTHBIX KJIETOK (3MOPUOHABHBIX CTBOJIOBBIX KJle-
TOK Y MHAYIIMPOBAHHBIX TUTIOPUTIOTEHTHBIX CTBOJIOBBIX KJIETOK). JlaH-
HbIe MOJIEJI aKTMBHO TTPUMEHSTIOTCS [UTST U3ydeHUsI TlaToreHe3a 0oie3-
Hel Ha KJIETOYHOM ¥ MOJIEKY/ISIPHOM YPOBHSIX, TIOMCKA HOBBIX MOJIEKY-
JISIPHBIX MUILIEHE! TSI JISKAPCTBEHHOM 1 TEHHOM Teparuu, a TAKKe JUIsT
CKPUHMHTOB M TOKCHUKOJIOTMUECKUX WCCIIENOBAHUI HOBBIX JIEKApCT-
BEHHBIX Mperaparos. [ToTeH1manbHo, TALENSs- "u
CRISPR/Cas9-omocpenoBaHHasi TOMOJIOTMYHAS PEeKOMOWHALIMS MO-
KET OBbITh MPUMEHEHA VISl CO3IaHUsI MalMEeHT-CIIeLIMMUIHbIX JTMHUI
C WCTIPABJICHHBIM TE€HOTUIIOM, KOTOPBIE MOTYT SIBJISITHCSI ayTOJIOTHY-
HBIM MaTepuajioM Ul 3aMEeCTUTEIbHON KIIeTOUHOM Tepanuu. Kpome
Toro, Ha ocHoBe CRISPR/Cas9 HenaBHO ObUTM CO3MAHBI CHCTEMBI IS
HOKayTa M aKTWBAILMU 3KCIIPECCUU TEHOB B MacIlTabe BCEro reHoMa.
DTH cUCTEMbI 00JIaIAI0T OTPOMHBIM TTOTEHIIMATIOM TIPUMEHEHUST B CHC-
TEMHOM HCCJIeNOBAaHUM (DYHKIIMM T€HOB W MX B3aMMOICHCTBUS TIpU
Pa3BUTUM HACTEACTBEHHBIX OOJIE3HE, a TAKXKe MPY METACTa3UPOBAHUM
M YCTOMYMBOCTHU OITyXOJICH K XUMHOTESPAITUH.

JIBe HOBbIe MyTauuu B rene IF180,
OTBETCTBEHHOM 32 pa3BHTHe cHHApoMa 2KeHa

Muaoeanosea H.B.!, 3axapoea E.10.!,
Maaaxoea B.A.1, Ezopoea M.!, Illyxoea?
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2 PJIKE . Hanvuuk

Acdukcnueckast 1ucTpodus TpyaHO KieTku (cuHapoMm XKe-
Ha) — pEeIKOe ayTOCOMHO-PELIECCMBHOE HACIeICTBEHHOE 3a00-
neBaHre. OCHOBHBIM KJIMHUYECKUM MPOSIBIEHUEM JaHHOTO 3a-
0OosieBaHUS ABISETCS BpOXAEHHAs nedopMalusl IpyaHON KieT-
KM, yucTo auadparMasbHOE IbIXaHUE U paHHEE pa3BUTHE AbIXa-
TeJIbHOI HEAOCTaTOYHOCTH. JIuarHo3 cTaBUTCs KIMHUYECKU MPU
poxneHuu pedéHka. [IporHo3 HeOIaronpusTHHINA.

Mpbl uccaemoBanu obpasen JIHK aByxmecssuHoro peGeéHKa
C KJIMHUYECKU TIOCTaBJIEHHBIM UAarHO30M acgukcuueckas oucmpo-
Qus epyonou kaemku. COrIacHO TaHHBIM JUTEPaTypbl, reH [FT80
KoaMpyeT OesloK, BXOASILMI B KOMIUIEKC B BHYTPMXTYTHKOBOTO
TPAHCMOPTA KJIETOK, MyTallM B KOTOPOM TIPUBOJIST K Pa3BUTHUIO ac-
ukcuyeckoit auctpodun rpyaHoit kietku 2 (MIM 611263).

MeTooM TMpsSIMOTO aBTOMAaTHMUYECKOTO CEKBEHMPOBaHUSI ObLIO
MPOBEICHO KCCIIeI0OBaHKE BCEl KOAMPYIOLIEi TTOC/IeI0BATEIbHOCTU
rena IFT80, Bkirouast 06J1acTh 3K30H-MHTPOHHBIX COCTUHEHMUIA.

B 18-M ak30He Oblia BEISIBIICHA AeIELINs YeTHIPEX HYKICOTHUIOB
¢.2223+4_2223+7del B reTepo3uroTHoM coctosiHuu. [laHHast 3ame-
Ha paHee He omucaHa B jutepatype. C MOMOIIBIO MPOrpaMMbl
npenckasaHust caidtoB crutaiicuira NetGene2 ObLIO MpeackKa3aHo,
YTO JaHHasl AeJeLusl MPUBOIUT K UCUE3HOBEHMIO JOHOPHOTO caifTa
CIUlaiicuHra.

B 14-m sk30He Obl1a BHISIBIEHA paHee He OMMCaHHAsl 3aMeHa
¢.1603C>T (p.535Pro>Ser) B rerepo3urotHoM coctosinuu. Corac-
Ho miporpamme PolyPhen2, nanHas 3ameHa SIBJsSIETCSI MyTallUeid.

M3 Bcero BbIIIECKA3aHHOTO MOXHO CIeIaTh BBIBO/I, YTO BBISIB-
JIEHHBIE JIeJIelMs ¥ 3aMeHa C BBICOKOI CTETNIeHbIO BEPOSITHOCTH SIB-
JISTIOTCST MyTALIMSIMM.

MoJiekyasIpHO-reHeTHYeCKAsi IMArHOCTUKA U YacTOTa
BPOXKIEHHOI MbllleyHo# quctpoduu Tuna 1A
(Mepo3uH-HeraTuBHoi) B Poccuu

Muaosuoosa T.b., /ladaiu E.JL,
Pydenckas I.E., Iloaaxoe A.B.

DI'BY «Meduko-eenemuueckuii Hayunwiii yenmp» PAMH,
ya. Mockeopeuve, 1, Mockea, Poccus
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Bpoxnénnast mpieunas muctpobus 1A tuna (BM/1A) — Ha-
CJIeICTBEHHOE 3a00JIeBaHUe, TPUUMHON KOTOPOTO SIBJISIIOTCSI MyTa-
uvu reHa LAMAZ2, xonupyioiero o.2-11efb MEpOo3uHa, TPOSIBIISIO-
1eecsl MaToJOrMYecCKMMU CUMIITOMaMU MbIIIEYHOI JereHepalnu,
(bubpo3oM 1 XapaKTepHBIMM M3MEHEHMSIMU OEJIOTO BEIIECTBA ro-
JoBHOro mosra. Yacrora BMJ/I1A B HacTosiiiee BpeMsl HE YCTaHOB-
JIeHa.

I'en LAMAZ2 pacriojioxeH Ha JJUHHOM ILIede XpOMOCOMBI 6,
COCTOUT U3 65 3K30HOB U MOKphIBaeT 633.43 kb, uTo meaer mMole-
KYJISIPHO-TEeHeTHYeCKylo auarHoctuky BMJ/I1A Tpymoemkoit, mim-
TEJILHOW M IOpOrocTosiiieit. B ¢Bsi3u ¢ yeM BO3HMKAaeT HEOOXOau-
MOCTh Pa3pabOTKM [NEIIEeBbIX M OBICTPBIX CIIOCOOOB MOJEKYJISIp-
HO-TeHeTUYeCcKoil auarHoctTuku BMJI1A B OTATOIIEHHBIX CEMbSIX.

B uccrnenoBanue oy 26 cemeit ¢ nuarHozom BMJI1A. Tlo-
HCK MYTALlMiA OCYIIECTBJISUICS METOJIOM MPSIMOTO aBTOMATUYECKOTO
cexBeHupoBaHus 1o Cenrepy Ha ripu6ope ABI Prism 3100 (Applied
Biosystems) ¢ ucnosib30BaHUEM MPOTOKOJa (PUPMBbI TPOU3BOAMTE-
JIsl. AHaJIM3 Pe3ysIbTaTOB CEKBEHUPOBAHMUST OCYLIECTBIISUICS C TIOMO-
1IBIO MporpamMmm Chromas u BLAST
(http://www.ncbi.nlm.nih.gov/blast). Pa3paboTka cucteMbl neTek-
UMM YyacThiX MyTauuii B reHe LAMAZ2 ocyluecTBisiiach METOIOM
mysbTuriekcHoi [THP ¢ mocnenytonieit pectpukuumeit. st ompe-
neneHus yactotel BMJI1A ucnons3oBanack JJHK 1000 3m0poBbIx
HEPOJICTBEHHBIX YEJIOBEK, MPOXKMBAIOLIMX Ha TeppuTtopun PD.

B pesynbrate uccinenoBanus 26 npodanaos ¢ BMJI1A, myra-
LMK B TOMO- WJIKM TET€PO3UTOTHOM COCTOSIHUM OBLIU BBISIBJIEHBI
B 21 ciydae, uto coctapisieT 81%. OmnpeneneH CeKTp MyTallui
B reHe LAMAZ2 y poccuiickux OOJbHBIX. [IprMeuyaTebHO, UTO
ObUIM  BBISBJIEHBI  YacTble MyTauumu B reHe LAMA2:
¢.2049_2050delAG (ex 14), cocrapmusitomas 9,5%, ¢.7536delC (ex
54), cocrasisiioniast 19%, u ¢.7732C>T (ex 55), cocrasisioliast
7%. Ona mytaiuu ¢.7536delC nokaszan adgdekT ocHoBaTesl.

Ha ocHOBaHUM 3THX M JIUTEPATYPHBIX TaHHBIX ObUIM BbIOPAaHbI
6 MyTaluii, onucaHue KOTOPBIX BCTpPEeYaeTCss MHOTOKPATHO, ObuUla
pa3paboTaHa cucTeMa IeTeKIMW YacThiX MyTtanuil reHa LAMA2,
MH(GOPMATUBHOCTb KOTOPOI cocTaBuia He MeHee 50%.

C MOMOIIbI0 TaHHOW CUCTEMBbI OBLT MPOBEAEH MOMCK YaCThIX
myTtauuii B rene LAMAZ2y 1000 310poBbIX HEPOACTBEHHBIX YeI0-
BeK. B pesynbrate McciieqoBaHMsI ObUIO BBISIBIEHO 2 MyTallMu
B T€TEPO3UTOTHOM COCTOSIHMU. BriepBbie MpoBeaeHa OlLeHKa Mo-
MYyJSIMMOHHON 4acTOThl 1IeCTH MyTauuil B reHe LAMAZ2 cpeaun
xureseir PO u pacuérHoii yuactoThl 3a001eBanuss BM/I1A, koTo-
past cocraBuia 1 Ha 72 000 HOBOPOXIEHHBIX.
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HuddepenupanbHas MOJEKyIspHAS THATHOCTHKA
HaCJIe/ICTBEHHO HeCHHAPOMAJIbHOI CEHCOHEBPAJIbHOM
Tyroyxoctu u cunapoma Ilennpena
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[TonoBuHa ciiydyaeB BPOXKIAEHHOM TETCKOM TYTOYXOCTH TSKEION
cTereHu 00yClIoBIeHa MyTallMsIMK B F'eHe KOHHEKCHHA 26, KOTOpbIe
BBI3BIBAIOT M30JIMPOBAHHOE IBYCTOPOHHEE CEHCOHEBPAILHOE HApy-
wenue ciyxa. Cunapom Ilennpena — perieccuBHoe 3aboJieBaHuUe,
XapaKTepu3yloleecsl CoueTaHUeM HapyIIeHHUs ciiyxa ¢ (hopMUpOBa-
HMEM SyTHpeouaHOro 300a. HapyuieHue ciayxa npu cuHIpome
O0OBIYHO COTPOBOXIACTCS AHOMATMSIMM PA3BUTHSI CTPYKTYP KOCT-
HOTO JIaOMpMHTAa BHYTPEHHETO yxa (IIMPOKMM BOIOIPOBOIOM
npeansepusi — EVA wu/wim nucrnnasueit MoHauHu). Y HOBO-
POXIEHHBIX TTAIIMEHTOB ¢ CMHApOoMOoM [leHapena MMTOBUIHAS XKe-
Jie3a He yBeJquueHa, 300 (opMHpYeTcsl B paHHEM MOAPOCTKOBOM
Bo3pacte y 40% nanmeHToB, y OCTAIbHBIX — T03Xe. Bo3pact, B Ko-
TOPOM HaOJII0AeTCsT YBEIMUSHUE IIMTOBUIHOM JKeJIe3bl, BApbUPYET
JaXe Yy MalMeHTOB U3 OJHOI CEMbH, UTO 3aTpyaHseT nuddepeHIm-
JIbHYI0 TUarHOCTUKY y JeTeil cuHapoma [leHapena, U30i1MpoBaH-
Holi Tyroyxoctu ¢ EVA u HecMHIpOMaJIbHOI CeHCOHEBPAJIbHOM Ty-
royxoctu. PacnipoctpanénHocTb cunapoma [leHnpena B Mmupe otie-
HuBaetcst Kak 7,5—10 cinydaeB Ha 100 000 HaceneHust. JanHoe 3a-
00JIeBaHUE CUUTACTCS CAMbIM YaCThIM CUHAPOMAIbHBIM BApUAHTOM
TYroyxocTH. 3a pa3Butue Kak cuHapoma [lennpena, tak u EVA niu
JUCTLIa3UK YIUTKM MOHIMHU OTBETCTBEHHBI MyTAallUM B TeHE TEH-
npuHa — SLC26A44.

PacnpoctpaH€HHOCTb M 3THONOIUS cuHApoMa IleHnpena u an-
JIeIbHBIX 3a00J1eBaHUI He U3yueHbl. B Xone naHHO# paboThl ObUIO
nposeaeHo uccaenoBanue JIHK 11 mpo6annos ¢ cunapomom IleH-
npena u/wim EVA. O6pasusl reHomHol JIHK nanmeHToB BEIOOpKHT
MpOaHAIU3MPOBAHbl Ha HAJIMYKME MYTAllMii B TeHaX KOHHEKCHUHA 26
(GJB2) n nennpuna (SLC26A4). B pesynbrare aHanm3a y ABYX Ia-
LMEHTOB ¢ cuHapomoM [leHapena u onHoro nauueHTa ¢ EVA obHa-
pyXeHbl OuaienbHble MyTaunu B rene SLC26A4. Y onHoro nauu-
eHTa ooHapyxeHa MmyTtauus c.35delG B reHe GJB2 ¢ rOMO3UTOTHOM
COCTOSIHMM, W [JUarHo3 cunopom [lendpeda He TOATBEPAMIICS.
VY octajbHBIX MAaUMEeHTOB BIOOPKHU (60%) MyTaluMy He oOHapyxe-
HbI. B CBsI3UM ¢ MoydeHHBIMU pe3yibTaTaMK HavyaTo MCCIIeIOBaHME
Ha HajMuue MyTauuii B reHe SLC26A4 y naliieHTOB ¢ AUCIUIa3ueit
BHYTpPEHHETO yXa MOHIMHMU.

I'eneTHyeckmii KOHTPOJIbL OOMEHA XO0JIECTEPHHA
B MHTPAA0JOMHHAILHOI JKHPOBOi TKAHH

Mupownuxoea B.B., Ilanmeaeesa A.A.,
Yeenro T.C., IIueauna C.H.

[lepsviii - Canxm-Ilemepoypeckuil  eocyoapcmeeHHbll  MeOUYUHCKULL
yHugepcumem um. axkao. U.11. [laerosa

HUI] «Kypuamoeckuii uncmumym», [lemepOypeckuii uncmumym
sa0eprotl usuxu um. b.I1. Koncmanmurnosa

AOGIOMUHAIBHOE OXXMPEHUE COMPOBOXKIAETCSI HAKOIICHUEM XO-
JilecTeprMHa B XMUPOBOI TKaHU, HapyllleHueM OOMEHa JIMMOMPOTeU-
HOB BBICOKOI TUIOTHOCTM M CYLIECTBEHHBIM TIOBBIIIEHUEM pHCKa
Pa3BUTUSI CEPACUYHO-COCYAUCTOI matonoruu. B ocHoBe maronornye-
CKOTO pa3pacTaHusi MHTPaabJIOMUHAIBLHOTO XKHpa JIEKUT TUTIePTPO-
¢us, T.e. yBeIMUEeHME 00bEMA, amUIIOLUTOB, KOTOPOE MOXKET OBITh
aCcCOLIMMPOBAHO C M3MEHEHMSIMU Ha YPOBHE 3KCIIPECCUU TEHOB,
KOHTPOJIUPYIOLMX OOMEH JIMMUAOB, B YACTHOCTH XOJeCTepHHA.
Tpaucnoptepst ABCAl 1 ABCG1 — TpaHcMeMOpaHHbIe OeTKu-Tie-
PEHOCUMKH XOJIeCTepMHA — WIPAIOT Bedylllyl0 pOjib B TPaHCIOPTE
XOJIECTEpUHA Y SJIMMUHALIMK €T0 U3 KJIETOK. B peryasiium ux akTvB-

HOCTHM Ha TEeHHOM U MOJIEKYJISIPHOM YPOBHE MOTYT IIPUHUMATh y4yac-
TUE pa3IMYHbIe JIMTAHI-3aBUCUMBbIE siiepHbIe (haKTOPhI, TAKUe, Kak
PPARy, LXRa, LXRB 1 RORo. Mccenenosanue npoduist akcrpec-
cuu reHoB ABCA I, ABCG1, PPARy, LXRo., LXRB n RORo. siBnsieTcst
MEePCIEKTUBHBIM HAMpaBiIeHUEeM JUIsl BbISIBJICHUS HOBBIX MUILEHEH
JUIst hapMaKoTeparnuy OXXUPEHKsI U COMYTCTBYIOLIUX €MY MaTOJIOTHIA.
B Haiem ucciienoBaHUM BbISIBJIEHBI OCOOEHHOCTH IKCIPECCUU Te-
HOB ABCAIn ABCG1 6 uHTpaabOOMMHAILHOM XXUPOBOI TKAHU B 3a-
BHCUMOCTH OT MHIEKCa Macchl Tesa. Takxke MmokaszaHo, YTo sAEpHbIi
peuenitop PPARy u opdanossiii petientop RORa urpator 3naum-
MYIO poJib B peryisitiuu ypoBHs 6eikoB ABCAL u ABCG1 B uHTpa6-
JIOMUHAJIBHOW XUPOBOM TKAHMU.

Hccnedosanue noooepucaro epanmom PODU 14-04-31690

Hporﬂocmqecxaﬂ U JTHArHOCTHYECKAsA POJib
IKCIPECCHH PAKOBO-TCCTUKYJIAPHBIX '€CHOB
P OHKOreMaToJIOrH4e€CKnx 3a00JIeBAHUSAX
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Joincko H.A1, Caavnux A.A.1, Muciopuna E.H.5,
Mapvun JI.C.2, Mapzoaun O.B.2, Hecmeposa E.C.2,
Yepnoea H.I'2, Illapxynoe H.H.2, Kpasuenxo C.K.2,
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! @TBHY «POHI] um. H.H. Broxuna», Mockea, Poccus
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2 @I'BY Temamonoeuueckuii nayunoii yenmp M3 P®, Mockea, Poccus
3 KJIII «IenoTexnonoeus», Mockea, Poccus

DKcrpeccust pakoBO-TecTUKYIIIpHBIX reHoB (PTI) Bo3aMoxHa
MPU OHKOTEMAaTOJOrMYECKHUX 3a00JIeBaHUSIX.

Lens pabotel: omeHUTh BiusiHue 3Kcrpeccun PTT SP17,
GAGE1, HAGE, NY-ESO-1, MAGEAI, PASDI, SCPI1, SEMGI,
SLLPI, SPANXAI, SSX1u PRAME Ha xiivHM4YeCKUE OCOOCHHOCTH
reMo0J1acTO30B.

Herexuusa MPHK PTT nmpousBomunack metonom RQ-PCR. Bei-
Ja cobpana nepudepudeckass kpoBb (1K) 39 GoabHBIX ¢ AMarHo-
3oM JAK2-nonoxurensusie XMI13; ITK 1 koctHBIil Mo3r (KM) 95
60pHBIX XMJI, KM 92 nepBUYHBIX OOJBHBIX OCTPBIM ITPOMUETO-
muTapHbIM Jeiiko3zom (OIL); MK n tumdbaruyeckue y3asl (JIY) 27
6obHBIX JMdomoit XomkkuHa (JIX); TIK m KM 17 6oabHBIX
nuddysHoit B-kpynmHokinerounoii aumdomoii (JBKIT), ITK, KM u
JIY 22 6onbHBIX hoyummKyasipHoi TuMdomoit (DJT).

B xpoBu 6obHBIX XMTI13 1 nepBuuHbIX 601bHBIX XMJI cTanuu
X® PTI  sKcopeccMpoOBalMCh Ha  COMOCTaBUMOM  YPOBHE
(p =0,001). B kpoBu 60nbHbIX XMJI yactota akcripeccun PTT 6b1-
na B cramuu BK Beiue, yem B cramuun XD (p = 0,032) u ®A
(p = 0,048). Dkcnpeccuss PRAME B kocTHOM Mo3re 601bHbIX XMJT
cramuu BK mo ypoBHio Bbiie, yuem B X® (p = 0,06) u ®A
(p = 0,026). Dkcnpeccuss PRAME nabmonanack y 100% 6G0bHBIX
OIJI. Yposenb akcrpeccun PRAME otHocutensHo PML/RARo
ObLT JINOO COMOCTaBUM, JIMOO OYeHb HM30K. 3a BpeMsl HaOJII0eHUS
y 19% Gonbhbix OIJI pa3Buiics paHHUI PELUMANB, U TOJBKO Y TEX,
KTO MMeJ HM3KMil ypoBeHb akcrpeccun PRAME (p = 0,008).
VY 6 6oabHBIX JIX 10 Havana Tepanuu B [1K HaGmomanacek akcmpec-
cust 6 PTT, Ho nocie noctuxenust [TP akcrnpeccun JaHHBIX TeHOB
He HaOmonantachk. Beicokuii ypoBeHb akcnipeccunt HAGE n PRAME
y 6osbHbIX JIBKJT 1 DJI ObLI CBSI3aH ¢ MEHBIIKMM IPOLIEHTOM J0-
crikenust 1P, yem Huskuit ypoenb (0% vs. 100%, p = 0,049 u
18% vs. 45% p = 0,0041).

O6HapyxeHo MoJekyasgpHoe cxoncTBo XP XMJI u xMII3. Io-
saeHre MPHK PTT B [TK u KM 6onbHbix XMJI npoucxoaut npu
sposmonun XMJI uz XD B @A u BK. ITpu OI1JI ypoBeHsb akcmpec-
cuu reHa PRAME yka3biBaeT Ha BBICOKUI PUCK PA3BUTHSI PELUIM -
Ba. lunepakcnpeccus HAGE npu IBKJT u PRAME nipu ®J1 yka3bi-
BaeT Ha PE3MCTEHTHOCTH OITyXOJIM K Teparuu.
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Koskcnpecens MYC/BCL2 noBbimaer puck pa3BuTHst
penInBa,/ MporpeccupoBaHusl 3a001eBaHust Y 00JbHBIX
JBKJI, noay4aomux WHTEHCHBHYI0 XHMHOTEPAIHIO
no nporokosy M-NHL-BFM-90

Mucropuna A.E.1, Koepueuna A.M.!, Bapax E.A.2,
Mucropun B.A.5, Muciopun A.B.3, Kpasuenxo C.K..,
Kyauxoe C.M.1, I'emoncan 3.I'1, O6yxosa T.H.!
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2 Jopodckas kaunuueckasn 6oavnuya Ne52, Mockea

3 HUH D]uTO OIBHY «POHI um. H.H. Broxuna» PAHO,
Mockea

[IpomomkaeT 0OCYXaaThCs MOTeHITMANbHAS posib 6ekoB MYC
u BCL2 B ¢opMupoBaHUN pe3UCTEeHTHOCTH Audby3HON B-kpym-
HokJeTouHo# auMdomsr (JIBKIT).

Lenb uccnenoBaHuss — aHaiM3 CBA3M BKCIPECCUU OEKOB
MYC u BCL2 y 6onbHbiX JIBKIJI ¢ 3hheKTUBHOCTBIO JIeUeHUST TIO
MPOTOKOJTy MHTeHCUBHOM xumuotepanuu m-NHL-BFM-90.

62 GonbHBIM, monydaBiiuM JsiedeHue B THII mo mporokosy
m-NHL-BFM-90, seimonneno MI'X ¢ anturenamu k BCL2, MYC
(cutoff MYC u BCL2 >40% u 50% cooTBEeTCTBEHHO). 22 GOJbHBIM
nposeaeHo CLIM. FISH-uccnenoanne MYC u BCLZ2 BBIIIOJTHEHO
53 GosbHBIM. 17 6obHBIM BhITONHeHa RQ-PCR a5t onpeaeneHust
komuectBa MPHK ¢c-MYC u BCL2. O6paboTKa JaHHBIX IIPOBOIM-
Jach B mporpamme SAS 9.3.

Koakcenpeccuss MYC/BCL2 vauie Bcrpevanack rpu non-GCB
tune ABKJI (29% vs. 17%, P = 0,18). Tlepecrpoiika ¢-MYC BblsiB-
neHa 'y 1 6onbHOTO TIpH ypoBHE KcTpeccuu Oenka Gonee 40%. V 11
60s1bHBIX (21%) BBISIBICHBI OAMH WM OOJIee JOTTOJTHUTEIbHBIX CUT-
HasoB ot Jiokyca c-MYC. He oOHapyXeHO KOppessILUA MEX/1y Ha-
JIMYMEM AOTMOJHUTENbHBIX CUTHAIOB OT reHa c-MYC 1 ypoBHEM 3K-
cnpeccun 6eka MYC >40% (p<0,05). Iepecrpoiika rena BCL2 He
BbISIBJIECHA HU B OfHOM ciyyae. AMruindukauust BCL2 Habmona-
nack y 17 (40%) GonbHBIX. BhIsiBICHA KOPPETSIIAS MEXTY aMILIH-
duxanmeit rena BCL2 wu oakcmpeccueit Oenka BCL2 >50%
(p = 0,0053). Haiinena cBsa3b mexny konndectBom MPHK ¢-MYCu
ypoBHeM a3kcrpeccun 6enka MYC (K03hOHUIUEHT KOPPEIsLI
0,86; p<0,0001). He HaiimeHO KOPPEJSIIIMUA MEXIY KOJUYESCTBOM
ypoBHeM akcnipeccurd MPHK u 6enka BCL2 (koadbduiineHT Koppe-
ssiiu coctasua 0,14; p = 0,57). Koskcnpeccuss MYC/BCL2 no-
CTOBEPHO TMOBbIILIANIA BEPOSITHOCTb PA3BUTUSI PELIMAMBOB,/TIPOrpeC-
cuposanust JIBKJI B Teuenue 4 net (65% vs. 15% B rpymre ¢ u 6e3
koakcnpeccun MYC/BCL2 coorserctBeHHO; p = 0,0029). MHoro-
(axTopHbIit aHanM3 nokasai, uro Koakcrpeccust MYC/BCL2 siB-
JISIETCS1 He3aBUCUMBIM (haKTOp pUCKa Pa3BUTHS PELIMAMBA/TIPOrpec-
cupoBaHusi 'y OonbHBIX JIBKJI, Je4eHHBIX 110 TIPOTOKOJY
m-NHL-BFM-90 (P = 0,003).

Ornpenenenue ypoBHs a3kcrnpeccun 6enkoB MYC n BCL2 me-
TonoM MT'X 060CHOBAHO 1JIsT BKIIIOUEHUSI B AUATHOCTUYECKUIA aJl-
roput™ obcienoanust 6onbHbIX JIBKKII B esisix crparnduxanmm
Ha TPYMIMbl pUCKa Pa3BUTUS PELMINBA/TIPOTPECCUPOBaHUS 3a00-
JIeBaHUSI.

Bpoxnénnbiii runorupeo3 B Mockse:
ocHoBHble uTorn 10-nernero
HEOHATAJILHOIO CKPHHHHTA
(2005—2014 rr.)

Mumeokuna B.b., /lenucenkosa E.B.

Hayuno-npakmuueckuii Ilenmp ncuxuueckoeo 300poevs demeti u no-
dpocmios, Llenmp HeonamanbHo20 cKkpuHuHea,

Mockea, 119334, 5-u Jowckoti npoesd, 0,21a

mitkins|@rambler.ru

IpencrapiaeHbl  pe3yabTaThl HEOHATAJIBHOTO CKPUHWHTA Ha
BpoxaEHHbIN runotupeo3 (BIY) B Mockase 3a 10 et (2005—2014 rT.).

Bcero 6bu10 o6cnemoBaHo 1 263 805 HOBOPOXAEHHBIX, MPU
3TOM TIpymmna pucka cocraBwia 6240 nereit (0,4%). B TteueHue
10-1eTHETO TMeproma BeJIMYMHA MOPOTOBOTO YPOBHS IS HAOOPOB
JEJ®UA Heo-TTT (kat.NeA032-310) usmenunach ¢ 20 MxEx/mn
no 11 mxEn/mi B 2009 1. (99,5 nepceHTUIIsT), YTO MPUBENIO K YBEJIU-
yeHuto rpymnmbl pucka (¢ 0,1 go 0,9%) m KoiauuecTBy neTeit, Ha-
MPaBICHHBIX K 9HIOKPUHOJIOTY.

JInarHo3 BpOXAEHHOTO TMIIOTUpPEO3a MoaTBepauics y 453 ne-
Teil W3 TPYNIbl PUCKA, TaKUM 00pa3oM 4YacTtora 3aboJieBaHMs
B cpenHeM 3a 10 et coctaBuna no r. MockBe — 1:2789. Yactota
BI' Bapbupyet 1o rogam, HO UMEET MECTO HeOOJIbILIOE YBEJINYeHNE
B TIOCJIEIHNE HECKOJIBKO JIET, OCOOEHHO TTOCIIe U3MEHEHMSI TOPOTO-
BOTO YPOBHS. [IMarHo3 TPaH3UTOPHOTO TMIOTHPEO3a ObLI MOCTaB-
JneH 274 HoBOpOXNEHHBIM. [IpM 3TOM U3MEHEHHE TOPOroBOro
YPOBHSI TIPUBEJIO K CYLIECTBEHHOMY YBETMYEHUIO KOJIMYECTBA TH-
MOTHPEO3a TPAH3UTOPHOU (HOPMBI KaK B aOCOJIOTHBIX, TaK U B OT-
HOCUTEJIbHBIX T dpax.

KonuuectBo ciayuyaeB ¢ konueHTpauneir Heo-TTT Brile uem
50 MmxEn/mi coctaBusio okojio 50% ot Bcex ciaydaeB 3aboJieBa-
Husg. C Apyroil CTOPOHBI y OCTaBIIMXCS JETE C TUAarHO30M
BPOXIEHHOTO rumorupeosa koHueHTtpauusi Heo-TTI Obuta Me-
Hee 50 MkExn/mn um pacnpenmenuiack TaKuM 0Opa3oM, 4YTO
B 25—30% Bcex ciiyyaeB 3a00JIeBaHUS C BPOXKIEHHBIM TUITOTUPE -
o3oM ypoBeHb Heo-TTI Haxomuiacs B uHTepBajge oT 11 mo
20 MxEn/mur.

DTU HaHHBIE YKa3bIBalOT Ha BaXKHOCTh TMPABWJILHOTO BBIOOpA
noporoBoro 3HaueHust aist Heo-TTT, ¢ omHOM CTOPOHBI, € IPYToii,
— YKa3blBalOT Ha HEOOXOAMMOCTb TAKOTO e BHUMATEJIbHOIO W
CBOEBPEMEHHOTO MPOBEACHUSI PETECTa, KaK U Uil TPYIIIbI C BBICO-
kuMm ypoBHeM Heo-TTT.

OcHoBHOI#1 BbIBOI 10-1€THEr0o HeoHaTaJbHOro CKpuHMHra BIT
B MockBe — HaOJII0AaeTCsl POCT YaCTOThI BPOKIAEHHOTO TMITIOTHPE-
o3a B I.Mockse ¢ 1:4099 B 2005 r. no 1:1919 B 2014 r. OnHoit u3
BO3MOXHBIX TIPUYMH SIBJISIETCSl MOJHAsE HEAOCTATOUYHOCTh CPEeaHei
cTereHu HabJIogaeMasi B HacTosiiiee BpeMsi B I.MOCKBe, TTOCKOJIb-
Ky oKoio 12% Bcex TeCTHpyeMbIX 0OpaslioB MMEIOT YpPOBEHb
Heo-TTT Beiie 5 MkEn/mi. Bropoit BO3MOXHO# NPUUMHOIA SIBJISI-
eTcs u3mMeHeHne moporosoro yposHs a1t HEO-TTT, uto ocobeHHO
3aMETHO CKa3aJoCh Ha YBEJIMYEHUM KOJIMYECTBA TPAH3UTOPHOM
dopmbl 3a0051€BaHMS.

BpoxaéHHbIN runotnpeos B Mockse: OCHOBHble utorn 10-neTHero HeoHaTanbHOro ckpuHuHra (2005—2014 rr.) raona

Fopwl 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014
K-BO HOBOPOXAEHHbIX 102 484 102 734 109 860 123 800 125 700 135 394 136 912 144 755 140 094 142 072
Mpynna pucka 141 (0,1%) | 168 (0,1%) | 299 (0,3%) | 239 (0,2%) | 421 (0,3%) | 554 (0,4%) | 859 (0,6%) | 966 (0,7%) | 1056 (0,75%)| 1298 (0,9%)
HanpaBneHb! K SHA0KPUHOMOTY 36 36 50 72 100 104 96 77 113 114
BpOoXA&HHbIN runotpeos | 25 (1/4099) | 28 (1/3669) | 27 (1/4068) | 39 (1/3174) | 63 (1/1995) | 51 (1/2654) | 45 (1/3042) | 47 (1/3079) | 54 (1/2594) | 74 (1/1919)
TpaH3uTOpHbIN runotupeoa | 5 (1/20497) | 6 (1/17122) | 8 (1/13732) | 22 (1/5627) | 26 (1/4834) | 34 (1/3982) | 44 (1/3111) | 30 (1/4825) | 59 (1/2374) | 40 (1/3552)
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AHanu3 MyTanuii ¥ SKCIPeCCUH OHKOTE€HOB

NpH HEMHBA3HUBHOWM MOJIEKYJISIPHO-TeHETHYECKOi
JUATHOCTHKE OCHOBHBIX OHKOYPOJOTHYE€CKHX
3a00JeBaHmil IO 0CAKY MOYH
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Pak npexncrarenbHoit xenesbl (PTIXK) u pak MoueBoro myssipst
(PMII) oTHOCATCS K HanboJiee YacThIM OHKOYPOJIOTMYECKUM 3a00-
neBaHusM. OCHOBHOI1 J1abopaTopHbIit MeTon nuarHoctTuku PTIK —
onpeneseHue ypoBHs mpoctarcreuuduuHoro antureHa (I1CA)
B KPOBU, OTHAKO €r0 KOHIIEHTPALIUSI MOXET ObITh MOBBILLICHA HE TO-
nbko npu PTT2K, HO 1 ipu BocmaaeHUU, TUIIePILIa3uu UK aieHOMe
npoctaTbl. YyBCTBUTEIBHOCTh ITUTOJIOTMYECKOTO aHAIM3a MOYM
npu PMII cyiiecTBeHHO orpaHMYeHa Ha MepBoOil cTaauu 3abosieBa-
HUsl. B CBsI3U ¢ 9TMM, aKTyajleH MOUCK HOBBIX MAapKEPOB [UIsT HEUH-
Ba3MBHOI JIMAarHOCTUKMA OCHOBHBIX OHKOYPOJIOIMYECKHX 3a00eBa-
HUil. B mocieqHue robl onucaHbl MOJIEKYISIPHO-TEHETUYECKUE W3-
MeHeHUsI, KoTopble XapakTepHbl st PIT2K u PMII, u moryT GbITh
BBISIBJIEHBI B ocanke Mouu. Llenbio Hacrosiiieit paboThI siBisieTCsI
KOMILIEKCHbIN aHanu3 skcnpeccuu reHoB PCA3, TMPRSS2-ERG u
Mytaunii FGFR3 B ocamkax MOYM KakK IMOTEHILMAIBHBIX MapKEPOB
IUISl HEMHBa3MBHOM nuarHoctuku. Mccnenosanu 29 o6pasiios ocaa-
Ka Mouu, moiydyeHHbIX oT nanueHToB ¢ PITK (10 obpasiios), ane-
HOMOM /MHTpasnuTeNnanbHoi Heorasuein — [MUH — (16 oGpas-
1I0B) M BocrajeHueM (3 obpasiia) mpocTaThl. DKCIPECCUIO T€HOB
PCA3 u TMPRSS2-ERG onpenensuin meronom TP B peanbHOM
BpeMeHu ¢ TagMan-30HIaMHW OTHOCHMTEJIbHO  DHIOTCHHOTO
(GAPDH) u tkanecnieuuduuroro (KLK3) kontpoeii. [mnepakcm-
peccust PCA3 6buta xapakrepHa mist PIT2K: nmarHoctuyeckast To4-
HocTb nipu noporosoM 3HadeHuu ACt(PCA3-KLK3) pasHom 0,98
cocraBuia 84% st 0OCaaKOB MOUM. DKCIPECCUSI XUMEPHOTO OHKO-
reHa TMPRSS2-ERG soisiBnena B 50% PITXK u 17% cnyyaes [TUH.
Meronom ITLIP ¢ mocnenyionem cekBeHupoBanueM 7 u 10 5K30HOB
FGFR3 wuccnenoBanu 16 00pa3lioB 0CagKOB MOUYM OT OOJbHBIX
PMII, rpynmy KOHTpOJISI COCTaBMIM 24 TalMeHTa C IUCTUTOM U
MouekaMeHHoi 6osie3Hbio. B 31% ciayyaes PMII BbisiBIeHbI MuC-
ceHc-mytauu: ¢.746C—G  (p.S249C), c.1124A—G (p.Y375C),
¢.1144G—C (p.G382R) u 2 ciyuas ¢.1156T—C (p.F386L). Takum
oOpa3oMm, aHaiM3 9Kcrpeccun UM MyTauuit reHoB  PCA3,
TMPRSS2-ERG v FGFR3 MoOXeT ObITb MCIOJIb30BaH Kak KOMIIO-
HeHT HemHBa3uBHOU quarHoctuku PIT2K u PMII o ocagky Mmoun.

Cemeiinblii ciryuaii cOaJIAHCHPOBAHHOM PENMIPOKHOM
TPAHCJIOKAMM AYTOCOM W PUCK Tpucomuu 21
y MOTOMCTBA

Muxaiiaux JI.H., Topuna O.B., Ilponuna E.H.

Kpaesoti kaunuveckuii yenmp cneyuaiusupo8anHHbix U006 MeOUyuH-
CKOUL noMowu

690091, 2. Bradusocmok, ya.Yoopesuua, 30/37

Larisa053@mail.ru

M3BecTHO, YTO HOCUTENN COATAHCUPOBAHHBIX MEPECTPOEK AyTO-
COM HMEIOT TOBBILIEHHBI PUCK MEWOTHYECKOTO HEPACXOXKICHUs
XPOMOCOM U, CJIEIOBATEIbHO, MOTYT UMETh TOBBILICHHBII PUCK TPU-
comuu 21 y motomMcTBa. B Haleii mpakTKe BCTPETUIACh TaKast CeMbsI.
B MemMKo-reHeTMUECKY0 KOHCY/IbTalMo T.BiagnBocToka obparu-

JIach CYINpyXecKasi rapa ¢ rnpobaHaoM: Maaburk, 06.07.2013 r.p. Bos-
pacTt pomuTesieii Ha MOMEHT poKIeHUsT pebEHKa: Martepu 41 rom, oTiy
40 net. CeMbs T0JTHast, Opak y 00OMX CYIPYrOB MEPBbIA.

M3 anamHe3a M3BECTHO, UYTO PeOEHOK OT UETBEPTOI OepeMEeHHO-
CTH, TIPOTEKABIIEH C Yrpo30i IpepbiBaHMsT OEPEMEHHOCTH, JIBYX
NpeKIeBPEMEHHBIX POIIOB B 36 Hellesb, MYTEM KecapeBo CeUeHus, pu
poknennn Macca tena: 2850 r, mmHa tenna: 47 M. [lepBbie aBe Gepe-
MEHHOCTH 3aKOHYMJIMCh CAMOITPOM3BOJIbHBIMU BBIKUIBILIAMU B PaH-
HHE CPOKM OepeMeHHOCTU. TpeThbst OepeMEHHOCTb 3aKOHUMIJIACh POXK-
JIEHUEM 3[I0POBOTO MAJTbYMKa, MYTEM KecapeBO CeYeHUsI.

®eHoTUn MpodaHAa MPU POXAECHUU: MBbILLICUHAST TUIIOTOHUS,
TUIOCKOE JIMLI0, MOHTOJIOMAHBIN paspes rj1a3, KOPOTKUI HOC C TUI0C-
KOW TIepeHOCHIIEH, STTUKAHT, Opaxuliedaus ¢ TUIOCKUM 3aThUIKOM,
JUCIIACTUYHBIE Y1, MUKPOTHSI, KOPOTKasl LIMPOKasi 1est, Opaxu-
Me3odanaHrus, KIMHOJAKTUINS MU3UHLEB, 4YeThIpEXTalblieBast
JlaloHHas 60po3/a, CaHAaIeBUAHAS LLEb.

[IpoBeneHO IMTOreHETHYECKOe MCCIIeI0BAaHKE C UCTIOb30BaHUEM
G-mertona. Kaprorun npo6anza: 47,XY,t(2;6)(ql13;q15),+21. Kapuo-
TUTMPOBAHUE POIMTENICH TMOKA3aJ0, YTO BBISBICHHASI COATAaHCUPO-
BaHHasl TPAHCJIOKALIMSI MeXIy 2-i U 6-ii XpoMocoMaMu Y pebEHKa
¢ TpUCOMHOM dopMmoit cuHapoMa JlayHa, OTLOBCKOIO MPOMCXOXKIE-
nust. Kapuorun orua: 46,XY,t(2;6)(q13;q15) Cubc npobaHma Takxke
YHACJIeoBaJ OT OTLA CTPYKTYPHYIO mepecTpoiiky. Kapuorun cubca
npoGanza: 46,XY,t(2;6)(q13;q15). Kapuorun marepu: 46,XX.

Bknan myranmii renosB OTOF, RAII n SLC2644
B 9THOJIOTHIO HACJIEJCTBEHHOI MOTEPH CIyXa
Ha Anrae n B Tyse

Muxaavckaa B.10.12, Badvi-Xoo M.C.%3, 3viyaps M.B.12,
Bonoape A.A.#, Moposoe H.B.%4, Ilocyx 0.J1.12

I @I'BYH Hncmumym yumonoeuu u eenemuxu CO PAH,

2. Hosocubupck, e-mail: mikhalskaya@bionet.nsc.ru

2 @IBOY BIIO Hosocubupckuil HAyuoHanbHbill uccaedo8amensekuil
eocydapcmeernbiil yHueepcumem, 2.Hosocubupck

3 I'BY3 PT «Ilepunamanvhoiii yenmp Pecnyoauxu Toiea», 2. Koizvi

4 @IBYH Huemumym xumuueckoti 6uoaoeuu u QyHOameHmanvHoll me-
duyunsr CO PAH, 2. Hosocubupck

HacnencrBeHHast moTepsi ci1yxa XapakTepu3yeTcsl yHUKaTbHOM Te-
HETUYECKOI TeTeporeHHOCThl0. B HacTosiiiee Bpemsi KapTMpPOBaHO
okoso 140 reHeTMYEeCKHX JIOKYCOB U MIAEHTU(UIIMPOBAHO OKoyio 90
IeHOB, aCCOLIMMPOBAHHBIX C HECUHIPOMAJIbHOM ToTepeit ciyxa. Hau-
OOJIBIINIA TTATOreHeTHYeCKUi Bk (10 50%) BHOCSAT MyTallMK reHa
GJB2 (Cx26, KOHHEKCHH 26), CKDUHMHT KOTOPBIX UMEET MPHOPUTET-
HOE€ 3HAYEHME U1l MOJIEKY/ISIPHOM NMArHOCTMKW HapylIEHWM ciyxa.
Tem He MeHee, B OOJIbLIOM YMC/IE CTydyaeB IeHETUYECKUEe MPUUMHbL
[JTyXOThI OCTAIOTCSl HEM3BECTHBIMU. BBICOKast reTepOreHHOCTh reHeTH -
YECKOro KOHTPOJISI HapylIeHWii ciyxa (mpobsieMa «MHOTO I'eHOB —
onuH (eHOTUI») 3aTpyaHsieT pa3pabOTKy YHMBEPCAIbHOIO MeToaa
JIMarHOCTUKM JIAaHHOIA maTojioruu. B nmocnenHee Bpemst Uist pereHust
JAHHOW TIPOOJIEMbI MCIOJIB3YIOTCSI HOBEWIINE METOIbl TeHOMHOTO
aHanu3a. [IpuMeHeHre 5K30MHOTO CeKBEHUPOBAHMSI TSI BbISICHEHUS
TEHeTMYECKUX MPUUMH MOTePU CIIyXa B HECKOJIBKUX AJITACKUX CEMb-
SIX C HACJIEICTBEHHOI TJIyXOTOI HESICHOM TUOJIOTMU MTO3BOJIUIIO BbIsI-
BUTb CErPEraLyio MOTepH CIyXa B 3TUX CEMbSIX C TOMO3UTOTHOCTBIO T10
peleccuBHBIM MyTanusaM ¢.5254G>A, ¢.1111G>C, ¢.2168A>G B re-
Hax RAIl, OTOF, SCL26A4 cootBetcTBeHHO. [Tocienyrommii cKpu-
HUHT 9TUX MYTalMii y OOJBbHBIX Pa3HOTO STHUYECKOTO MPOUCXOXKIE-
HuUs (aITailibl, TYBUHIIbI, PyCCKME, Ka3axu), He MMEIOLIUX MyTaluii
B reHe GJB2 (Cx26) («Cx26-HeraTuBHbIe» GONbHBIC), U3 Pecryommuk
Aunraii (120 yen.) u Teia (130 yen.) mokasan, 4To 3T MyTallUK TIPH-
CYTCTBYIOT TOJIBKO Y ITpeCTaBUTeNIell KOPEHHOTO HaceleH st Atast —
anTaiieB. J1osst anTailckux OOJBHBIX C BBISIBAEHHBIMM MYTALUSIMK
cocraswia: 10,6% (RAIT), 4,3% (OTOF) v 2,1% (SCL26A4). Yacrora
TeTepO3UTOTHOTO HOCUTEIbCTBA MyTaluu ¢.5254G>A (RAII) 6 nomy-
JISIIMOHHOM BbIOOpKe anTaiiies (120 yen.) — 3.33%, a c.1111G>C
(OTOF) u c.2168A>G (SCL26A4) He 6butn 0OHapyXeHbL. [ToxydeH-
Hble JaHHble OYIyT aKTyalbHbI sl pa3pabOTKU MOJIEKYJISIPHOI 11a-
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

THOCTMKM HACJIEICTBEHHOI TIOTEPH CilyXa y HACEJICHUS UCCIIeyeMbIX
pernoHoB CubMpH.

Paboma evinonnena npu gurarcoeoi noddepicke 6az06020 6r00NCEMHOO
npoekma  NeVIS8.1.1.,  epanmoe ~ PODU  Nol4-04-90010 ben,
Nel15-04-04860 u sxcneduyuonnsix epanmoe CO PAH.

JBa cayyas cunapoma nae s Illanens B FOrpe

Muxna U.H., Jlonnuxoe M.IO., Hoéurxoea M.B.,
Koabacun JI.H., 3ybaiioyisuna C.P., Jloxwckun JI.A.,
Illyaveun JI.A., Oscannurosa C.I.

bBY XMAO-IOcpui « Oxpyacroti kapouonoeuveckuii ducnancep «lLlenmp
duaeHocmuKu U cepoeyHo-cocyoucmoll Xupypeuuw», meouKo-ceHemuue-
ckas koncyavmauus, e.Cypeym, ya. Jlenuna, 69/1

mgk@okd.ru

JKeHcKuit KapUOTHUIT TIPU MYXCKOM (DeHOTHTIE (CUHAPOM Jie Jist
IMMamnens, yacrota 1: 20 000 — 24 000) BcTpeuaeTcs B 10 pa3 pexe,
yeM cuHapom KoraiiHdenbrepa. [lpeacraBieHo omnucaHue OBYX
KJIMHUYECKHX clydyaeB cuHapoma e st Lllanesns.

Iepsoiii cayvaii. [Tpobana — mManbuuk, 6 Mec., ot 11 GepemeH-
HOCTH, TIpOTeKaBIlleii Ha (OoHe aHeMWM, HOCUTEIbCTBA AHTHUTE]
K LIUTOMETaJIOBUPYCY, BUPYCY MPOCTOro repaneca. [Ipu poxaeHun
COCTOSTHME YIOBJIeTBOpUTENIbHOE, Bec 3925 1, uinHa 52 ¢M, OKpYX-
HOCTb TOJIOBKM 38 cM, olieHKa 1o 1ukajie Anrap 8—9 6amios. De-
HOTUIIMYecKU: 6e3 ocobeHHocteil. [1o pe3yabraTaM HEOHATAILHOTO
ckpuHuHra  (ypoBHu  17-okcumporectepona  (17-OI1) —
15,3 umosb/1, TecrocTepoHa — 16,1 HMOJIb/JI, aIpeHOKOPTUKOT-
porrHoro topmoHa (AKTI) — 21,8 nr/mi) peGEHOK ompeneneH
B TPYIIY PHUCKA 10 PasBUTHIO BPOXIEHHON AUCHYHKIIMKU KOPBI
HammoyeyHnkoB. B  Bospacte 5 wMec.. ypoBHum 17-OI1 —
4,1 umonb/1, Tectoctepora — 0,9 amonb/n, AKTI — 13,57 nir/mut;
Ha Y3U TecTuKy/Ibl B MOLIOHKE, MaTKa M SIMUHUKKU HE BU3YyaTu3u-
pytorcst; KapuoTtun 46,XX; MOJEKyISIPHO-IIUTOT€HETUYECKOE HC-
cnepoBanue (FISH): 46,XX.ishder(X;Y) (p22.3;p11.3) (SRY+)
(3oHa LSI SRY SO Probe/CEP X Alpha SG «Vysis» Ha LieHTpoMepy
X u SRY-pernon Y-XpoMOCOMBI).

Bropoii cayywaii. [Tpobann — MyxuuHa, 29 jieT, 00paTUBIIMIACS
10 MOBOIY NMEPBUYHOTO OECIUIONMsI, B aHaMHe3¢ — OlepaTHBHAs
KoppekLusl Bapukoiieie. MeHOTUNMYECKN: TMHEKOMACTHSI, BBICO-
KUl TeMOp rojioca, T’MITOIIa3us IMYeK, OBOJIOCEHUE 0 XKEHCKOMY
tuny. JlaboparopHo: CrnepmorpamMma: a3zo0CHepMMsi; KapUOTHI
46,XX; FISH: 46,XX,der(X)t(X;Y) (p22.3;p11.3) (DXZ1*2)
(DYZ3*0) (SRY+)(wepY+) — nanuuue SRY peruoHa Y xpoMoco-
MbI B KOPOTKOM I1JIe4e X-XpOMOCOMBI; MOJIEKYJISIPHO-TeHETUYeCKast
MUATHOCTMKA YacThIX MUKPOJIENIeuil B JJokyce AZF: MpucyTcTBrE
Y-cneunduuHbix MapképoB (redsl SRY, ZFY) u noiaHoe oTcyTcTBUE
nokycoB AZF-A, B, C, uto coriacyercst ¢ pe3yJbTaTaMu CTaHIapT-
Horo kapuotunupoBaHus u FISH.

deHoTUNMYECKUE MPOosiBIeHUs1 cuHapoMa e Jist Lllanens pas-
JIMYHBI Y JIeTell U B3POCIIbIX, U TOJBKO LIUTOTEHETUYECKAsT U MOJIe-
KYJISIPHO-LIUTOTEHETUYECKasl AMarHOCTUKA IMO3BOJISIET YCTAaHOBUTH
TOYHBIN JAMAarHO3 M OMpPENETUTh HEOOXOAMMBIE TepareBTUUSCKUE
MEpPOTPUSITHSL.

MoJiexkyIsIpHO-IIMTOTeHeTHYECKAs! JeTeKIus
JUATHOCTHYECKH 3HAYMMBIX XPOMOCOMHBIX AHOMAJIUI
NPH MHOXKECTBEHHON MHelomMe

Muwapuna K.A.L, Kypuenxo A.H.!, Kocmioxosa H.H.2,
Txauenxo O.B.2, Cumoko B.B.3, be6ewro B.I.0

I Hayuonanvhuiii meouyunckuil ynueepcumem um. A.A. Boeomoavua,
Kues

JMisharina@yandex.ru

2 Kueeckuil yenmp mpancnianmayuy Kocmuozo mosea, Kuee

3 IV «Hayuonanbhoul Hayuuvlii yeHmp paouayuoHHoil MeOuyUHbl
HAMH Yxpaunor», Kues

MHoxecTBeHHast myuejaoma (MM) sBisieTcsl OTHUM M3 Haubo-
Jiee pacrpoCTpaHEHHBIX OHKOTEeMAaTOIOTMUECKUX 3a00IeBaHU cpe-
JIM B3POCJIOTO HACEJeHMsI M XapaKTepu3yeTcsl HAJMUMEeM B TPaHC-
(dopMUpPOBaHHBIX MUTa3MaTdeckux kietkax (I1K) 3HaumteabHOTO
KOJINYECTBA XPOMOCOMHBIX abeppalinii, KOTOPbIe HE TOJIBKO BHOCSIT
CYIIECTBEHHBI BKJIAJ B TIATOTeHEe3 TaHHOTO 3a00JIeBaHUsI, HO M OT-
paxarotr ero MpOrHOCTUYECKYI0 HeONpeaeaEéHHOCTb.

Lenblo HACTOSILLIETO MCCTIENOBaHMSI ObLIO OMpee/ieHne CreKTpa
JIMarHOCTUYECKU Y TIPOTHOCTUYECKM 3HAYMMBIX XPOMOCOMHBIX aHO-
maiauii B T1IK kocTtHoro mosra 6osbHbIX ¢ MM MeTtonoM itoopec-
LIEHTHOM in Sifu TMOPUIU3ALUK C KCIOIb30BAHMEM KOMMEPUYECKUX
npobnpousBoactea AbbottMolecular, CIIIA. Bbiio o6cnenoBaHo 60
YeJl. OCHOBHOM rpyrribl ¢ quarHo3oM MM (31 xeHimHa u 29 Myx-
yuH) 1 10 3M0POBBIX JIUIL TPYIIBI KOHTPOJIsl. Bo3pacT 60JIbHBIX KOJIe-
6aicst ot 39 mo 74 net, B cpenHeM 59,27 + 1,03 roma. MccnenoBanue
MPOBOMJIOCHHA 3Tarle TIEPBUYHOM AMATHOCTUKU 3a00JIeBaHMUSI.

Ilpu uccnenoBaHuu mnpenapaToB MHTepda3HbIX sep Miazma-
TUYECKUX KJIETOK KOCTHOTO MO3ra JIML OCHOBHOM TpyIibl B 46,7%
cJly4yaeB 3aperucTpupoBaHbl XPOMOCOMHbIE HApYLUEHUSI, TIPEICTaB-
JICHHBIC TPAHCIOKALMSAMU, AEICUUsIMU, TUIIEP- U TUIIOAHEYILION -
nvsiMu. TpaHcmoKkauu BeisiBIeHbI B 15,0% ciyyaes. Tak, y 6 maim-
enroB (10%) ompenensiiack TpaHciaokauus t(4;14) ¢ KojaebaHUSIMKI
KkoinyectBa aHomaibHbiX IIK or 10% no 97%, B cpenHeM —
35,05 + 4,08%. Tpauncnokarwus t(11;14) ormevanach y 3 GOJbHBIX
(5%); MpoLIeHT TUTa3MaTHYECKUX KJIETOK C JaHHON aHOMaIuei co-
craBun 27,4%, 35,1% wn 61% B xaxaom ciydae. B 31,67% cnyuaeB
onpeaeIsuMch aeneru xpomocom 13q14/13q34 u 17p13, npuuém
yaiie peructpupoaiach dell3q (23,33%). Heo6xomumo oTMETUTD,
qto y 11 60sbHBIX (18,33%) ycTaHOBIEHO IBa U 6OJIee aHOMATBHBIX
KJIOHA TUIa3MaTUYeCKuX KJIeTOK. KOoMITIeKCHbIe aHOMATUU XpOMO-
COM JIOCTOBEPHO Yallle PerucCTPUPOBAINCH Y TALIMEHTOB C TSIKETBIM
TeueHUeM 3a00JieBaHMs U TJIOXMM OTBETOM Ha MPOBOAMMYIO TPO-
TUBOOITYXOJIEBYIO Tepanuio. YCTaHOBJEHA JOCTOBEPHAasi KOppesi-
umroHHas cBsi3b Mexny del(13)(q34) u t(4;14). Takum obpazom, Ha-
UMW MCCIEIOBaHUSIMU TIOKa3aHa HEOOXOAMMOCTh OIpeaeSIeHUS
M3MEHEHUIN TeHOTHIA OMYXOJEBBIX KJIETOK JJIsl TIPOTHO3MPOBAHUSI
KJIMHUYECKOTO TeueHUs: MM 1 BbIOOpa aJieKBaTHOW TaKTUKU Jieue-
HMsI, B TOM 4YUCJIe ¥ TIpU pedpakTepHbIX hopmax.

Ouenka myrammii W515L/K B rene MPL
u xumepHoro onkorena BCR/ABL p210

y NAHEHTa ¢ COYETAHHBIMH XPOHHYECKHMH
mueIonpomdepaTABHBIME 3200/ 1€BAHUAME

Mopoanoe C.B., 3eavyep A.H., Ocunvan J.I.,
bypnaweesa E.B., Cuexcko U.B., Illamoxun IO.B.

T60Y BIIO PocmI'MY Mun3dpasa Poccuu,
344022, Pocmoe-na-/owny, Haxuueeanckuii, 29
labmed @mail.ru

HecMOTpst Ha MHOXECTBO CBEICHUIA O TEHETUYECKUX TOJIOMKaX
B KPOBETBOPHBIX KJIETKaX MPU MUeI0NpoardepaTuBHbIX 3a001eBa-
Husx (MI13), y€Tkux npeacraBieHUt 0 MEXaHU3Max UX BOZHUKHO-
BeHUs1 He chopMUpoBaHO. BO3MOXKHO, BBISIBIEHHE COUETAHUSI MO-
JIEKYJISIPHO-TEeHETMYECKUX MapKEPoB pazHbix MI13 y oqHoro u Toro
ke OOJIbHOTO TMO3BOJUT YTOYHWUThH MATOTEHETUYECKUE MEXaHMU3Mbl
Pa3BUTHSI OTUX MATOJIOTUYECKUX MPOLIECCOB.

Llenbio paboThl SIBISIETCS] U3YUYeHUE B3aMMOCBSI3U MEXIY MyTa-
uueit rena W515L/K B rene MPL u tpancnokauuu BCR/ABL p210
Ha ocobeHHocTu TeueHus MI13 u addexkTuBHOCTb Tepanuu. Mare-
puajoM s uccaenoBaHus sipasuiach TotanbHasi PHK u reHoMHas
JHK xietok kpoBu manueHToB. KolnyecTBeHHasi OLeHKa MyTa-
uun W515L/K B rene MPL nipoBoauaach ¢ MOMOILBIO ajljieib-CIie-
unduynoit TTLLP ¢ nerexkuueii B pexxume peaqbHOro BpemeHu (real
time-PCR), ypoBenn tpanckpunta BCR/ABL p210 omnpenensian
¢ ucrosib3oBaHMEeM Habopa peareHToB <«AMIuin-CeHe Jleitkos
KBant M-ber-FRT» OOO Wutepnabeepsuc (Poccus).

IManuentke C., 72 net, B ssHBape 2012 r. Ha OCHOBaHUU LIMTOTe-
HETUYECKOro BbIsIBJIeHUsT Ph- XpoMocombl B KJIeTKaXx KOCTHOTO

46



MEANUNHCKAA TEHETUKA. — 2015. — Ne2

Mo3ra u ooHapyxeHuss BCR/ABL reHa B KJieTKaX KPOBHU, YCTaHOB-
JIEH IMarHO3 XPOHWYECKUIT Muenouanblit jeitkos (XMJI). C mapra
2012 r. mo Hacrosiiee BpeMs MalMEHTKA MOJyyaeT Teparuio uMa-
TuHO0M (400 Mr/cyt.). Uepes ron jieueHus y OOJBHON TOCTUTHYT
MoJiekyasipubiit otBet (0,0047%). C aBrycra 2013 r. y mauuMeHTKU
OoTMevaeTcsl HapacTaHue HopMoxpomHoit anemuu (Hg 95—87 r/m) u
runeprpomoouuTosa (480—844 x 109/11), Ha GoHe coxpaHsIoLIeics
MOJIEKYJIIpHO-TeHeTU4YeCKoi pemuccuu XMJI. DTo 103BOIMIO
MPEIIOJIOXUTh Y MalMeHTKU Hannyue Broporo MII3. I'ucronoru-
YeCcKoe MCCIeI0BaHNEe KOCTHOTO MO3ra BBISIBUJIO TIPU3HAKKM 04aro-
BOTO MEPUBACKYJISIPHOTO KOJUIareHOBOro pubposa, YTo Mo3BOJIMIO
MOCTaBUTb TUArHO3 — nepeuynbiil mueroguoposz (IMMD). B nexadpe
2013 r. manueHTKe ObUIO MPOBEICHO MOJEKYJISIPHO-TEeHETUYECKOe
HCCIeq0BaHre KPOBU Ha onpeneienue myrauuii Jak2V617F u MPL
reHoB. B pe3ynbraTte o0cienoBaHus Obliia OOHapyKeHa MyTallusl re-
Ha W5I5L B rene MPL, «annenvHast Harpy3ka» W515L — 95,1%.
IManueHTKe K MPOBOAMMON TepanmuM 100aBleH Mpernapar rujapea
1000 mr/cyt. B TeueHmne mMecsiia KOJIMIeCTBO TPOMOOIIUTOB HOpMa-
JI30BAJIOCh.

[IpuBenéHHbIe TaHHbIE MO3BOJISIIOT MPENoiaraTb, YT0 B OCHO-
Be ¢opmupoBaHus MII3 nmexar KIOHaJIbHBIE MYyTallMU, KOTOPBIE
MOTYT 3aTparuBaTh KaK CTBOJIOBbIE KJIETKH, TaK U MOJUMOTEHTHbIE
KJIETKU-TIPeIIeCTBEHHULIBL. [logaBieHre OIHOTO OIyXO0JEeBOTO
KJIOHA KJIETOK, MOXET MPUBECTU K (POPMUPOBAHUIO WM pa3pacTa-
HUIO IPYroro KjoHa.

Posb noammopdnsma HeKOTOPBIX
MHKPOCATEJUIMTHBIX JIOKYCOB B NMaTOreHe3e
HelipoereHePaTHBHBIX 3200JI€BAHMI

Mopo3z A.A., Cmenanosa M.C., Jlbicoeopckasa E.B.,
Dedomosa E.I10., Abpamvivesa H.IO.,
Karownuroe C.A., Harapuowxun C.H.

OI'BHY «Hayunvii yenmp nesponoeuu»
125367, Mockea, Boaokoramckoe ui., 80
moroz_anna@yahoo.co.uk

DKCMaHCUsl TAHAEMHBIX MUKPOCATEJUIUTHBIX TIOBTOPOB SIBJISIET-
Cs1 MPUYMHOM psiia HACJIeACTBEHHBIX MOHOTEHHBIX HelipoiereHepa-
TUBHBIX 3a00JieBaHUil. HekoTopble U3 reHOB, colepxallluX Takue
MOJMMOPGHBIE MUKPOCATEJUTUThI, BOBJICUCHBI B MHOTOKOMITOHEHT-
Hble MeTabOJUYEeCKUe IMyTH, 00ECTeYMBAOLIMX KIIOUeBble (QyHK-
LMK HEeWpoHOB. [IJ1st 3TUX (QYHKLIKNA MOTYT UMETh 3HaYE€HUE HE TO-
JIbKO OTYETIIMBO MATOJIOTUYECKUE, HO U «IIPOMEXYTOUHBIE» T10 JTH-
He BapMaHThl SKCIAHCUU. AKTYaJIbHOCTb OLIEHKU POJIU «IIPOMEXY-
TOYHBIX» 110 JUTMHE aJuleieil onpeaessieTcsl TakKKe HaIUuYueM CXOJI-
HBIX (PEHOTUITMYECKUX MPOSIBJICHUI TIPU PA3IMUHBIX HO30JI0TUYE-
cKkux opMax HelipoaereHepaluii.

MBI TIpoBe/IM OLIEHKY BKJIaga MojuMopdu3Ma KOMU HYKIIeo-
THIHBIX TOBTOPOB B TeHax ATXN2n FMRI B puck pa3BUTHSI HEKO-
TOPBIX HEWpoIereHepaTUBHBIX 3a00JIeBaHUII B POCCUICKON TMOMy-
JIALINN.

T'en ATXNZ2 (nokyc 12q24.1) coctout u3 30 5K30HOB ¥ KOAUPY-
er 6eslok aTakcuH-2. [1epBbIil 9K30H COMEPKUT IOJUTIYTAMUHO-
BbIil TpakT (CAG/CAA; nonuQ), moaBepKEHHBIN AMHAMUYECKUM
MyTausiM. B HopMe uuciio taHaeMHbIX Konuii CAG-ITOBTOpPOB Ba-
poupyeT oT 14 mo 28. «Ilonnasi» skcnancusi, uncio CAG-komnuii
Oosblie 34, MPUBOAUT K Pa3BUTHIO MPOrPECCUPYIOLIEH ayTOCOM-
HO-JIOMMHAHTHOW CHMHOLIEPEOeISIPHON  aTakCuu  2-TO  THUTA
(CLIA2). «I1pomeskyTouHbIii» MHTepBai 28—33 MOBTOpaA MpeacTaB-
JISIET CO0OM «Cepyro 30HY», KOTOpasi, Kak MOKa3aHO B psijie HeldaB-
HUX paboT, yBEJIMYMBACT PUCK Pa3BUTHUS LIEJOTO psila Helipomere-
HepaTUBHBIX 3a00JIeBaHMI1, TaKuX KakK 0one3Hb Ilapkuncona (BIT),
6okoBoi amrorpodudeckuii ckiepo3 (BAC) u np.

B Haueit Boioopke 60sbHBIX ¢ BIT (445 nmaumeHTOB) BbISIBIEHO
18 ciyuyaeB HOCUTEILCTBA «ITPOMEXYTOUHOTrO» ayuiest ATXNZ B re-
Tepo3urotHoM coctostuuu (4,04%; p = 0,046, OR 2,93, 95%, CI
1,01—9,12): B Bri6opke natmeHToB ¢ BAC (200 mauueHTOB), BbISIB-
JieHo 11 ciryyaeB TeTepo3UTroTHOTO HOCUTEIBCTBA «ITPOMEXKYTOYHO-

ro» amtens (5,5%; p = 0,026, OR 3,37, 95% CI 1,13—10,39).
B xonTponbHOI rpymre (353 HEBPOJIOTUYECKU 3MOPOBBIX JIIOMECI)
BBISIBJIEHO 5 ciyyaeB HocuTeabeTBa (1,4%).

Ten FMRI (nokyc Xq27.3) conepXuT 9KCMAHCUIO TPUHYKIIEO-
TAHBIX CGG-MOBTOPOB B MPOMOTOPHOI 00J1aCTU KOTOpasi IPUBO-
JIUT K Pa3InYHbIM KJIMHUYECKUM HapYIICHUSIM:

1) HopmanbHbIe amaenu comepxat < 30 MOBTOPOB;

2) nonHast mytauus (6oiee 200 CGG-TIOBTOPOB) MPUBOIUT
K TTOSIBICHUIO CUHIPOMA JIOMKOM X-XpPOMOCOMBI;

3) pu mpemytaumu (ot 55 1o 200 CGG-1oBTOPOB) pa3BUBacT-
Cs CHHIOPOM aTakCUU/TpeMOpa, acCOLMMPOBAHHOTO C JIOMKOW
X-XpOMOCOMBI;

4) «mpomexytouHoe» coctosiHue (39—55 CGG-moBTOPOB)
CUMTAETCS HECTAOMJIBHBIM M aCCOLMUPYETCS C PUCKOM PA3BUTHS
MapKUHCOHM3MA.

B Hareit Boibopke marieHToB ¢ BIT yactota HOCUTENBLCTBA «IIPO-
MexXyTouHO» aKcrnaHcuu (uncino CGG-nmoBTopoB BapbUpoBasio oT 39
no 43) cocraBwia 16,1% (11/68) a B koHTposnbHOM rpynme — 3,2%
(3/95) (p = 0,004; OR — 5,9, 95% CI 1,44—28,05).

TTpoBen¢HHbIN CKPMHUHT MO3BOJISIET PACCMATPUBATh HATMUKE K-
cnancuu CAG-noBTopoB B reHe ATXN2 kak (hakTop prcka pa3BUTHs
0ose3nn IlapkuHcoHa M GOKOBOTO aMUOTPOMUUYECKOTO CKIEpo3a, a
Haymmune skcnancun CGG-noBTopoB B reHe FMR 1 kak chakTop puc-
Ka pa3BuTHs 6one3Hu [TapkMHCOHA B POCCHIICKOIA TOTTYJISILIMM.

Hccaedosanue nposedero npu noddepicke Munucmepcmea obpazosa-
nus u Hayku Poccuiickoiu @edepayuu (coenawenue Nol14.607.21.0094
0 npedocmagaenuu cyocuoutl).

Posb namnanbix Hekoaupyomux PHK
B Pa3BUTHH FACTPOMHTECTHHAJIBHBIX CTPOMAIbHBIX
omyxoueii (FTUCO)

Mockanee E.A.l, Bype H.B.1, Hofimann S.1, Gholami A.M.2,
Schaefer 1. M., Agaimy A.1, Hartmann A.!, Haller F.1

I Huemumym namonoeuu, Yuueepcumem Spaaneena-Hiopnbepea, Kran-
kenhausstr. 8-10, 91054, Dpaaneen, Iepmanus

-mail: evgeny.moskalev@uk-erlangen.de

2 Kagpedpa npomeomuxu u 6uoanarumuru, Texuuueckuil yHusepcumem
Mionxena, Emil-Erlenmeyer-Forum 5, 85354 @paiizune, Tepmanus

3 Unemumym namonoeuu, Meduyunckuii yenmp Yuueepcumema Iémmun-
eeHa, Robert-Koch-Strasse 40, 37075, Iémmuneen, [epmanus

Mmnorouucnennast rpynmna Hekomaupywoummx PHK (HkPHK),
YUCJIO M3BECTHBIX TEHOB KOTOPBIX 3HAYUTEILHO MPEBBIIIAET YUCIO
0eJI0K-KOIUPYIOIIMX TeHOB UesloBeKa, 00J1aflaeT MOLIHBIM PeryJisi-
TOPHBIM TOTEHIIMAJIOM B KJIeTKe. B oT/iMume oT Xopolo oxapakTe-
pusoBaHHbIX MUKpOPHK, eauHoro mexanusma (byHKIIMOHUPOBA-
nust iMHHBIX HKPHK He cymiectByer. VX 3HaHMSI OrpaHUYEHbI 13-
BECTHBIMM TPUMEPAMU TPAHCKPUIITOB, BOBJICUEHHBIX B PETYIISLIMIO
3MOPHMOHATBHOTO PAa3BUTHSI, STMTUTEHETUUECKUX TTPOrpaMM, TIOIIep-
JKaHWe TUIIOPUITIOTEHTHOCTH W Ipyrue KiioveBbie mpoiiecchl. Onu-
caHHble paHee mIMHHBIe HKPHK, oGmamaroiiye OHKOTEHHBIMM M
OHKOCYIPECCOPHBIMU ~ CBOMCTBAMM, TO3BOJIMIM  TPEIATIONIOXUTD
pOJIb TaHHOTO TUTa TpaHCKpUNTOB B pazButun [ MCO — reHetnye-
CKM TOMOTEHHBIX OIyXOJIeil C TeTepOreHHbIM (DEHOTUIIOM (arpec-
CUBHOCTb, MeTactazupoBaHue). s BeisiBienust HKPHK, croco6-
HBIX JNETePMUHUPOBATL PaA3IMYMsI OIMyX0JeBOro (eHOTHUra, Obul
MPOBEIEH MOJTHOTEHOMHBIN aHan3 akcrpeccun HKPHK ¢ mcrosnb-
3oBaHueM MuKpounnoB Affymetrix GeneChip 2.0 B o0Opa3suax
T'MCO (n = 42) pa3MyHOTO prcKa MporpeccupoBaHms. BoisiBieHbI
nuddepeHInaTbHO IKCIIPECCUPYIOLIMECS TPAHCKPUIITHL B OIMyX0-
JISIX pa3HOI arpecCUBHOCTH, U MX SKCIPECCUST BAIMIUPOBAHA C T10-
Molbio konuyecTBeHHOM TTIIP. Ocoboe BHMMaHMe yaeIeHO POJIn
aCCOLMMPOBAHHOM ¢ MeracrazupoBaHueM UIMHHOK HKPHK
HOTAIR, mocpeacTBOM KOTOPOW MHIMOUTOPHBIE KOMIUIEKCHI
PRC2 crneuuduyHo pekpyTUPYIOTCSI K MHOXECTBEHHBIM T€HOM-
HBIM Y4acTKaM, BbI3bIBasi PEMPECCUBHOE METUJIMPOBAHKE OCTATKOB
ym3uHa H3K27 B Hux. C ucnoib30BaHUEM MMOJTHOTEHOMHOTO aHa-
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nmza metmrpoBanust JIHK (Infinium HumanMethylation450 Be-
adChip) B knerounsix nuHusIXx [MCO GIST T1 u GIST48b 3apern-
CTPUPOBAHDI U TIOATBEPXKAEHBI OUCYIb(MUTHBIM MUPOCEKBEHUPOBA-
HMEM 3HAuMMble M3MEHEHUsI KapTHHbI METHJIMPOBaHUsI Ha (OHE
crabuabHOoro HokmayHa o HOTAIR. JlaHHblii (akT TO3BOJISIET
TPEANoNIOXUTh BoBIIeu€HHOCT, HKPHK HOTAIR B netepMrUHALIMIO
abeppaHTHoro metuiupoBaHust JIHK B omyxonsax. MyHKIMOHATb-
Hasg 3HAYMMOCTb, a TaKXKe MapKEPHBINA MMOTEHIMAT UIMHHBIX
HKPHK nipu TMCO HaxoauTcst B cTaiuy U3yYEeHMUS.

Hccnenopanue BKIaga NoJuMophusma
TF€HOB-KAHAUJATOB B PAa3BUTHE
THIEPTOHNYECKOi 00JIe3HI

Mockaarenko M.HU., Muaanosa C.H., Sxynuenko T.U.

DIAOY BIIO «bencopodckuii eocydapcmeennbiii HAUUOHANbHBIU UC-
€1e008amenbCKUll yHugepcumem»

Poccus, 308015, e.beacopod, ya. Ilobedsi, 85
mariam31011989@yandex.ru

T'unepronunueckas 6ose3Hb (I'B) npeacrapsieT co6oi CIoXHOE
MyJbTH(DaKTOpUaibHOe 3a60JeBaHKe, OTpaXalollee B3aMMOIECT-
BHME MEXJy TeHeTMUeCKUM (POHOM MHIMBUIA M Pa3TUYHBIMU KOM-
MOHEHTAMM OKpYyXalolieil cpenbl. B psize paboT oTe4eCTBEHHBIX U
3apy0OekKHbIX YUEHBIX ITOKa3aHo, 4yTo B (hopmupoBanue I'b Bosieye-
HBI TeHbl MaTpUKCHbIX MetaytonporenHas (Palei A. C., 2008) u
daktopoB Hekposza omyxoieit (Brian E. C., 2009). OnHako Bkiazg
noJuMopdu3ma reHoB-KaHIUJATOB B Pa3BUTHE apTepUaIbHOM TH-
MEPTeH3UU OCTAETCs B 3HAYMTEJILHOW CTENEHU HE BBISICHEHHDBIM.

Lesb uccnenoBaHus — U3y4UTh POJIb FEHETUYECKUX MOJUMODP-
dusmoB -1586C>T MMP-2 (1s243865) u +36A/G TNFRI (rs
767455) B hopMupoBaHUM TpeapacnonoxkeHHocTr K I'b.

Marepuanom ajst ucciaenoBaHust mocayxuan oopasubl JIHK, BbI-
NIeJICHHOM 13 LeJTbHOM BEHO3HOU KpoBH. BBIOOPKY /U1s1 MccienoBaHUs
coctaBwu 418 6onpHbIX [ 1 528 MHAMBUAYYMOB C HOPMOTOHHEIA.
WccnenoBanue nposoawin metogoM ILIP ¢ ucnons3oBanuem onuro-
HYKJICOTU/IHBIX TIPAaliMEPOB C MOCJEAYIOIINM AHAIU30M TOJUMOP-
uzmoB meronom nerekumu TagMan 3oH10B (real-time ITLP). [Tpu
aHaIM3e Pachpe/Ie/ieHNsT YacTOT TeHOTHUITOB 0 M3y4aeMbIM JIOKYCaM
SMIIMPUYECKOE pacrpeie/ieHue TeHOTUIIOB COOTBETCTBOBAIO TEOpe-
TUYECKH OXXKMIaeMOMY TpY paBHOBecun Xapau— BaitHoepra (p>0,05).

AHanu3 pacripeieieHusl 4acToT ajuiesieil U T€HOTUIIOB TMOJH-
mopdHoro mapképa MMP-2 cpenn 60nbHBIX ¢ I'B BBISIBUIT TIpeo6-
naganve ayutens -1586 C MMP-2 (75,93%), a 4acTOThI T€HOTUITOB
cocraBuu: -1586 CC — 57,69%, -1586 CT — 36,30%, -1586 TT —
6,01%. B KoHTpOJIbHOM rpyrre 4yacrora auiens -1586 C MMP-2
cocraBuiaa 76,49%. YactoThl TeHOTUIIOB B KOHTPOJILHOW TpyTITe
cocraBuin: -1586 CC — 58,92%, -1586 CT — 35,13%, -1586 TT —
5,95%. AHanu3 pacrpenesaeHust YacToT ajuiesieil U TeHOTUIIOB IM0-
sumopdHoro Mapképa TNFRI cpenn 60bHbIX ¢ ['B BbIsIBUIT He3Ha-
yuTeabHOEe npeobnananue amwtens +36 G TNFRI (54,33%), dacto-
ThI TEHOTUIIOB COCTaBWIM: +36 AA — 21,66%, +36 AG — 48,03%,
+36 GG — 30,31%. B rpynne koHtposs yactora amtens +36 G
TNFRI cocraBuina 50,38%, wactoThl reHOTHMIIOB: 136 AA —
23,54%, +36 AG — 52,17%, +36 GG — 24,29%.

CpaBHMTEJIBHBIN aHAIU3 4acTOT ajulejiell M TeHOTUIIOB TeHOB
MMP-2wu TNFRI mexny oonbHbIME ['B 1 KOHTposieM He BBISIBUT
JIOCTOBEePHBIX paznuuuii (p>0,05).

B3anmocss3b 3kcnpeccun MuUKpoPHK u renos
NpH paKe MOJOYHOM KeJjie3bl

Mysappaposa T.A.1, Ilocnexosa H.H.!, Iloaproe C.B.1,
3enum-Xypaeaeea E.I.1, Kunxeeea ®.M.1,

Xaiizenxo B.A.2, Kapnyxun A.B.1

I @TBHY «Meduko-2enemuyeckuii Hay4Hbli yeHmp»,

115478, Mockea, ya. Mockeopeuve, 0. 1
tatiana.muzaffarova@mail.ru

2 QI'BHY «Poccutickutl OHKOA0UHMECKUIT HAYHHbII YeHMD
um. H.H. Baoxuna», 115478, Mockea, Kawupckoe w., 0. 24

AHANMM3UPOBAIN IKCIIPECCUIO TEHOB, YUACTBYIOIIUX B ITPOTPEC-
cuu paka MoJjiouHoit xene3bl (PM2K), u psina MmukpoPHK B mapax
HopMa — omyxojb ipu PM2K. Metonom konmuectBeHHoit [1LIP
B peaJibHOM BpeMeHU Oblia onpeesieHa skcrpeccust 16 mukpoPHK
(miR-10b, miR-21, miR-31, miR-155, miR-29a, miR-195,
miR-192, miR-182, miR-125b, miR-145, miR-221, miR-222,
miR-34a, miR-335) u 75 renoB B 30 mapax o0pa3ioB (Omyxoib —
HopMa) He moaseprasiierocs tepanuu PM2K. M3ydyena zaBucu-
MOCTb 3KCIPECCHMM TeHOB OT YpoBHs akcmpeccun MukpoPHK.
Koppensuus olieHeHa isi Bcex BO3MOXHbBIX (1184) map Muk-
poPHK—reH. BoisaBieno106 momoXuTeIbHBIX KOPPEISLINiA, OTPU-
mareabHbIX — 24 (r = 0,44—0,9; p = 0,0003—0,042). Takoii pe3yb-
TaT yKa3bIBaeT HA MpeobaagaHne KO-TPaHCKPUTTIIMOHHBIX TPOIIeC-
coB MUKpoPHK ¥ reHOB B 01myXoJ1six MOJIOYHOI XKeJie3bl WU, OTYa-
CTH, Ha TIOBBILIIEHUE TPAHCKPUIILINY T€HOB, HATIPUMED, BCICICTBHE
NEeMETUIMPOBaHUSI MPOMOTOpa reHa nipu aeiictBun MukpoPHK.
Yacrora orpuuatebHbIX Koppesunii (2%) COOTBETCTBYET IIpes-
CcKa3aHHOM Ha ocHoBe 0a3 TargetScan u miRanda cpenHeii yactore
B3aumozeiictBus MukpoPHK 1 reHoB. D10 COOTBETCTBUME OTpaxkaeT
HaJlMyMe «OOBIYHOTO» MPOLECCa CHIXEHUSI aKTUBHOCTU TEHOB
B aHaym3upyeMoii rpynme reHoB 1 MukpoPHK mpu PM2K. Han6o-
JIbllIee KOJMYECTBO OTPULIATEbHBIX KOPPEJSIUil 9KCITPECCUU HC-
cJeayeMbIX TeHOB HaOmomaaock misd miR146a, miR155 u miR182.
Bce usyuennbie MUKpoPHK MoryT ObITh pasnesneHbl Ha 3 TpyIibL:

1) TOJNIBKO C MONOXUTETBHOI KOPPesiueil;

2) cMelIaHHbIe;

3) TOJIbKO C OTPMIIATEIbHOM KOPPEJISILIUCH.

AHaM3 C TOMOIIbIO MHTEPAKTUBHON 0a3bl 1T paKOBO-CIIEIN-
(uuHbIX TeHHBIX ceTeil mirOB mokazayn pasnTuyuHbIe MaToreHeTuye-
cKue TyTH, B KoTopble BoBiedeHb MUKPOPHK pasHbix tpymm.
MukpoPHK ¢ moioXuTebHbIMU KOPPEISLUSIMU CBSI3aHbI C ITPO-
1eccamMu 3IUTenaTbHO-Me3eHXuManbHoro niepexona (EMT), kie-
TOYHBIM LIUKJIOM U Tposudepalueil; cMelllaHHas Tpyria cBs3aHa
C MUTpalueil, MHBa3ueil 1 armonTo30M.

I'pacuyeckoe odopmiienue poaoCIOBHOIA:
OMMOKHA M BO3MOXKHbIE HOBOBBEIECHHS

Mxeudze M.O.

Cankm-Ilemepbype
Ceemaoti namamu dokmopa B.A. Tuxonosa

Llenb paGoTel: aHamMU3 rpaduiyeckoro oOpPMICHHUST POIOCIOB-
HBIX, BBISIBJICHUE PACIPOCTPAHEHHBIX OIIMOOK M MTOMCK CMMBOJIOB,
OTpaXarolux MpakTuieckoe ncmnoiab3zoBanue KO

Anamzy nozseprayto 6osee 2000 ponocIOBHBIX U3 UCTOPHiA 00-
JIE3HU M TyOJIMKALIMi B OTEYECTBEHHBIX U 3apYOeKHBIX MCTOYHMKAX.

Crnenyiouiyie olmuOKy sIBISIIOTCS Hanbosiee pacrpocTpaHEHHBI-
MM MpU IpaduieckoM U300pakeHUM POIOCIOBHOIO IpeBa:

1) oTCyTCTBME TOPU3OHTAIBHOM JUHUU ITOTOMCTBA U HU3BEIE-
HUE CHMBOJIOB CMOCOB, MOJYCUOCOB, CUOJMHIOB U T.M. OT JUHUHU
OpavyHOTrO COM03a HEMOCPEICTBEHHO;

2) pacroJyioKeHHe CUMBOJIOB MEXIY MOKOJEHUSIMU («3aBHUca-
HME» CUMBOJIOB,;

3) HapylIeHMe NpaBuia paBHOYAATEHHOCTH IMOKOJIEHUIA IpyT OT
Ipyra;

4) HapyuleHre U300paxeHus MopsiiKa POXKIEHUs JeTeil y of-
HOM M TOM 3Ke CYIpy:KecKoil maphbl (HapylleHHUe MpaBuja OT cTap-
WX K MJIQIIINM);

5) HemnpaBWIbHAsi, THBEPTUPOBAHHASI HyMepalusl MOKOJIEHMUIA;

6) HerpaBMJIbHAsI CKBO3HAsi HyMEpalusi CUMBOJIOB B KaXIOM
MOKOJICHUH;

7) nepeceyeHue JUHUU OPAUHOrO COKO3a HUCXOMSIIEH JIMHUEH
K IMTOTOMCTBY POJIHBIX OpaTheB/CecTep CYIpPYros.;

8) HempaBUIbHOE M300paXkKeHne CMMBOJIa OEPEMEHHOCTH U UC-
mosib3oBaHne OykB «M» u «K» Ui yTOYHEHMSs TMoja Oymyliero

48



MEANUNHCKAA TEHETUKA. — 2015. — Ne2

pebGEéHKa BMECTO COOTBETCTBYIOLIMX CHMBOJIOB IMOJIOBOM MpUHAMI-
JICKHOCTH,

9) 3anuch yTouHsIoLei MHGOPMALMK B TIpeiesiaX CXeMbl POJIO-
CJIOBHOIA: HapyILEHNE TIPABIJIA «TOJBKO CMBOJIBI, HyMEpaIus Mo-
KOJICHHWIA M KaXI0ro CHMBOJIA B MOKOJEHUSIX, BCS MHGMOpMALMs
B JIETCHIIE».

OCHOBBIBasICh Ha aHAIM3¢ 3apyOEXKHBIX MyOJUKALMii MOXKHO pe-
KOMEH/IOBaTh MCIOJb30BAHME CIICAYIOIIMX CUMBOJIOB: a) Oe3MeTHbIM
Opak, 0) M300paxkeHWe CIIOHTAHHBIX K METULIMHCKUX aDOPTOB C YTOU-
HEHUEM HaJIM4Msl /WM OTCYTCTBUSI MATOJIOTMU Y TUIOJA, €ro ToJa.

[1pu KOHCTPYMPOBAaHUM POJOCTOBHOI, OTpaKalolLel UCIOIb30-
Banre DKO, BaxkHO co31aTh 3pUTEIbHBIN aKIICHT Ha OMOJIOTUIECKIX
pomuTensx Oymyiero ped6éHka. C 3Toil LeIbl0 MOKHO MCITOJIb30BaTh
MOJTyXXMPHOE HauepTaHWe CUMBOJIOB OMOJIOTMUECKUX POIUTENEA,
KpOMe TOTO, TOHOPCTBO T€PMUHATUBHBIX KJIETOK MOXHO M300pasuTh
MPEPBIBUCTOM JIMHUEH, & CUMBOJI CyppOTaTHOM MaTepu — B BUIIE KPY-
ra, BHYTPb KOTOPOTO BKJIIOYEH CUMBOJ OepeMEeHHOCTH. B TOKyMeHTH -
POBaHHBIX clTydasix K cuMBoiry DKO MoxeT ObITh J0OaBIEH CHMBOJ
OecrioqHoro Opaka. Bee netany MeaMIIMHCKON UCTOPUM M BApUAHThI
MEIMLIMHCKOTO BCIIOMOXKEHUSI IOJKHBI ObITh BBIHECCHBI B JICTEHITY.

Ilnauentapubiii pakTop pocra

KaK IPOrHOCTHYECKHIA MAPKEP

Pa3BUTHSA NPEIKIAMIICHH

H CBSI3b reHEeTHYECKMX BAPUAHTOB

¢ ypoBaem PIGF y GepeMeHHBIX ¢ mpedKIamMncHeit

Hazummaeea A.A., bopoeuxosa A.B.,
Kymancanoea JI.K., Abuavounosa I.2K.

AO «HayuonanbHolll HAY4HbIU YeHMDP MAMEPUHCMEa U demcmea»
Pecnybauxa Kasaxcman, e.Acmana, np. Typan, 32
almanja@mail.ru

[MnauenTapusiii (akrop pocra (PIGF) sBasercs omHum u3
BaXXHEUIINX PETYISITOPOB (DOPMHUPOBAHUS TTALIEHTHI M BaCKYJISIPH -
3a1Mu €€ BOPCUH. 3a MOCIeIHUE TOAbl MOSIBUINCH JaHHBIE O BO3-
MOXHOM ITPOTHO3MPOBAHNH TPEIKIAMIICUU B paHHUE CPOKM Oepe-
MEHHOCTH Ha OCHOBE M3yuyeHusi GakToOpoB pocTa.

[Ton HabmoneHreM Haxomuauch 70 GepeMeHHBIX C MpeaKIaMIl-
cuelt IETKOI U TSoKENoi cTeneHn (OCHOBHAsI rpyrma) U 50 3M0pOBbIX
OepeMeHHbIX (KOHTpOJIbHAS Ipyra) Becem naimeHTkaM npoBoauiIoch
TECTUPOBaHKE TEHOB MPEAPACIIONOKEHHOCTH K Tpeakamrcuu. Kpu-
TieckuM 3HaueHeM PIGF B mporHose pasBuTust TSDKENON MPesK-
JIAMIICHUU Yy GepeMEHHBIX SIBIIsieTCst ero ypoBeHb Hike 100 nr/mit. Tpu
aHanmuse yposHeil PIGF B cbiBopoTKe KpoBM OepeMEeHHbBIX OCHOBHOI
1 KOHTPOJIBHOI TPYII OKAa3al0Ch, YTO Y OEPEMEHHBIX C MPE3KIIaMIT-
cueit yposeHb P1GF nocrosepro Huxke (p<0,01), ueM y GepeMeHHbIX
KOHTPOJIBHOI IPpyMIIbl (COOTBETCTBEHHO 68,6% 1 12%). Huskuii ypo-
BeHb PIGF (Hmxe 100 rir/mi) B CbIBOPOTKE KPOBU OEpEMEHHBIX CBU-
JIETeTIbCTBOBAT O BBICOKOM PUCKE Pa3BUTHSI MPEIKIAMIICUM, YTO TIOM-
TBEPKIAETCS KOPPEJSILIMOHHOMN CBsI3bl0 Mexjy ypoBHeM PIGF u Ts-
JKecThlo mpeakiaammncuu (r = 0,43).

BoisiBieHbl accourauy MOJIEKY/ISIPHO-TEHETUYECKUX MapKEpPOB
TeHOB ()OJIATHOTO LIMKJIA, TeHOB (DAKTOPOB CBEPTHIBAHUSI KPOBU, Te-
HOB SHJIOTEJMSI COCYIMCTON CTEHKHU, '€HOB COCYAMCTON C YPOBHEM
MJaleHTapHoro (axkTopa pocta y OepeMEeHHBIX C ITPEe3KIAMIICHEA.
YcraHoBEHO, YTO Y OEpeMEHHBIX ¢ HATMYMEM MYTaHTHOTO aJUlesist
reHa MTHFR 677T u ¢ renorurniom AGT 521T, a Takxke UMEIOIINX IO~
mosurotHbIi BapuaHTta (TT) rena eNOS; oTMevanach HaMMeEHbLIAs
koHueHTpatms PIGF 76,3 nir/mn u 87,3 nir/mn u 43,2 1ir/mMi cooTBeT-
ctBeHHO. [lonst PIGF okazanack MakcMMalibHOM Y GepeMEHHBIX C My-
TalMsIMu B reHax: F5 1691A (254,3 nir/mn) u F220210A (217,6 nir/mo).
Taxxe B rpymnrme OGepeMEeHHBIX C MPedKIAMIICUEi ¢ TeHOTUNaMu —
MTHFR A1298C u AGT T704C, yposenb PIGF octaBaincs B nepeze-
Jlax HopMbl (128,7 nir/mi u 143,5 1ir/mMin COOTBETCTBEHHO).

Pe3ysbraThl MpOBeAEHHBIX UCCIEIOBAHMIA COTJIACYIOTCS C paHee
MTOJIYYeHHBIMU TAHHBIMU.

DeHoMeH NapaiOMMHAHTHOI0 HACJICI0BAHUA
npun MHOl‘O(baKTOprlX 3200JIEBAHAAX YeJIOBEKA

Hasapenxo M.C.53, Mapkoe A.B.13, Caenyoe A.A.13,
Jebedee HU.H.53, Cancenoea E.A.1, @posos A.B.2,
Bapbapaw 0.J1.2, Ilysvipes B.I1.15

I @I'BHY «Hay4no-uccredoeamensciuii uncmumym meouyuHcKoil ee-
Hemuku», . Tomck

e-mail: maria.nazarenko@medgenetics.ru

2 @QIBHY <«Hayuno-ucciedosamenvckuil UHCMUMym KOMHACKCHbIX
npobaem cepoeuHo-cocyducmoix 3aboresanuit», 2. Kemeposo

3 Hayuonanvnoii uccaedosamenvckuii  Tomckuti  2ocydapcmeerbiil
yuusepcumem, 2. Tomck

B pamkax pa3pabaTbiBaeMbIX TEOPHUii COMATYECKOM MyTalIMOHHOM
M3MEHUMBOCTU 0CO00E BHUMAaHKE MPUBJIECKAET MEXaHNU3M «1apaloMU-
HAHTHOTO HACJIEIOBAHUSI», COUETAIOUINI B cebe KOMITOHEHTHI yHACe-
JIOBAaHHOM T'€HETUYECKOM MpeapacrofokeHHOCTH K 3a00JIeBaHUIO U
COMAaTHUYECKUX MYTAlIWii, BOSHUKAIOIINX B X0/ie OHTOreHe3a. KoHriern-
LIMS TAPaJJIOMUHAHTHOTO HAC/IEOBaHKsI M3HAYAIBHO ObUIa MPeiIoxkKe-
Ha JUISl OOBSICHEHWsI STHUOJIOTUM Psiia HACNEACTBEHHBIX CHHIPOMOB,
TPOSIBJISIIOILIMXCS TTATOJIOTHEN KOXKHBIX MTOKPOBOB — CUHAPOM MakKb-
toHa—Qs0paiita, TUrMeHTHBIe HeBYchl bekkepa. OmHaKO COBCeM He-
JIABHO JI0KA3aTeNIbCTBA MapalOMUHAHTHOTO HAC/IEIO0BaHMST HEOXMIAH-
HO ObLIY MPUBEIEHBI TSI JTJOKATBHBIX CTPYKTYPHBIX HAPYIIEHUI, KOTO-
pble BO3HMKAIOT B XOIe BACKYJIOTeHe3a, aHrMoreHesa 1 JuMdaHruore-
He3a. MOXHO TpeArnoNOXUTh, YTO JAHHBIA (DEeHOMEH CBONCTBEHEH
MHOTUM TaTOJIOTMYECKUM TPOLIECCaM Y YeioBeKa, B YaCTHOCTH, TAKUM
LIMPOKO PACIIPOCTPAHEHHBIM 3a00JIEBAHUSIM  CePIEUHO-COCYIUCTOM
CHUCTEMBI, B OCHOBE KOTOPBIX JIEXHT aTepOCKIEPO3 COCYJIOB COOTBETCT-
BYIOLIMX JIOKIM3aLMii. B HacTosiueit pabote ¢ MOMOILBIO MUKPOUM-
MOBOro aHaim3a Ha 1wiatdopme Infinium Human Methylation27 Bead-
Chip «lllumina» oxapakTepu30BaH YpOBEHb METWIMpoBaHUST 27578
CpG-caiiToB, JIOKaIM30BaHHBIX B 14475 reHax, B TKaHSIX COCYIHUCTOrO
pycia GOJIBHBIX aTepPOCKIIEPO30M, SKCTPadMOPUOHATILHOM Me3omepMe
CITOHTAHHBIX M MEIUIIMHCKUX abopTycoB I TpumecTpa ¢ HOpMaJIbHBIM
KapuoTUIIOM. B pe3ysibTate ycTaHOBJIEHBI pasIMuust POMUIIsT METUIIH-
poBanus [IHK TkaHeit cocymucToil CTeHKM MpU aTepocKiiepo3e U
B IpyMIie BHYTPUYTPOOHO ITOTMOIIMX SMOPUOHOB, BBISIBICHHI A de-
PEHLMAIBLHO METUJIMPOBAHHBIE TeHbI, SITUTEHETUUECKUIA CTaTyC KOTO-
PbIX U3MEHSIETCST B COOTBETCTBUM C TMIIOTE30ii MTApaIOMUHAHTHOTO Ha-
CJIeIOBaHMSI.

Paboma evinoanena npu gunarcosoii noddepicke epanmose PHD (co-
enawenue Nol14-15-00305) u [lpezudenma Poccuiickoti Pedepauuu
(coznawenue Nol4.120.14.5096-HIII).

Bo3MoxKHbIe IyTH penieHHs NpoodJieM peaKux
(opdhannbix) 0ose3HENH

Haszapenro JIII.

OI'BHY «Hayuno-uccaedosamenvckuii uncmumym MeoOUyuHCKoU ee-
Hemukuy», 2. Tomck
e-mail: ludmila.nazarenko@medgenetics.ru

BaxkHoit 3amaveil COBpeMEHHON MEOWLIMHCKOW HAyKW CTaHO-
BUTCSl yYyacCTH€ B MOJEPHM3ALMU CUCTEMBbl 3IPaBOOXpaHEHUS AJIsi
TIOBBIIIIEHUS] KayecTBa U 3((PEKTUBHOCTA TUATHOCTUKU, TPOhU-
JIAKTUKU, a B TMEpCIeKTUBe, U JeueHus: peakux (opdaHHBIX) Ha-
CJIeICTBEHHBIX OoJie3Hell. PellieHne 3ol 3amaunt BUTUTCS] B TECHOM
albsiHCe (PyHIAMEHTANIbHBIX M MPUKIAIHBIX UccaenoBaHuid. OTMe-
TUM JIUIIIb HEKOTOPbIE TIPUOPUTETHBIE O0JIACTH TAKOTO B3aMMOJIEi-
CTBUSI.

— aHanm3 ceTeil opdaHHBIX OoJie3HEel U OopaHHBIX TEHOB ISt
TMOHUMaHUSI 3aKOHOMEPHOCTEl 3BOJIOLMOHHOTO TMPOUCXOXKIEHUS
¥ B3aUMOJICICTBHUS JIOKYCOB TeHOMA, OTBETCTBEHHBIX 32 BOSHUKHO-
BEHME PEJKUX HACJIeICTBEHHbIX OOJe3HEN;

— olpeesiieHue TOMyJISIUMOHHON crieluUYHOCTY  MyTaluit
B TeHaX HACJIe[ICTBEHHbIX 00JIe3HEl 1 HOBBIX TUTIOB FTEHETUYECKUX TO-
JIUMOP(U3MOB B TeHOME YeJIOBeKa M BHEAPEHUE TEXHOJIOTUIA MYJIBTH-
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IJIEKCHOTO U MOJIHOTEHOMHOIO T€HOTUITMPOBAHUS B UCCIIEN0BATEN b~
CKYI0 Y KIIMHUKO-IMAarHOCTUYECKYIO TTPAKTUKY;

— CEKBEHMPOBAHUE F€HOMA IMAlMEHTAa U €ro KJIMHUYECKas UH-
TeprnpeTauus;

— pa3BUTHUE TEXHOJOTUN HEMHBA3WBHOW TpPEHATAIbHOM aMa-
THOCTHKM HACJIEACTBEHHBIX 00JIe3HEH Ha OCHOBE aHA/IM3a BHEKJIE-
TOYHBIX HYKJIEMHOBBIX KHACJIOT TJI0/1a B KPOBM MAaTepU U ONITUMU3A-
11l CYLIECTBYIOIIMX aJITOPUTMOB MpPEeHATaIbHON IUAarHOCTUKU XPO-
MOCOMHBIX 1 MOHOT€HHBIX 3a00JI€BaHUIA;

— BHEIPEHUE TEXHOJIOTUI TMPEUMIUIAHTAlMOHHOM reHeTUYe-
CKOI TMarHOCTUKY IS PEeIIeHMST 3a1a4d MPOMIAKTUKI 1 TUAarHOC-
TUKM HACJIeJICTBEHHBIX 0OJIE3HEN;

— UCIOJIb30BaHUE KJIETOYHBIX TEXHOJOTUM I MOIEIMpPOBaA-
HUS HACJIeICTBEHHBIX 3a00JI€BaHMIA C LIEIbIO OMpeaeeHUs TTOTeH-
LMAJbHBIX MULLIEHEN JIEKAPCTBEHHOM Teparnuu;

— Ppa3BUTUE TPELM3UOHHON MEIULIMHbBI, HAIpPaBJICHHON Ha
MPUYMHY, 2 He Ha CUMIITOMBI HacCJIe[ICTBEHHOI 0O0JIe3HU;

— CcO3IaHKe HALMOHAJIBHOTO PETUCTPa HACIIEACTBEHHBIX 3200~
JICBAHMIA.

Peanuzanmsi cchopMyIMpoBaHHBIX 3a/1a4 CO3MAET MPEIITOCHUIKI
IIJI1 pa3BUTUSI HOBOTO HAIIPaBJIE€HUS B 3IPAaBOOXPAHEHUU, MOJyUUB-
1IET0 Ha3BAHUE «TPAHCIILUMOHHAs MEIULMHA», OCHOBHOW LIEJIbIO
KOTOPOTO SIBJISICTCS] MMPUMEHEHUE MOCTYDKeHUI (hyHIaMEHTaIbHOMI
HayKu [UISI MaKCUMaJIbHO 3((EKTUBHOTO TepeBola HayYHBIX HC-
ClIeIOBaHMI B MHHOBAIIMM, BOCTpeOOBaHHbIC Ha PHIHKE MEIULIMH-
CKUX YCJIYT C YYETOM PErMOHAIbHBIX MOTPEOHOCTE M TeHIEHIIUI
Pa3BUTHUSI MUPOBOI OMOMEINIIMHCKON HAYKU.

Posb reHOB IUTOKMHOB H HX peuenTopon
B Pa3sBUTHHM IOBCHWJIBHOIO apTpuTa

Hazapoea JI.IIL1, Jlanusxo K.B.,
Buxmopoea T.B.1'2, Maaueseckuii B.A.1

I TBEOY BI10 BI'MY Munsdpasa Poccuu,
450000, e.Ygha, ya. Jlenuna, 3; e-mail: lilinaz19@mail.ru
2 @I'BYH UBT YHI PAH, 450054, 2.Ypa, npocn. Oxkmabps, 71

IOBenunbHbI apTpuT (KOA) — apTpuT HEYCTaHOBJIEHHON 3TH-
OJIOTUH, TIPOIOJIKUTETIBHOCTBIO 60oJiee 6 Helelb, Pa3BUBAIOLIMIACS
y JieTeil B Bo3pacTe He crapiie 16 JieT mpu UCKITIOYeHUH APYroi mna-
TOJIOTUHU CYCTaBOB. B psiie nccnenoBaHuii Oblia MokasaHa accolua-
ST TTOMMMOP(HBIX BapUaHTOB TeHOB LUTOKWUHOB (TNFA, LTA,
ILIB, IL2, IL6, IL10, MIF v 1p.) u X peLenTopoB C Pa3BUTHEM
IOA u apyrux ayToMMMyHHBIX 3a00JI€BaHMIA.

Llenb uccnenoBaHus: MOMCK BO3MOXKHBIX acCOLMALMi MO~
MOpP(hHBIX BAPUAHTOB TEHOB LIUTOKMHOB W HX DPELENTOPOB:
1s1800629 (-308G>A) rena TNFA, 1s909253 (252A>G) rena LTA,
1s16944 (-511C>T) rena IL1B, rs6822844 (G>T) nokyca [L2-21,
152104286 (A>G) rena IL2RA, rs1800795 (-174G>C) rena L6,
rs1800872 (-592C>A) rena IL10, 15755622 (-173G>C) rena MIF)
C TIOBBIIIIGHHBIM pUCKOM pa3Butus FOA 1 ero moaTuIios.

B uccnenosanue 6bu10 BitoueHo 254 mauuenra ¢ KOA, npoxo-
MUBIIMX JiedeHWe B PecnmyOnMKaHCKOW HETCKON KIMHUYECKOM
oonbHuue B 2010—2014 rr., 1 204 nodpoBosibLa 0e3 ayTOMMMYH-
HBIX 3a00JIeBaHUI B aHAMHE3e B KAueCTBE KOHTPOJIbHOM TPYIIIIHI.
['eHotunuposanue nposoauioch metonamu [MLIP-TIAP® ananuza
u [P B pearbHOM BpeMeHM, CTaTUCTUUECKass 0OpabOTKa pe3ysib-
TaToB — B nporpammax Microsoft Excel, SNPStats.

YcraHoBneHo, uTo y 60sbHBIX ¢ FOA 110 cpaBHEHMIO CO 310pO-
BBIMM MHIMBUIAMU JOCTOBEPHO MOBBIIIEHA yacToTa aiieiss G reHa
LTA (p=0,024), rarutoruna G-G renoB TNFAu LTA (p = 0,0009),
redoruna CC u amnens C reda /L6 (p = 0,026 u p = 0,021 cooTBet-
ctBeHHo), reHoruna GG u amnens G rema MIF (p = 0,026 u
p = 0,033 coorBeTcTBeHHO). [Tocne cTpatndukany 60JIbHBIX B CO-
oTBeTcTBUM ¢ Kiaccudukanueit ILAR okazamoch, 4To y GOJBHBIX
¢ PO-HeraTMBHBIM MOJIMAPTPUTOM 3HAYMMO BbILLIE J0JISI TEHOTHIIA
GG n ayutenst G rena MIF (p = 0,005 u p = 0,013 cOOTBETCTBEHHO);
C TepcucTupymoumM oauroaptpurom — amiaenss G rena LTA
(p = 0,019), renorunma CC u amnenss C rena /L6 (p = 0,005 u

p = 0,012 coorBerctBeHHO), reHotuna CC u amtenss C rena /L10
(p =10,019 u p = 0,022 COOTBETCTBEHHO); Yy MaLIMEHTOB C YHTE3UT-
HbeIM apTpuToM — reHotuna AG rena L7TA (p = 0,018), reHoTumna
TT rena ILIB (p = 0,038), renoruna GG u amnens G rena MIF
(p = 0,038 u p = 0,050 coorBercTBeHHO). arutotunn G-G reHOB
TNFA w LTA npeobGnaman B ABYX TOCIEAHUX TMOArPYIINax
(p =0,0016 u p = 0,018 cOOTBETCTBEHHO).

Takum obpa3oM, moJuMopdHbIe BApUaHThl TEHOB LIUTOKUHOB:
TNFA (-308G>A), LTA (252A>G), ILIB (-511C>T), IL6
(-174G>C), IL10 (-592C>A), MIF(-173G>C), — accouunpoBaHbl
¢ TIOBBILIIEHHBIM PUCKOM pa3BuTusi FOA u/Win ero moAaTHIIOB.

AHau3 coyeTaHuii mMoMMMOP(MHBIX MAPKEPOB reHOB
(hakTopoB BocnajieHHs KaK MOTEHIHATbHBIX
npeaukTopoB uHapkTa MHOKapaa

Hacubyaaun T.P.1, Seapaposa JI.D.12, Hzagpapoe H.P.2,
Tumaweea A.P.1, Dpoman B.B.!, Tyxmapoea H.A.1,
Mycmagpuna O.E.!

Huemumym 6uoxumuu u eenemuxu YHI] PAH, ¢.Yga, Poccus Nasi-
bullin TR@yandex.ru
MCY OAO «Tamuegpme» u o.Anomemoescka, e.Anomemoesck, Poccus

Hndapkr muokapaa (UM), kak apyrue MHorodakTopHble 3a-
0oJsieBaHUSI, pa3BUBAETCS B pe3yJibTaTe B3aMMOJIEHCTBUSI MHOXECT-
Ba TEHETUYECKUX M BHELIHECPETOBBIX (DAaKTOPOB, MPUUYEM B 0OJIb-
LIMHCTBE CJIydyaeB HabJI0aaeTCst HeIMHEHOE B3aUMOIECTBIE dJie-
MEHTOB CHCTEMbI, YTO BO MHOTOM OTpee/sicT MPOTHBOPEUNBOCTh
Ppe3yJIbTaToOB IO OTAECIbHBIM MOJUMOP(MHBIM MapKEpaM.

Lleas nccnemoBanuss — B TpyIIie 60JbHBIX ¢ UM 1 KOHTpOJIb-
HOI1 Ipyrirne MpoBeCTU aHaIU3 COYETAaHU I MOJUMOP(HBIX MAPKEPOB
rs1205 (ren CRP), 151136743 (ren SAAI) rs991804 u rs1024611 (reH
CCL2), 151799864 (ren CCR2), 1s3732378 (ren CX3CRI), rs1801157
(ren CXCL12), 1333 (ren CCRY), 152471859 (ren CXCR4), rs4074
(ren CXCLI), 154073 (ren CXCLS), 151126579 (ren CXCR2),
152569190 (ren CDI14). I'pymnmy GoabHBIX cocTaBuwin 217 MyX4uH,
nepenécimx MMM B Bospacte 10 60 JieT, KOHTpOJIbHAs Tpyra —
250 myxuuH B Bodpacte or 30 10 67 jeT 6e3 KIMHUYECKUX MTPU3HAa-
KOB Cep/IeYHO-COCYIUCTOM MaTosoruu. Bee yyacTHUKM MccienoBa-
HUST cHOPMUPOBAHBI M3 ITHUYECKOI TPy TaTap (T.AJIbMETHEBCK).
AHaM3 accoumanuii couetanuii auteneii/renornos ¢ MM nposo-
ouacs ¢ Tomolnbio mporpaMMbl APSampler 3.6.0.1 (https://co-
de.google.com/p/apsampler), B KauecTBe MOMPAaBKM HAa MHOXECT-
BEHHOCTb CPAaBHEHU MCIOIB30BAJICS TIEPMYTAllMOHBIN TECT.

M3 nmosy4eHHBIX coYeTaHuil, Hanboee 3HAYMMBIMU TPEAUKTO-
pamu  3aboneBaHust  okazanmuch  152471859(CXCR4H*C  +
152569190(CD14)*C + 1s991804(CCL2)*C + 1s333(CCRS*1/D (60-
nbHbIe 12,9%, xoHTponb 2,4% Pperm = 0,00004 OR = 6,02 95%CI
2,44—14,05), 1s1126579(CXCR2)*C +  r1s2569190(CDI4H*C +
rs1801157(CXCL12)*G + 1s991804( CCL2)*C + 1s333(CCRS5)*D (60-
nbHble 12,44%, xoutponb 2,4% Pperm = 0,0003 OR = 5,78 95%CI
2,34—14,28), 1s2569190(CDI14H*C + 1s991804(CCL2)*C/C  +
1s333(CCR5)*1/D (6ombhbie 10,6%, kKoHTposb 2% Pperm = 0,0017
OR = 5,81 95%CI 2,17—15,56), 1s1126579( CXCR2)*T/T + 1s991804
(CCL2*C/T (6onbHble 6,45%, xouTponb 17,2% Pperm = 0,004
OR = 0,33 95%CI 0,17—0,63), 1s4074(CXCLI)*A/G +
152569190( CD14)*T + 152471859 (CXCR4)*C + 151024611 (CCL2)*G
(6ombHbIE 4,6%, KoHTpONb 0% Pperm = 0,012 OR = 8,98 95%CI
2,56—31,48), rs1136743(SAAD*T  +1s1205 (CRP*T  +
1s1799864( CCR2)*A/G + 1s3732378( CX3CRI1)*A (6onbHbIE 5% KOH-
Tpoib 0,4% Pperm = 0,014 OR = 13,3 95%CI 1,7—103,84).

IpencraBieHHble COUETaHUsI, B Ciyyae UX BepuUKALUU Ha
HE3aBUCUMOM  BBIOOPKE, MOTYT CIYXUTb WHOOPMATHBHBIMU
Mapképamu pucka MM.
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Anamm3 rena CFTR y 60JIbHBIX ¢ KJIACCHYECKOM
d aTUNUYHO# opMaMu MYKOBHCIUI032

Hacvixoea 10.4.1, Heawenxo T.2.1, Tembuurxaa T.E.?,
Opaoe A.B.3, Yepmenckuii A.I.2, Cmenanenxo T.A.,
Bapanos B.C.1

! @QIBHY «Hayuro-uccaedoeamenvckutl UHCumym aKyuepcmea, 2ume-
Konoeuu u penpooykmonoeuu um. J.0. Omma», Canxm-Ilemepoype, PO
2 [Tepsouii Cankm-IlemepOypeckuii 2ocy0apcmeerblil MeOUUUHCKUL
yulnasa@gmail.com  ynusepcumem um. axad. H.II. [lasrosa,
Cankm-Ilemepoype, PO

3 CIIBF TBY3 «llemckaa eopodckas 6Goavnuya Cesmoii Oaveu»,
Cankm-Ilemepoype, PO

MykoBucuuno3 (MB) (kucto3ubiit ¢hubpo3 MomKesy 0uHON
JKeJie3bl) — HamboJiee pacIpoCTpaHEHHOE, TSKEI0e MOHOTEHHOE
3abosieBaHUe, HACJIeAyeMOe 10 ayTOCOMHO-PELECCUBHOMY THITY.
B Hacrosiiee Bpemst ocjie pyTMHHOM TeHEeTUYECKOM IMarHOCTUKH,
BKJIIOYAIOLLIEN UCClel0BaHKe Hanboiee pacrpoCcTpaHEHHBIX MyTa-
muit reHa CFTR (20-35) ocTtaioTcst HeonmpeAaeaéHHbIMU ITPUMEPHO
30% myraumii. Hamu 6bu10 mpoBeneHo uccinenoBanue rena CFTR
(poMoTopHasi 00J1aCTh, 9K30HbI ¥ HauOoOJee BaKHBbIE PETYIsATOP-
Hble obsacT MHTpoHOB) B obpasuax JHK or nmauuenros ¢ MB
(mauueHThl ¢ Kiaccudeckoit opmoit MB — 71%, mauueHTsI ¢ aTu-
MUYHOI opmoit — 29%) Ge3 yCTaHOBJIEHHBIX OJHOW WJIN JIBYX My-
tauuii rena CFTR. [1j1s1 UICKTIOUeHUs IPOTSKEHHBIX MHCEPIUi/ne-
neumii reHa CFTR 6bl1 ucnonb3oBaH Meton MLPA.

OO6HapyXeHbl 5 peIKMX MyTallMii ¢ TOCTATOYHO BBICOKOI 4Yac-
ToTOIt B Hameil BbiGopke 3849+10kbC/T (2%), E92K (3%),
489+1G>T (2%), Ser1231ProfsX4 (3%), L1335P (3%). Unentucdu-
LIMPOBaHBI YEThIpe paHee HeomrcaHHble MyTaiuu 38163817 delTG
(ok30H 23), E92A (9k3on 4), K1468R (ax30H 27), lle1328Lys
(25 9x30H). Y | nauueHTa BbIsIBJIeHA POTSDKEHHAs Aesenusi ¢ 3 1o
10 uatpon CFTR40kbdel ((?_274) (1584 _?)del).

B pesynbrate mpoBeIEHHOTO MCCIENOBAHUSI OMPE/IEICHbl MyTa-
unu Ha 85,6% uccnenoBanHbix CF-xpomocomax. Cpenn malmMeHToB
¢ kiaccuueckoit ¢opmoit MB BbisiBiieHsr Mmytauuu teHa CFTR
B 94%, B TO BpeMsl KaK MpY HETUIIMYHOM XapakTepe TeueHuss MB
UACHTUGDUILMPOBAHO TOJIBKO 61% MyTaluii. DTo yKa3biBaeT Ha BEpPO-
SITHOCTb CYILIECTBOBAHMSI HEU3BECTHBIX MYTAlLMii B HEKOIUPYIOLIUX
00J1aCTSIX TeHa, CBSI3AHHBIX C HApYIIIEHUEM PETYJISILUK €ro KCIpec-
cUM 100 MpolecCuHra oeska.

Poab nosnmopdHbIX BapuaHTOB
reHOB XO0JIeUMCTOKMHUHEPTHYECKO# CHCTEMBI MO3ra
B MATOreHe3e MAHWYECKUX PACCTPONCTB

Haymosa E.A.1, Aponnuurosa E.B.!, Azsumosa 10.9.2,
Doxuna H.M.2, Kondpamvesa H.C.1, Pydvxo O.H.1,
Koxaeea 3.I1, Kaumog E.A.13

I Mockoeckuii eocydapcmeenbiii yuueepcumem um. M.B. Jlomorocosa,
ouonoeuveckui gaxysvmem, Mockea, Poccus

ea_now@mail.ru

2 Mockosckuii eocydapcmeeriblii MeOUK0-CoMamon02u1eckull YHUeep-
cumem um. A.U. Eedoxumosa, Mockea, Poccus

3 Yuueepcumemckaa ouaznocmuueckasn aabopamopus, Mockea, Poccus

ITannueckoe paccrpoiictBo (ITP) — MHoOrodakTopHOE 3a00seBa-
Hue (F41.0 — MKB-10), 0CHOBHBIM CUMIIOM KOTOPOTO SIBJISIIOTCSI TTO-
BTOPHBIE, HEOXHMIAHHO BO3ZHUKAIOIIME M HE OrPAHMYMBACMBIC Ka-
KOM-TMO0 KOHKPETHOM BHEIIHEW CUTyallMell MaHWMYeCKUe aTakM.
B Hacrosiiiee BpeMsi OMHY M3 BEIYIMX POJieii B 3THOJOTMHM pac-
CTPOICTB TPEBOXKHOTO psina, B ToM yucie [1P, mpunuchiBatoT xoneim-
CTOKMHWHEPTUYECKON CHCTEMe MO3ra, KOTopasi BOBIeUeHa B PEryJisi-
LIMIO YPOBHSI TPEBOXKHOCTHU MOCPEICTBOM MOAYJISIIMK 10haMUHEpru-
yeckoii cucteMbl. [Ipemrmonaraercsi, 4To OIMMOPGHU3M TEHOB, KOIM-
PYIOIIMX XOJNCHMCTOKMHUH M €ro PeLenTopbl, MOXKET 00YCIOBIMBAThH
nipenpacronoxeHHocty K [TP. Lenbio Halleir paboThl ObLIO BbISIBIIE-

HUE acCOLMUPOBAHHBIX C TP KOMIUIEKCHBIX TarjioTUIIOB FeHOB pe-
menropoB xoseructokuHHa CCKIR (3amensr: rs1800908, rs1799723,
rs1800857) m CCK2R (rs1805002, rs1805000), a takxke reHa CCK
(rs11571842, STR) ¢ maHWMYeCKUM pacCTpOMCTBOM Y Xureneil Moc-
KOBCKOro peruoHa. [lanmeHtsl (n = 124) ¢ IMarHO30M HaHu4ecKoe
paccmpoticmeo ObLT 0TOOPaHbI B cOOTBETCTBUY ¢ DSM-V, 0CHOBHBIM
KpUTEpHEM ISl BKITIOYEHUSI TTALMEHTOB B UCC/IE0BaHUE ObLIO HAJIM-
yKe y HUX MAaHWYECKKX aTak He pexe | paza B Mecsill. B kauecTBe KOH-
TpoJisi B paboTte ucrofb3oBaauch 373 obpasua JTHK HeobcnenoBaH-
HBIX kuTesieit MOCKBBI 1 MOCKOBCKOTO peroHa. AHaau3 OJXHOHYK-
JICOTHAHBIX 3aMeH TpoBoain Metonom [TLIP-TIAP® (o6opynoBaHue
Bio-Rad, pearenter OOO JlaGopatopust M3oreH, ¢pepmentsr HITO
Cubsn3um), STR — dparmenTHbiil aHaau3 (ABI3500).Cratuctuye-
CKUIl aHaJIM3 MPOBEAEH C MCITOb30BaHMEeM TporpaMMbl APSampler
3.6. Hamu BbIsiBIEHO 14 acCOLMMPOBAHHBIX C 3a00JI€BAHUEM Tario-
TumoB. CaMoe cuibHOe BIMsiHUE Ha (opmupoBanue [P okasbiBaeT
couetanue amwteneir CCKI1R _rs1800908:T + CCKIR_1s1799723:A,A.
DTOT cOCTaBHOIT MapKEp MAET MakcMMalbHOe (B 9 pa3) Bo3pacTaHue
pucKa 3a00s1eBaHusl.

Pacnpenenenne yacTor nomuMopgHbIX BAPUAHTOB
TeHOB-KAHIUAATOB Y 00JbHBIX
¢ XpPOHMYECKO# 00JIe3HBI0 MOYEK

Hexuneaosa E.B., Yypnocoe M.H.,
Kepnarxosa H.HU., E¢hpemosa O.A.

DIAOY BIIO «bencopodckuii eocydapcmeennblii HAUUOHANbHBIU UC-
credosamensckuil  yHueepcumem», Kageopa meouxo-0uon02uHecKux
ducyuniun

308015, e.beaeopod, ya.llobedsr 85

nefrokb@mail.ru

Lesibio paboThl ObLT MOMCK aCCOLMALINIA TEHETMYECKUX TTOJTMMOp-
(u3MOB ¢ pa3BUTHEM XpOHUYECKOit Oone3Hu mouek (XBIT).

B paGote ucrnonb30BaHbl JaHHbIE TeHOTUNTUPOBaHUs 1413 yer.
(837 Gonbubix XBIT 1 576 yen. KOHTPOJIST), SIBISIOLIMXCS YPOKEH-
uamu LlentpansHoro YepHoszembss Poccum mo 55 reHetnueckum
nomuMopdusmaM. Cpenn HUX Obuto 408 OGOJBHBIX XPOHUUYECKUM
rinomepynonedputom (XI'H), 314 — xpoHuveckuM nuenoHedpu-
TOM U 112 — nuabetnyeckoii HedpoIaTuei.

[Ipu cpaBHUTEILHOM aHATM3€ PACIPENeICHUS YaCTOT ajleseit
¥ TEHOTHUIIOB IMTOJIMMOP(HBIX MapKEPOB M3YYEHHBIX TEHOB YCTAHOB-
JIEHBI JOCTOBEPHBIC pasnuuusi Mexay OonbHbiMU XBIT 1 KoHTpO-
neMm. Cpenn GosnbHbIX XBIT 4yacToThl reHeTMYeCKMX BapUaHTOB
1507T IL4R, 180T ILIRN, I80TT ILIRN, 1247 A IL4R, 121-976 G
PARPI, 1119T NQOI, -932 T CYBA, 518 A GPX2, 518 AC GPX2,
1962+11176 GT WDR72 Bbliiie, a pacnipocTpaHEHHOCTh TIOJTUMOP-
¢ubix BapuantoB 1507 CC [L4R, 180 CT ILIRN, 518 CC GPX2,
1962+11176 TT WDR72 Huxe TO CpaBHEHUIO C KOHTPOJbHOM
rpynmnoit (p<0,05—0,001).

[Monumopdusmel reHoB LMTOKUHOB (/L4R ¢.1507 T> C, ILIRN
¢.180 T > C), antnokcuaantHoi cuctembl (NQOIc. *1119 T> C,
CYBAc.-932 C>T, GPX2¢.518 C >A) u yyacTBYIOILIUX OOMEHE Kpe-
atuHuHa (WDR72 ¢.1962+11176 T> G), accolMMpOBaHbl C pa3Bu-
tiem XBII.

Paboma ewinoanena 6 pamkax eocyoapcmeennozo 3adanus DPIrAOY
BIIO «HHY bealY» na 2015 e. (mema npoexma: H3zyuenue cenemuue-
CKUX (aKmopoe pucka pazeumus Myabmugaxmopuanshsix 3a601e6a-
HUll Yen06exka).

MoHoreHHble HACJIEICTBEHHbIE CHHAPOMBI
C NMPU3HAKAMM BPOKAEHHBIX PACHIETHH
ryObl M/WaM HEDA HA TEPPUTOPUH
KpacHogapckoro kpas

Hexopowxuna M.O., TI'oay6uoe B.H.,
Mamyaesuu C.A., Bywyesa O.FO.
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oY BIIO Ky6I'MY, Kpacnooap, ya. Ceduna, 4
nekhoroshkina@ro.ru

Bpoxnénusle paciuenusbl ryost u/uian Héoa (BPT u/unu H),
SIBISIIOTCST  MYyJbTU(aKTOpUaJIbHBIMM  3a0osneBaHusiMu.  [Ipo-
BeIEHHBII MOHMTOPUHT YacTOThl M Ho3ojormyeckux dopm BITP
B Pa3JMUYHBIX PErMOHAX MO3BOJMJI OLIEHUTb PACIPOCTPAHEHHOCTD
BPT u/unu H, npoaHanusupoBarb AMHAMUKY YACTOTBI U OTHOJIOTH-
yeckue (HaKTopbl TepaToreHe3a B OTACJbHBIX momysiuusix. Lleabio
NAHHOTO MCCIIENIOBAHMUS SIBJISIETCS] U3YUEHUE CTPYKTYPBI U IO MO-
HOTEHHO HaclIeAyeMbIX CMHAPOMOB ¢ npudHakamu BPT u/unu H,
pomuBmuxcsi B KpacHomapckom kpae (KK) 3a mepuon
1996—2012 rr. B ator mepuon B kpae poausioch 920 471 nereit,
y 2,45% w3 Hux auarHoctupoBanbl BITP, u3 koropsix 4,5% cocra-
B BPT u/wnm H, 4ro onpenennio momyjasiiMOHHYIO 4acTOTY
3toro nopoka Ha Tepputopun KK — 1,11%o. KimmHuko-reHeanoru-
YeCKHii aHaIn3, MPOBENEHHBIN B CEMbSIX OOJbHBIX, TTO3BOJIMII YCTa-
HOBMTb aHAJIOTMYHYI0 rarojioruio y 41 (5,06%) poncTBeHHMKA MIPO-
0aHIOB, B TOM YMCJIE: Y YETHIPEX OOJIBHBIX aHAJIOTMYHAS ITaTOJIOTHS
ObLIa BbISIBJIEHA Y OIHOTO U3 poauteneii, y 22 — BPI u/unu H nna-
THOCTUPOBaHBI y CUOCOB, a Yy 15 — cpenun poaCTBEHHUKOB pa3HOI
crerieHd. Y 769 OCMOTpPeHHBIX HaMM OOJBbHBIX AaHHbIi BITP
OLIEHEH KaK CIOPaANYecKUil BAPUAHT MATOJIOTHU, U3 KOTOPBIX y 98
(12,1%) GombHbIX ¢ MBIIP 66110 quarHocTHpoBaHo 13 MOHOTEH-
HBIX HACJEICTBEHHBIX CUHAPOMOB C pa3HbIMU THUIIAMU HACJeI0Ba-
Hust, B ToM uncie: AnoMainan [bepa Pobena — 3,82%; lonbaenxa-
pa — 1,48%; Baapnen6ypra — 0,37%; Ban nep Byna — 0,12%; I'pu-
ma Kabyku — 0,12%; Anamca—OmuBepa — 0,12%; Onuua tpuro-
Houedamuun — 2,09%; Poounosa — 1,11%; Jlapcena — 0,86%;
Mexkkensi—Ipydepa — 0,75%; opo-datmo-aururanbHbiii — 0,75%;
Hos—JlakcoBoit — 0,25%; ®pumena—Illennona — 0,25%. Cneno-
BaTeJIbHO, HauboJiee 4YacTo AUArHOCTUPYEMBIMU Cpeau obcieno-
BaHHBIX 00sbHBIX ¢ BPT u/unu H sapnsiercst cunapom ITbepa Pobe-
Ha. [Tonynsumonnas vacrora BPT u/unu H Ha tepputopun KK
COMOCTaBMMa C MOKa3aTesSIMU JAPYTUX pernoHoB PD.

IToaxonapl K OlleHKEe reHeTHYECKO# reTeporeHHOCTH
KJETOYHBIX KYJbTYP YeJIOBeKa,

npeJHA3HAYEHHbIX JJIS HAYYHbIX

U OMOMEINIMHCKUX HeJiei

Huxumuna B.A.

OI'BHY «Meduko-eenemuueckuti Hayunii yeHmp»,
Mockea, ya. Mockeopeuve, 1
nikitinava@yandex.ru

B ouorexHonoruu, ¢apMakoJIoTuu, MeIULIMHE, a TAaKKe B (PyH-
JNAMEHTAJbHBIX HAyYHBIX MCCICHOBAHMSIX MCIOJIB3YeTCsl OOJIbIIOe
KOJIMYECTBO KJIETOUHBIX KYJIBTYP, UMEIOLIUX Pa3HOE BUIOBOE U TKa-
HeBoe npoucxoxaeHue. CoxpaHeHUe UCXOIHBIX WM HaIlpaBIeHHO
M3MEHEHHBIX CBOWCTB M aIeKBaTHasl OLIEHKA KauecTBa KJIETOUHBIX
KyJbTYp IO Hayajla MX HMCIOJIb30BaHMSI BO MHOIOM OIpeaessieT
YCIIEIIHOCTD PellieHus TTOCTaBIeHHO# 3anaun. Bee KieTku mojaBep-
JKeHbl MYTALIMOHHOW W3MEHUYMBOCTHU, KOTOpasi He MOXKET ObITh
CKOPPEKTHPOBaHa B YCJIOBUSIX i Vitro TIpU KyJbTUBUPOBAHUU, U
MPUBOIUT K M3MEHEHUIO KAPUOTHUIA W TeHOTUIIA, a, CIIeA0BaATEb-
HO, U OUOJIOTMYECKUX CBOMCTB KJIETOYHBIX JIMHUMA.

leHeTnyeckasi reTeporeHHOCTh KJIETOYHBIX KYJIbTYD OIMpeaessi-
€TCsl HAJIMYMEM B MX COCTaBe I€HETUUECKU pa3IMyalolIuxcsl Kiie-
TOK. DTO MOXKET ObITh BHI3BAHO KaK BHEIITHUMMU (MEX- 1 BHYTPUBU -
NOBasi KPOCC-KOHTaMUHALIKSI ), TaK BHYTPEHHUMM (DakTopamu (KJo-
HaJbHbIE M HEKJIOHAJIbHbIE XPOMOCOMHBIE M TeHOMHBIe abeppa-
mmu). [To maHHBIM MEXIyHapOIHOTO KOMHUTETa IO ayTeHTUdMKa-
LMY KJIETOYHBIX JIMHUI, 24% KIETOUYHBIX KyJIbTYp KOHTAMUHUPOBA-
Hbl kietkamu JuHun Hela. HawmbGosnee 3hdekTUBHBIM MeTOIOM
ayTeHTU(UKAUUKU TTpu3HaHO TunupoBanue mo STR-n1okycam. On-
HAKO B IMOCTOSTHHBIX KJIETOYHBIX JIMHUSIX BBICOKA CTeTIeHb Bapuabe-
JILHOCTM MX YUCJIA, YTO CBSA3aHO C MOTEPeil reTepO3UroTHOCTU MPU
aHEYIJIOWANHY, BOBHUKHOBEHUN OTHOPOIUTEIBCKON JMCOMUUN WA

XPOMOCOMHBIX TPAHCJIOKALMI B MIPOLECCE KAPUOJIOTMYECKON 3BO-
JIIOLWW TIPU UTUTEIbHOM KYJTbTUBUPOBAHUH.

AHanu3 KapuoTUIa TakKe MO3BOJISIET MIPOBECTH ayTeHTU(dUKA-
1IMI0 U OLIEHUTh U3MEHYMBOCTh KJIETOYHOI MOMYJISIIIUU 110 OIHCa-
HUIO KapUOTUIMYECKU CXOIHBIX KJIOHAJIbHBIX U HECTAOMJIbHBIX
XPOMOCOMHBIX ¥ TEHOMHBIX abeppainii. KpoMe Toro, it orieHKI
BO3MOXHOCTH T€HETMYECKON M3MEHUMBOCTU MOTYT MPUMEHSITbCS
METOJIbl KJIACCUYECKOW TeHOTOKCUKOJIOTUM: Telib-3JieKTpodopesa
OTIEJBHBIX KJIETOK U MUKPOSIIEPHBII TeCT.

BapuaHTbI TipecTaBlIeHNs KJIETOYHBIX JTUHUM, TPeNBapsItoIe
MX UCTIOJIb30BaHKME KAK MOJAETbHOI CUCTEMbI UM BBICOKOTEXHOJIO-
TMYHOTO JIEKAPCTBEHHOTO Tperapara, MOTYT BKJIIOYaTh HECKOJIBbKO
9TaNoB TeCTUPOBaHMS, TakuX, Kak STR-TunupoBaHue, aHaau3 Ka-
pUOTHUIA C ONMUCAHUEM CYOKJIOHOB (CHEKTpabHOE KapUOTUITMPO-
Banue), FISH ananus, ouenky ypoBHst noBpexaeHuii JJHK u vac-
TOT MUKPOSIIEP.

Ha npumepe omnpeneneHust 3TUx nMapameTpoB B KJIETKaX MOCTO-
saHoit (K562) n mumnonanbix (MCK, ®3Y) KIeTOYHBIX JUHMIA
MoKa3aHa BO3MOXHOCTb OILEHKHM KJIOHOOOPa30BaHUSI U TOBBIIIIE-
HUSI KOJIMYECTBA KJIETOK ¢ HECTAOMJIbHBIMU HEKJIOHATBHBIMU XPO-
MOCOMHBIMU U TEHOMHBIMU abeppanusMy MpU KyJIbTUBUPOBAHUM
in vitro.

AbeppanTtHas 3kcnpeccuss mukpoPHK
NpH paKe ropTaHu

Huxumuna E.I., Yepemucuna O.B.,
Kyavb6arxun JI.E., /lumesaxoe H.B.

Tomckuit HUH onkonoeuu,
634050, Poccus, e.Tomck, nep. Koonepamuensiii, 5
ekatarinanikitina@gmail.com

MuxkpoPHK oTHocATCsS K Kiaccy MajbIX MOJIEKYJI-PETyIsiTO-
POB, KOTOpbIE MOTEHLMAIBLHO CIIOCOOHBI KOHTPOJIUpPOBATh 10 1/3
reHoma 4enoBeka. MukpoPHK urparoT BaxkHyio poJib B pery/siuu
OMOJIOTMUECKUX TPOLIECCOB BCEX CHUCTEM, a HapylIeHUe MX IKCII-
peccuu MOXKET UMEThb TSDKENbIE MOCASICTBUS ISl KISTKU.

Lens — ananus skcnpeccuu MUKpoPHK B omyxoseBoii TkaHu
GOJIbHBIX KapLIMHOMAaMU TOPTaHMU.

B pabote ncrnoab3oBaH mapHbIii OMONICUITHBIN MaTepuan (TmaTo-
JIOTUYECKM M3MEHEHHAsi W Tpuiiexallast yCJIOBHO-HOpMaJbHast
TKaHb) MYXYMH C MEPBUYHBIM TMCTOJOTMYECKU BepUPUIIMPOBAH-
HBIM TIOCKOKJIETOUHBIM PAaKOM ropTaHu (n = 46). YpoBeHb 3KCII-
peccun MukpoPHK B Tkanu paccumtaH coriacHo metomy Pfaffl,
B KauecTBe reHa-pecdepu ucronabzopaHa MUKpoPHK-103. Craru-
cTryeckast 00paboTKa AaHHbIX POU3BEICHA C TPUMEHEHHUEM t-Tec-
Ta CThlofIeHTa ¢ IpUMeHeHneM Kputepusi benmxkamunun—Xoxoepra
(FDR — false discovery rate).

CoryacHo pe3yJibTaTaM UCCIeI0BaHus, ISl HEKOTOPBIX MUK-
poPHK BbIsiBIeH abeppaHTHBIN yPOBEHb 9KCIIPECCUM B OITyX0JIe-
BOW TKAHU OTHOCUTEJIBHO IMpPUJIEXALEH YCIOBHO-HOPMaJIbHOMN
TKaHMU. YCTaHOBJIEHA TUIEPIKCIPECCUsI OHKOTCHHBIX MMK-
poPHK-21, -155 u -205 (p = 0,00005, p = 0,00008 u p = 0,00085
COOTBETCTBEHHO) M THUIOIKCIPECCHs] OHKOCYNPECCOPHOM MUK-
poPHK-200a (p = 0,003), uto coriacyeTcsi C ZaHHBIMM JTUTEPATY-
pbl, TIOJYYEHHBIMM Ha OIMYXOJSIX Pa3HbIX JOKAJIU3alMii, B TOM
YUCJIe M Ha OIYXOJIsIX FOJIOBbI U Lieu. [Toka3aHo, 4TO ypOBEHb K-
cripeccun aHaau3upyeMbix MUKpoPHK 3Haunmo He oTimyaercs
B MOATPYIINAX B 3aBUCMMOCTU OT PAaCIpOCTPaHEHHOCTH OIyXOJie-
Boro mpouecca. CBsa3b creneHn AubGepeHIUPOBKU OMyX0JIeBOM
TKaHU ¢ 9Kcnpeccueit BoisiBaeHa st MUKpoPHK-18a (p = 0,01),
a mist mukpoPHK-200c (p = 0,018) moka3aHa rurnepakcrpeccust
Mpyu Haauuuu JuMGoreHHbIX MeTacTad. OnMHaKO 3HAYEHUSI p IS
9Tux MuKpoPHK nHe ynosaetBopsitor monpaBke FDR. Iloka3a-
TeJIu 001Iel BBKMBAEMOCTH Ha TIpUMepe 36 MpociieXeHHBIX Ma-
LIMEHTOB C TMOBBIILIEHHOW U MOHUXEHHON 3KCIPECCUEN aHAIU-
3upyembix MUKpoPHK Oblsia cxoxa 1 cTaTUCTUUECKU He pas3iu-
yasach. [1oJayyeHHBbI pe3yabTaT MOXET ObITb CJIEJACTBUEM BbI-
6opa tex MukpoPHK, st KoTopbix B 11eJ10M MOKa3aHa CyLIECT-
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BEHHAasl POJib B KAHLEPOreHe3e OMyXoJieil pa3HbIX JOKaIU3aluuit
M KOTOpbIe TPUHUMAIOT HEMOCPEACTBEHHOE yyacThe B Peryssi-
MU KJTIOUEBBIX 3TAIIOB 3TOTO MpoLiecca, YTO 00YCIOBINBAET OT-
CyTCTBME ClielMbUKH MaTTepHA KCIPECCUM B 3aBUCUMOCTH OT
KJIMHUKO-TATOJIOTMYeCKMX XapaKTepUCTUK M ucxona 3aboJieBa-
HUSI.

Cayyaii coyeTaHHO# TeHeTHYECKOi NMATOJIOTHH
(heHUIKETOHYPHH ¥ MYKOBHCIHI03a

Huxumuna H.B., beasesa T.U., Ilodoauna B.K.,
Heanosa T.A., Jlobanosa A.B., /lepaouna C.C.,
Jazymuna O.B., Tuynoea E.IO.

I'BY3 Ceseponosckoii obaacmu «KauHuko-ouaeHoCmu4eckui yeHmp
«Oxpana 300pogvs mamepu u pebeéHKa»,

620067, e. Examepunbype, ya.@Promckas, 52

nikitinanv@list.ru

[Tpo6ann 2014 r.p., ot 2 6epemeHHOCTH (1 GEpeMEHHOCTD 3a-
KOHUMJIach cpouHbIMU pogaMu B 2003 1., pe6EHOK 310poB). CeMbst
€BPOIEOUIHON pachl, MHOPUAMHT UCKItoyaeT. CpouyHble POMIbI,
MaJIbuMK Maccoit 4335 1, ImHOM 55 ¢M, OolleHKa ITo 1Kaje Amnrap
6/8 GamtoB. B ponmoMe BhIsiBIeHA BPOKIEHHAST aHOMAJIMST Pa3BU-
TUSI — BEHTpaJIbHAs TPbIXa B BEPXHEH YacTu nepenHeit OprourHoi
CTeHKM 1o cpenHeil nuHuu. [Ipu mpoBeqeHUU HEOHATAJTbHOTO
CKpMHMHTA ypoBeHb heHmnanannta (PA) kposu 15,9 mr/mi, ypo-
BeHb UMMyHOpeakTuBHOrO TputicuHa (MPT) — 163,2 ur/miu. Ce-
MbsI ObLIa MpUTJIallIeHa KOOPAMHALIMOHHOM IPYIINOoii JabopaTopun
HEOHATaJbHOTO CKPUHUHIA Ha TNpuéM reHeTuka. YpoeHb DA
KpoBU cocTaBuI 19,6 Mr/mi, HauaTa nueToTepanusi GeHUIKETOHY-
puu. UPT Ha 21 neub xusnu — 138,7 ur/mi. [1poBes€H nmoToBblit
TecT Ha aHaiusaTope Nanoduct dhupmbl Wescor, YpoBEeHb XJIOPH-
OB 1oTa moBbiieH — 102 mmoub/i. B manbHeiiieM oGcienoBaH
B OJIKB Nel, xmopuasl mota Ha aHanmszarope Macroduct, Wescor
Ne2 — 104 mmonb/n, Ne3 — 125 MMoJib/i1. YpoBeHb MaHKpeaTuye-
CKOI1 ayacta3bl MeHee 15 MKT/T Kana. Pe6EHOK ompeneniéH moa Ha-
omonenue u JseyeHue B LleHtp mykoucummnoza OIKB Nel.
JAHK-amarHocTuka IpoBeAeHa B J1aOOpaTOpUU MOJECKYISIPHOM
nuarHoctuku LlenTpa. B reHe TpaHCMeMOPaHHOTO PEryasiTOpHOTO
oenka CFTR o6Hapyxena mytauust DelF508 B ToM0O3UTOTHOM CO-
crossHuU. B rene ¢genunananunruapokcuiassl PAH o6HapyxeHa
myTtanuss P281L B romos3urotHoM coctosiHuu. IlnaHupyertcs
JIHK-nmarHocTuka ceMbu.

B Hactosiiiee Bpemsi peOEHKY 6 Mec., (DU3MYECKOe W Hep-
BHO-TICUXMUYECKOE pa3BUTHE MO Bo3pacTty. Haxomurcs Ha nuerote-
panuu PKY, npoBoaurcst repanusi KpeoHoM, ypcodanbkom, ALLLL,
MHTAJSIK TTYJIbMO3UMOM, KuHedutepanusi, JIOK, moctypanbHblii
JpeHax.

BepositHocTh couetanust DKY u MykoBucILMI03a Y OJHOTO
WHAVBUIA OYeHb HU3Kas. [IpOTHO3 NBYX MATOJOTUI M TTOAXOMIBI
K Teparnuu MOTYT 3aBMCETb OT UX COUeTaHusl. 3a Nepuoj HabJo-
NeHUsT MbI oTMeuyaeM ypoBeHb DA KpoBu MeHee 1—2 Mr/mi npu
CTaHJAPTHOM pacyéTe AUETOTEeparuu, YTO MOXKET ObITh CBS3aHO
C 0COOEHHOCTIMU MeTabosM3Ma mpu MykKoBucuuaose. [cuxono-
TMYECKUE aCMeKTbl MEIUKO-TEHETUYECKOTro KOHCYJIbTUPOBAHUS
B CEMbe KpailHe CJIOXKHBI, TPUHSITUE TUAaTHO30B ITPOUCXOIUIIO TSI~
JKeJIo, HO Bce peKOMEeHAAlMKU 10 JIeYeHUI0 peOEHKa pOAUTENSIMU
COOJII0AAI0OTCS.

CpaBHHUTE/bHBIA AHAJIM3 XPOMOCOMHBIX AHOMAJIHIA
IpA NMPUBBIYHOM H CHOPAAUYECKOM HEBbBIHAIIMBAHUM
0epeMeHHOCTH

Huxumuna T.B., Caxcenosa E.A., Cyxanoea H.H.,
Toamauesa E.H., Jlebedes H.H.
HUU meduyunckou eenemuxu,

2. Tomck, 634050, ya. Habepexcrnas p.Yuatiku, 10
t.nikitina@medgenetics.ru

[TpuBbluHOE HeBbIHalMBaHUEe OepeMeHHocTH (ITHB) — ato
HaJIM4yKMe B aHaMHe3e XKEHIIMHBI ABYX U 00Jiee CaMOTPOU3BOJIbHBIX
MpepbiBaHUl OEPeMEHHOCTU B CpOKax a0 22 Heaedb. [IpumepHO
y TOJIOBUHBI TALIMEHTOK BBISIBJISIOTCS M3BECTHBIE KIMHUUYECKUE
MPUYUHBI BBIKUIBILIEHA, OJAHAKO Y JPYroi MOJIOBMHBI CEMEU MO-
BTOPHBIC abOPTHI BbI3BAHBI HEYCTAHOBJIEHHBIMU (hakTopamu. Mx
MOUCK UMeeT 00JIbLIoe 3HAaUCHUE KaK Ul TOHUMaHHUsl OMooruye-
CKHMX MEXaHU3MOB B3aMMOJIECHCTBUSI MaTepy U SMOPUOHA, TaK U ISt
aKkylepckoil mnpakTuku. bosbmimHcerBo ciyyaeB [THDB BbizBaHO
aHOMAaIMSIMK KaproOTHUITa SMOPHUOHA, HO MIPSIMOE CpaBHEHUE Kapyro-
TUIIOB MPUBBIYHBIX U CIOPAIUYECKUX abOPTYCOB HE COIIacyeTcs
C 9TUM TPEATOIOKEHUEM.

YyurteiBasi, YTO TMOAOOHBIE MCCAEIOBAHUS ObUIM CHEIaHbI Ha
OrpaHUYEHHBIX MO 00BbEMY BBHIOOPKAX, Mbl MPOBEIU MAacCIITaOHbII
CPaBHUTEJIbHBIN aHAIM3 LIUTOTEHETMYECKMX HAPYLICHUH y MOru6-
wux a3MopuonHoB nipu [THB (aBe u Gosiee motepu GepeMEeHHOCTH,
n = 462) u npu cropaauueckux aboprax (CA, n = 479), npokapuo-
TUnUMpoBaHHbBIX B Tomckom HHWWM MeauuuHCKONW TeHETUKU
B 1987—2014 rr. B Boibopkax [THB u CA cpemHuit Bo3pacT xeH-
wuH cocraBui 28,9 = 6,11 u 28,5 £ 5,97 rona, cpok 6epeMEHHOCTH
— 9,6 £2,8 19,8 £ 2,8 Hemeslb COOTBETCTBEHHO.

Yacrora sSMOPMOHOB ¢ HOPMAJIbHBIM KapUOTUIIOM OblTa CTaTH-
CTUYECKHM 3HAuMMO Bbile B rpyrie ¢ [THB, yem B rpynmne CA (54,7%
u 44,3% cootBeTcTBeHHO, p = 0,002). [Tpn 3TOM CIEKTP XPOMOCOM-
HBIX MYTallMii B LIeJIOM He oTanvasicst. OCHOBHYIO JIOJIO COCTABJISIN
TpucoMuu aytrocoM (42,7% n 41,8%), nanee 1o 4actoTe BCTpeYaeMo-
ctu 1w terparionanu (19,1% wn 21,7%), tpurnonauu (14,1% u
18,4%), anomamn o0BBIX XxpomocoM (10,6% u 9,0%) u cTpyKTyp-
Hble niepectpoiiku (2,5% u 2,0%), npeacraBieHHble MPAKTHYECKU
B PaBHBIX TIPOIMOPIMSIX B 00eHMX BbIOOPKaX. EMMHCTBEHHBIM THITOM
aHOMAJTHii, MO KOTOPOMY CTATUCTMYECKM 3HAUMMO Pa3IMyaiucCh Bbl-
0GOpPKU, OKa3aJINCh IBOMHBIE TPUCOMUM, YACTOTHI KOTOPBIX COCTABH -
v 4,5% cpean TMPUBBIYHBIX BBIKUIBIIIEH U 1% cpenu criopaanye-
ckux (p = 0,015). O6HapyXeHa CTaTUCTUYECKU 3HAYUMO 00Jiee BbI-
COKasl yacToTa abopTyCOB ¢ HOPMAJIbHBIM KapUOTUIIOM Y MOJIOABIX
sxxeHIMH (1o 37 net) ¢ [THB o cpaBHeHUIO C KEHIIIMHAMU TOTO Xe
Bospacta, uMeBlMMu CA. JIst XKeHIUH crapiie 38 JieT 10CTOBep-
HBIX OTJIMYMIA TI0 4acTOTe abOPTYCOB ¢ HOPMAJIbHBIM KapUOTHIIOM
mexay rpyrmnamu ¢ ITHB u CA BbisiBIIeHO He ObUIO.

Takum obpa3oM, BKIa pa3IMUHbIX TPUYKMH B aTHOJ0rMI0 [THB
OTJIMYAETCS [UISI KEHIIWH Pa3HOTO BO3PAcTa: Y MOJIOABIX MallheH-
TOK CPeAM MPUYMH MPUBBIYHOTO BBIKMBILIA MTPEBATMPYIOT HE LIM-
TOreHeTHYeckue (HakTopbl, y KEHIIUH CTaplleil BO3pAaCTHO rpyri-
bl IpeodsiagaeT HecOalaHCUPOBAHHBIN KapruOTUIT SMOPHUOHA.

OobmHoCcTh MaTorene3a 0ose3nn Ilapkuncona
M JIM30COMHBIX 00JIe3Hel HAKOIIEHHS

Huxonaee M.A.53, Hyxucuwii E.I1.2, Emeavanoe A.K.123,
Yeenwo T.C.12, Jxumosckuii A.D.2, 3axaposa E.JO.%,
ITveauna C.H.1%3

I @IBY «Ilemepbypeckuii uncmumym sdeproti @usuxu um. b.I1. Kon-
cmanmunosa», Hayuonanshwii uccredosamenvckui yenmp «Kypuamoes-
CKULL UHCIUMY>

2 IBOY BIIO «Ilepeviii Canxm-Ilemep6ypeckuii 2ocydapcmeeniviii meou-
yuHckul yHueepcumem umenu axademuxa M.11. Ilasrosa»

3 @I'BY BIIOH «Canxm-Ilemep6ypeckuii Axademumeckuii ynugepcumemn
— Hay4HO-00pazoeamenvhulil uenmp Hanomexuonoeui> PAH

4 QIBHY «Meduxko-eenemumeckuii HayuHbiti yeHmp»

Bbonesnp [Mapkuncona (BI1) — xpoHuveckoe mporpeccupylo-
ee 3aboseBaHue, CBSI3aHHOE C arperalyeil HelipoHaJbHOro Genka
anbda-CUHYKIeMHA U pa3BUTHEM HelipoaereHepauuu. B mocienHee
BpeMsl HaKaruiMBaeTcsl Bce Oouiblle (PakToB, CBUAETEIbCTBYIOLIMX
00 OOIIIHOCTU MOJIEKY/ISIpHBIX MexaHu3MoB BIT u penkux HacieacT-
BEHHBIX 3a00JIeBaHM I, OTHOCSILIMXCS K KJIACCy JIM30COMHBIX 00J1e3-
Heit HakorieHus (JIBH), cBsizaHHBIX ¢ AUCHYHKIIMEH JTM30COM.

Lesnb TaHHOTO MCClIeIOBAHMST 3aKTI0YaIach B CKpUHUHTE MyTa-
uuii B renax JIBH (myraunu L444P u N370S B rene GBA (6one3Hb
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lowe); myraumu lle177Thr u del 30kb B rene GALC (6one3Hb
Kpab66e); myrarus del 1,02kb B rene CLNJ3 (HeiipoHaIbHBIN 1IepO-
UAHBII unodyclMHo3 3 TMNa) cpeau naunmeHToB ¢ BI1 u B KOHT-
POJIbHO# IPYTINE U OLIEHKE YPOBHST OJTMTOMEPHOTO aibha-CUHYKIIe-
nHa B mua3Me nauueHtoB ¢ JIBH, Hocurteneit myranuii B reHax
JIBH u B KOHTpOJIbHOI TpyTITIE.

B uccnenosanue Boiwto 330 mauuenTos, ¢ BIT (61,6 + 9,4 rona,
48,6% wmyxunH) u 250 HMHAWBHIYYMOB KOHTPOJBHOW TIPYIIIIbI
(62,7 =+ 10,3 rona, 49,8% MyX4MH), COOTBETCTBYIOLIMX IO TOJTY U
Bo3pacty (p>0,05). Bbl1 ocyliecTBIEH CKPUHUHT MYTallMil B reHax
JIBH GBA (N370S u L444P), CLN3 (del 1,02 kb) u GALC (del 30 kb
u p.lle177Thr). ITna3smMy KpoBW MoOJydaau M3 LEIbHON BEHO3HOI
kpoBU myTéM neHTpudyrupoBanus 20 mux, 3000 g. MccrenoBanue
OJIMTOMEPHOTO alib(a-CUHYKIEeHHA B IJ1a3Me KPOBU ObLIO MPOBEIe-
Ho MeTonoM MDA c ucnonb3oBanueM Habopa Human Synuclein
OLIGO kit (aj Roboscreen, I'epmanust). Hamu 66111 cchopmupoBa-
HBI CJICIYIONINE TPYIITHI MAllMeHTOB: 41 marueHT ¢ 6osie3Hbo [orre
(BI'), 5 mauuenrtoB ¢ apyrumu JIBH (2 naumenTa ¢ 6one3Hpto Hu-
manHa—I[luka Tun C, 2 — ¢ 6one3Hbvo Kpabbe, 1 — c Goyie3HbIO
Bonbmana), 40 mauyeHTOB KOHTPOJIbHOM Tpymibl. Takke ObL10 00-
CJIeIOBaHO 5 OecCHMIITOMHBIX HOcUTeNiell MyTtaiuii B reHe GBA
(ponutenu naiueHToB ¢ bI).

Hawmu BbisiBieHO 9 HocuTesieit MyTatmit cpeau naimeHTos ¢ BIT (6
— L444P u 3 — N370S) u omuH HocuTenb Mytarmu [444P B KoHT-
posbHoit Tpyrme. OR pasButust BIT aast Hocuteneit mytauuit L444P u
N370S coctasun 6,7 (JIN 95% = 1,05—42,4, p = 0,04). Hamu BriepBbie
ObLT OMKMCaH TeTePO3UTOTHBIA HocuTenb aeiaemu 1,02 T.ILH. B TeHe
CLN3 ¢ BbIpa>keHHBIMY CUMITTOMAMU TTOPAXEHUST SKCTPATUPaMUIHON
cucteMbl. BriepBble HaMu ObUTa MPOBE/IEHA OLIEHKA YPOBHSI OJTUTOMEp-
HBIX (hopM abha-CHHYKIIEMHA TUIa3Mbl KPOBU Y TIALIMEHTOB C Pa3iny-
Heivu JIBH (BT, 6one3ns Kpacoe, 6o1e3nr Humanna—Iuka tin C,
6onesHb Bombmana). Bbuio 0OHApyXeHO JIOCTOBEpPHOE IOBBIIEHUE
YPOBHSI OJIMTOMEPHOTO aibtha-CUHYKJIeMHa KakK y MauueHToB ¢ bl
(p = 0,0001), Tak 1 y GoMbIIMHCTBA U3 MauueHToB ¢ npyrumu JIBH.

BoiBoapl. [TonyueHHbIE JaHHBIC MO3BOJSIIOT TPEINOIOXHUTD,
YTO MyTallMW B TeHAX, MPUBOISILIMX K pa3Butuio JIBH, B yactHocTH
B reHe GBA (6one3Hb [ollie), CylieCTBEHHO MOBBILLIAIOT PUCK pa3-
putus BIT (ot 6 10 9 pa3) myTém BIUSTHUS HAa MeTaboOIM3M Oesika
anbda-CUHYKIeHHA, arperaius KOTOPOTro paccMaTpuBaeTCs B Ha-
cTosiiee BpeMsi KaK OCHOBHOI MeXaHM3M HelipojereHepaiu. Boi-
SIBJICHHOE HAMM TMOBBIIICHUE OJIMTOMEPHBIX (GOPM asibha-CUHYKIIe-
WMHa B TUTa3Me KPOBU Y TAallMeHTOB ¢ pa3nudnbiMu JIBH, mo3Bonmio
MPEANONOXUTb, YTO HAPYIICHUS aKTUBHOCTU U JPYTUX JIU30COM-
HBIX (PepMEHTOB MOXKET IMPUBOIUTH K YBEJINYECHUIO YPOBHSI HEMPO-
TOKCUYHBIX (pOopM asibtha-CUHYKIEHHA.

Hccnedosanue noddepicaro epanmamu PODOU Nol3-04-01510; No14-
04-316635.

I'eTeporennsie ¢)opMbI MUTOXOHAPHAJLHBIX 00JI€3HENH
y nerei

Huxoaaeéa E.A.1, Xapabadse M.H.1, Hmxuc FO.C.2,
Ilamaaoe I1.A.1, Hosuxos I1.B.1, Kpviroea T.B.2,
3axaposa E.JO.?

I Hayuno-uccaedosamensckutl KAUHUMECKUL UHCMUMYM neouampuu
THOY BIIO PHUMY um. H.HU. Iupoecosa Munsopasa Poccuu, Mock-
6a, ya.Tardomckas, 0.2

enikolaeva@pedklin.ru

2 @I'BHY Meduko-eenemuueckuii HayMnblii yenmp,

Mockea, ya.Mockeopeuve, 0.1

[MpoBenéH KIMHUYECKUIT aHAIM3 TeTeporeHHbIX (HOpM MUTO-
XOHIpHUATbHBIX 3a00jeBaHUil y 65 meteil B Bo3pacte oT | roma ao
16 ser. Ipu oGcienoBaHUM MAIIMEHTOB MCIOIB30BAHbI KIIMHUYE-
ckue Metonbl, omnpeneneHue B kposu KIIIC, ypoBHS MOJIOYHOI U
MUPOBUHOTPATHON KUCJIOT, IMoKaszaTesleil KapHUTUHA, MOJIEKYJISIp-
HO-TEHETUYECKME METOAbl BBISIBJICHUST MYTAUUA SIIEPHOM U
mtIHK. [Inarto3 Obu1 ycTaHOBJIEH HA OCHOBAaHUU COBOKYITHOCTH

KJIMHUYECKUX U JJaOOPATOPHBIX AAHHBIX U MOATBEPXAEH pe3yJibTa-
TaMU MOJIEKYJISIPHOTO MCCIIE0BaHMsI Y OOJBIIMHCTBA TallMEHTOB.

[Mpu nedexrax mtIHK pacnipeneneHue 60bHBIX (n = 46) 1Mo
OTIEIbHBIM (hOpMaM IaTOJOTUM ObLIO claemylommm. Y 23 mereit
ObLT ycTaHOBJIEH nuarHo3 cuHapoma Kepaca—Ceiipa: y 19 — mos-
Has (opma, y 4 — HemonHas (opma cuHapoma (6e3 mopakeHus:
npoBojsiieit cucrtembl cepaua). Cunapom MELAS 0Ob11 quarHoc-
THpOBaH y 14 mauureHToB (y OOJBIIMHCTBA OOHApyXKeHa MyTallus
A3243G rena tpancnoptHoii PHK neitimna), cunapom MERRF —
y 2 mauueHToB. Kpome Toro, y 2 nereii BoIIBICH cMHAPOM JIu, 00y-
CJIOBJIEHHBI MyTallMsIMM B CyObeIMHUIAX KOMILIEKCOB | u 5
(T10191C B ND3 u G8839C B ATP6), y 2 — MHUTOXOHIApUAIbHAS
SHUedaToMUONaTsl U KapAMOMMOMNATUS C MYTalMsSIMU B TeHe
tpaHcnoptHoit PHK nusuna (T8362G u G8363A), y 2 (cubcbl) —
MUTOXOHAPUAJIbHAsL dHLEehATOMUONATUSI ¢ TUPAMUIHO-IKCTpaI-
pamunHbM cuapomom (myTamms C3945A 8 ND1), y | — cunapom
NARP (myranust T8993C B ATP6).

Ipu nedexrax ssnepuoit THK (n = 19) pacnipenenerHue 601bHbIX
10 OT/EJIbHBIM (hopMaM MaToJIoTuu ObUIO ciaemyonmm. Y 12 manu-
€HTOB ObLI IMAarHOCTUPOBAH CUHAPOM JIu (B OONBIIMHCTBE CIyyaeB
ycTaHoBJIeHbl MyTauuu reHa SURFI), y 3 — neiikosHuedanonarust
C MOpaXXeHWEeM CTBOJAa MO3Ta, CIMHHOTO MO3Ta W IMOBBILICHHBIM
YPOBHEM JIaKTaTa B MO3roBoii TKaHu (reH DARS2), y 2 MaIbuYMKOB —
X-cuerieHHbI cuHapoM bapra (reH 7A4Z), mo omHOMY peOEHKY
cTpafanu cuHapomoM Anbriepca (reH POLGI) M MUTOXOHAPHATb-
HOIi 3HIedaTOMHUOINATUEN ¢ Pe3KOI 3aaepKKON (PU3MUECKOro pas-
Butusi (ren NDUFBY).

ITokazaHo pa3HOOOpa3zue (PeHOTUIIOB MUTOXOHIPUATLHON Ia-
TOJIOTHUH.

Hacnencrsennbie 3200J1€BaHisI HEPBHOI CHCTEMBI
B JAKyTHM

Huxoaaeea H.A.%2, Cyxomacoea A.JI.12, I'ypunosa E.E.12,
Kopomos M.H.?, Maxcumoea H.P.2, Hozoeuyvina A.H.1?

I TBY PC(4) P6Nel — HIIM, 2. Skymck, Cepeeasxcioe ui., 4,
genetika@mail.ru
2 @Iy AHIL KMIT ®AHO, 2. dxymck

Cpenu HaclleICTBEHHBIX 3a00ieBaHUid B SIKyTUM Bemyllee Mec-
TO 3aHUMAIOT 00J1e3HU HepBHOI cucteMbl. B MI'K Obliin KOHCYIb-
TupoBaHbl 970 GoibHBIX ¢ 29 dopMaMu, MPEUMYIIECTBEHHO U3
SKYTCKMX ceMeil. MoueKynspHo-TeHeThueckasi, OMoXuMuyeckast
JIMarHOCTHKA OTHEJbHBIX (DOPM OCYILIEeCTBISIIACH B J1AOOPaTOPUK
MEIMKO-T€HETUYECKOW KOHCYJIBTAINH.

Hawubosnee mmpokuii criekTp pasinyHbIX HO30JJ0TMYECKUX (HOpM
MPECTABIICH B TPyl HEPBHO-MBILIEYHBIX 3a0oieBaHuii. ['pyra
MBIIIEYHBIX AUCTPOdUil TpeacTaBieHa: MUOTOHUYECKOW AMCTPO-
ueii (197 6onbHBIX), MuoTOHMEl TomceHa (16 GONTBHBIX), OKYIO-
apunreanbHoit Muoauctpodueit (79 G6onbHBIX). Muoauctpodus
[ioleHHa Obl1a TarHocTupoBaHa y 30 OONBHBIX, Y OMHON OOJIHHOM
muonuctpobust bekkepa. Muoauctpodust Imepu—/peiidyca nua-
THOCTHpOBaHa y 2 GOJIbHBIX, Pa3IMYHble (HOPMbI KOHEUHOCTHO-TIO-
SICHOM MUOIMUCTPOMUM BBISIBJIEHBI Y HIECTU OOJIbHBIX. MbllIeuHast
nctpodust BpoxkagHHasi Mepo3MH-HeraTUBHasl TIOATBEPXKIeHA Y OJl-
Hoi1 6osbHOI. KoHCyIbTHpOBaHbI ¢ 6ose3Hblo Pedcyma — 2, ¢ Mu-
orIerneil TMIMoKaIueMrIecKoil — 4 GONbHBIX. X-CIIETUIEHHOE pe-
LIECCBHOE HACJIE/ICTBEHHOE 3a0osieBaHue — Oosne3Hb KenHenn —
BBISIBJIEHA Y TSITH OOJIbHBIX. JlMarHo3 CrMHaJIbHOW aMuoTpodun
BepnHura—Il'obdmana craBuicsi BOCbMU OOJBHBIM, B HaCTOsILEE
BpeMsi HaOmonatoTest Tpoe. OnuH peGEHOK HAOMIONAeTCST CO CITU-
HanbHOU amuotpodueit Kyrensbepa—Benanaepa.

JlnarHo3 momopHo-cencopHas Heéponamus BbICTaBlIeH 128 0ob-
HbIM. Cpe KOHCYJIBTUPOBAHHBIX HAOJIOAAETCS] AyTOCOMHO-I0MU-
HAHTHBIN U ayTOCOMHO-PELIECCUBHBIN TUIbI HAC/IEIOBAHUS C Bapra-
0e/IbHOCTBIO BO3pacTa Havyasia 3a00JeBaHusI.

W3 rpynmnsl HACIeACTBEHHBIX aTaKCWil Hauboyiee pacmpocTpa-
HeHa crnuHouepebesipHast arakcust | tuma (271 OOJbHBIX).
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C arakcueit @punpeiixa HabmonawTcss 13 GOIBHBIX, C IEHTOPYO-
PO-TaJUTMIOIIONCOBOI aTpodueii — 3 OOJTbHBIX.

B rpynne ¢akomaro3oB — Heiipodudpomaros (141 G0NbHBIX),
TyOepo3Hblii ckiepos (15).

Cnactuueckasl maparuierysi peacrapieHa 22 ciaydyasmu. Y IByX
OOJIbHBIX JAWarHoctupoBaHa OoJjie3Hb BuiabconHa—KoHoBaoBa.
C xopeeit 'entunrrona HaoOmomaeTcss 4 00abHBIX. C ceMeiHOi
dopmoii Gose3Hn nBUTATENILHOrO HEBPOHA Habomaercs: 3 00Jb-
Hbix. Jleiikonuctpodus y 9 nereit, ¢ cuHapomom Petta — 3, ¢ cuH-
npomom MELAS — onuH 60JbHOIA.

YuuTbiBasi LIUPOKUN CIHEKTP HACIEICTBEHHBIX 3a00jIeBaHUI
HEPBHOI CHUCTEMbI, B TOM 4MCJIE TSKEMBIX (HOPM, HEOOXOIUMO
CBOEBPEMEHHOE KOHCYJIETUPOBAHUE B CEMbsIX U MX MTPOMUIAKTHKA.

Mezml(o-reﬂemqecxaﬂ NMOMOIIb
HaceJIeHHI0 AJITaiicKoro Kpas

Huxonoe A.M.

KI'BY3 «/luaenocmuveckuti yenmp Armatickoeo kpas»,

Anmaiickas MexcpecuoHanbHas MeouKo-2eHemuHeckas KOHCYAbmauus,
656038, e.bapnayn, np. Komcomonsckuii 75a

NikonovAM@list.ru

Menuko-reHeTYecKasl MoMOIIb HaceJIeHUI0 AJITaliCKOTO Kpast
ocyuectsisiercs: ¢ 1980 r. B HacTosiiee BpeMsi MEAMKO-TeHETUYe-
cKasl KOHCYJIbTAIUsI COCTOUT U3 OTAEIEHUS] MEIUKO-TeHEeTUIeCKOTO
KOHCYJIETUPOBAHUSI ¥ MOHMTOPMHIA HACJEICTBEHHBIX OOJIe3HEH,
JJabOPaTOPUU ITUTOTEHETUUECKUX UCCIIEI0BAHNUIA, JTAOOPATOPUU MO-
JIEKYJISIPHO-TEHETMUECKUX MCCIICOBAHMI U OT/eNA MPeHATAIbHOM
MUATHOCTUKM W JIBa MeXpailoHHbIX (uimana. Ha ceromHsiiHuit
JIeHb MEIMKO-TeHEeTHYECKYI0 MOMOIIb B Kpae OKa3blBaloT § Bpa-
Yeii-rTeHeTUKOB, 7 Bpayeil JaAbopaTOpHBIX TEHETUKOB, 3 Bpaya aKy-
1Iepa-ruHexkosiora u 12 Bpaueii y1bTpa3ByKOBOW TMAarHOCTUKMU.

B TeueHue mocieqHero AeCSITUIETHSI B MEIUKO-T€HETUUECKYIO
KOHCYJIbTAIIMIO €XEeromHo obpaimaerca oxkono 2500 cemeit.
B 150—170 ciyyasix IMarHOCTUPYIOTCS. MOHOT€HHbIE HACJIeICTBEH -
Hble 3a00JeBaHMs. XPOMOCOMHYIO TIaTOJOTHMIO  BBISBIISICTCS
B 80—90 ciyyasix. Ha ceromHsiHuii 1eHb akTyalM3upOBaHHBIIN pe-
TUCTp comepXuT uHpopMaimio 6oiee yem o 15 000 ceMbsix ¢ Ha-
CJIEICTBEHHBIMU 3200J1€BaHUSIMU.

MaccoBoe o00cienoBaHNE HOBOPOXIEHHBIX (HEOHATATBHBIN
CKPUHUHT) Ha HaCJIe[CTBEHHbIE O0JIe3HN B AJITAliCKOM Kpae Haya-
Joch ¢ 1992 1. ¢ heHUTKETOHYpUU U BPOXAEHHOTO TUIIOTHPEO3a.
C cepeannbl 2006 T. B paMKax HALMOHAJILHOTO MPOEKTa «3I0POBbE»
BHEJIPEHbl CKPUHUHTOBBIE MPOTPAMMbl Ha aJpEeHOTCHUTAIbHBIN
CHUHJ/IPOM, MYKOBUCIIMIO3 U TAJIAKTO3EMHUIO.

3a BpeMsi npoBeeHust MOHUTOpUHTA ¢ 1999 1. mosy4yeHs! 6a30-
BbIE YACTOTBI BPOXKIEHHBIX MOPOKOB Pa3BUTHSI MOJIEXKAIIMX 00s13a-
TeJbHOM perrcrpaiuu. Ha ceromHsiiHuil 1eHb B perucTpe NMeeTcst
uHdopMaius o 4875 ciydyasix BpOXXKAEHHBIX MOPOKOB Pa3BUTHUSI.

[IpeHaTtasbHasi TMAarHOCTUMKA B AJITAICKOM Kpae OCYLIECTBIISI-
ercst ¢ 1991 1., a ¢ 2011 r. yxe B pamkax crenuaabHoii (eaepaib-
HO IporpamMMal.

Taxum 06pa3oM, Kak BUITHO U3 TIPEICTABIEHHBIX TAaHHBIX HACE-
JIEHUI0 ANTAalCKOTO Kpasi JOCTYIHbBI W BBITIOJHSIIOTCS B TOJHOM
00BEMe Bce BUABI MEIUKO-TeHeTnIecKoil momoinu. Co3ganue du-
JIMAJIOB MEIMKO-T€HETUYECKON KOHCYIbTAlIMM MPEIOCTAaBUIO BO3-
MOXHOCTb OCYIIECTBJISITh MPOrpaMMy MPeHATATbHOMN JUATHOCTUKA
corylacHO TpeboBaHusIM. JlanbHeiilee pa3BuTHe ceTH (GUIMAIOB
MO3BOJIUT BHEIPSATh METOAbI MEAUIIMHCKOM M KIMHUYECKO TeHe-
TUKU B 00JIee KOPOTKHIA CPOK.

JInarHocTHYECKHii aJITOPUTM MO BbISBICHHIO
YaCThIX M PeJKUX TUIOB XMMEPHOr0 TPAHCKPHUITA
BCR-ABL npn XpoHHYECKOM MHEJIOJIEHK03e

Huxyauna O.B., Ilayp I'A., Pucep T.0., Sxosaesa I0.A.,
Memuna A.C., Caseaves JI.H., Peyuna JI.I.

ThY3 CO Obaacmuas demckas kaunuueckas 6oavHuya Nol, 620149
Examepunoype, ya. Cepagumsl Jlepsounoi, 32

TAY3 CO Huemumym meduyunckux kaemourvix mexroaoeuil, 620149
Examepunbype, ya. Kapaa Mapkca, 22a

NikulinaOV@inbox.ru

JlnarHocTMKa XpOHMYECKOro MueIoMaHOro Jieiikosa (XMJI)
OCHOBBIBaeTCSI Ha OOHapyxeHuu TpaHciaokarmu t(9;22)(q34;ql1)
LIUTOTEHETUYECKUM METOIOM /WM BbISIBJIEHUN XUMEPHOTO TPaHC-
kpunrta BCR-ABL meTomoM monrMepa3Hoi LEMHOM peakiuu ¢ 00-
patHoit TpaHckpunuueir (OT-ITLLP). B psie ciaydyaeB nuarHos
XMJI mMoxeT ObITh ycTaHOBIEH 0€3 CTAHAAPTHOTO ITUTOTEHETHYE-
CKOTO HMcclenoBaHus, ToibKo 1Mo gaHHbiM OT-TIL[P, mostomy MbI
MOCYUTANM BaXXHBIM CO3[aTh AMArHOCTUYECKUU AJTOPUTM, KOTO-
pBIii TO3BOJISUT Obl BBISIBJISATH MPAKTUUECKUI JII00OM TUI TpaHC-
kpunta BCR-ABL. Bonee Toro, BEISIBIEHNE pa3IMYHBIX BAPUAHTOB
XMMEPHOTO TPAHCKPHUIITA SIBJISIETCSl BaXKHOW 3a/aueil, Tak Kak OT
crpoeHust xuMmepHoro reHa BCR-ABL MoxeT 3aBUCETh KIMHUYE-
cKoe TeyeHue v 3G GeKTUBHOCTb MPOBOAUMOIA Teparnuy KHTMOUTO-
paMu THpo3MHKKMHA3. Yalie Bcero y mauueHToB ¢ XMJI mpoBonsar
onpeneneHue JAByX Haubosee pacrpoCTpaHEHHBIX BAPUAHTOB XH-
MepHoro TpaHckpunta — el3a2 (b2a2) u el4a2 (b3a2). Onnako ec-
JIY y TIALIMEHTa TOUKA pa3pbiBa JIOKAIMU3YETCs B HETUITMUHOM MecTe,
9TO MOXET TPUBECTH K JIOKHOOTPULIATEIBHOMY Ppe3yJIbTaTy
OT-IILLP u, xak cieacTBre, HEKOPPEKTHOMY JTHArHo3y.

3a nepuon ¢ 2004 mo 2013 rr. 6bUTO TTpoaHanmM3upoBaHo 1082
MEPBUYHBIX 00pa3lia OT MauMeHTOB ¢ BepU(PULIMPOBAHHBIM JMa-
rHo3oM XMJI. Ha ocHOBaHMM TOJyYe€HHBIX JaHHBIX ObLT pa3pabo-
TaH TUArHOCTMYECKUIA aJITOPUTM BBISIBICHUST YACTBIX U PEIKUX TH-
OB XMMEPHOIo TeHa ¢ ucrnoiab3oBaHueM metoga OT-TTLIP.

K cronb3yst TaHHBII aJITOPUTM, MBI BBISIBIJIA YaCThle BApUAHThI
BCR-ABL — el3a2 u el4a2 B 35,9% u 62,5% ciydyaeB COOTBETCT-
BeHHO. Ha momo penkux BapuaHtoB — el3a3, el4a3, el9a2, ela2,
e3a2, eba2, e8a2 — cymmapHo npuuuiock 1,6% ciydaes.

Takum 00pa3om, MPeITOKEHHBIN IMarHOCTUYECKUI aJITOPUTM
MO3BOJISIET BBISABJIATb YACThle M PEIKHUE TUIbI XMMEPHOIO TpaHC-
kpunta BCR-ABL y nanuenros ¢ XMJI, yto n1aér BO3MOXHOCTb
MOBBICUTh YACTOTY BBISIBICHUS] PEIKMX BapUaHTOB M YXe Ha Ha-
YaJIbHOM 3Tare OIEHWBATh MPOTHO3 3a00JICBaHUSI U TPOBOAMTH
a/IeKBaTHBII MOHUTOPUHT Tepanyuy MHIrMOUTOPaMU TUPO3MHKKMHA3.

Pouib coBpeMeHHOIi TeHeTHKHM B PaHHEH THATHOCTHKE
W JICYEeHHH HACJIEJICTBEHHBIX 00JIe3Hel y aerei

Hoeuxoes I11.B.

OCII Hayuno-uccaedosamenvcKuil KAUKUMECKUT UHCMUMYm neouam-
puu OIBEY BIIO PHUMY um. H.U. [Tupocosa

Mockea, ya. Tardomckas, 2

pnovikov@pedklin.ru

BonpimHcTBO HacnencTBeHHbIX OonedHeir (HB) manmdbectu-
pyeT B IETCKOM BO3pacTe — CPOKM MaHM(eCcTallud MOHOT€HHbIX
0oJie3Hel B OHTOTeHE3e B MEPUOIe HOBOPOXKIEHHOCTU COCTABIISIIOT
25%, B Bo3pacre 1—3 roma — 70%, K myOepTaTHOMY MEPUOLY —
90%. B cBsI3u ¢ 9TUM 3HAHKE KIMHUUYECKUX MPOSIBJIEHUI HACTIEACT-
BEHHOI1 MaToOJOrMKM U METOIOB €€ TUarHOCTUKH MPUOOpeTaeT oco-
0oe 3HaueHue Ul MeuaTpuu M KIMHUYECKON reHeTuku. Jlo cux
nop auarHoctuka HbB octaercs HeynosineTBopureabHoi. 1o maH-
HBIM TEHETMUYECKOW KJIMHUKU 3a mocieanue 10 et TpaHchopma-
uus aumarHo3oB 6onee 5000 OOMBHBIX, MOCTYMUBILIMX B KIMHUKY,
Habmonanack y 58,2%. HaubGosnbliye TpyIHOCTH MIPU AMarHOCTUKE
MPEACTABISIIOT NAlMeHThl ¢ HeanddepeHIMpoBaHHBIMU hopMaMu
3aIePXKKHA HEPBHO-TICUXUYecKoro pa3sutus. 3a 2012—2013 rr. cpe-
IV TOCTTUTATM3UpOBaHHBIX neTeit (1350 mereit) 86,7% cocrapisiin
MMEHHO JIETU C YMCTBEHHOI OTCTaJIOCThIO, 3a[ePKKOM MCUXopeye-
BOTO ¥ ICUXOMOTOPHOT'O Pa3BUTHSI, TEHETUYECKHU O0YCIOBIEHHBIMU
CHUHIPOMAMM M HACJEICTBEHHBIMU OOJIE3HSIMU OOMEHA BELIECTB.

Wnentudukauus HB Bozpocna 3a cuét BHeApeHUsT MOJIEKYJISIP-
Ho-uuroreHetnyeckux meromoB (FISH-meton, MCB, CGH wunu
array CGH u np.) v BBISIBJICHUSI TEHOMHBIX U (XPOMOCOMHBIX MMK-
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pOAHOMAJIMIA; MCITOJB30BAHUSI METONOB MOJIEKY/ISIPHO-TeHEeTHYE-
ckoro ananm3za (DA, csizaHHy10 ¢ HeroctaTouHOCThI0O BH4 — KO-
dakropa DAT’) u ap. KoppeKTHbI TUAarHO3 MO3BOJIM ONTUMU3M-
pOBaTh TAKTUKY JICUCHUS] U TOBBICUTH 3((HEKTUBHOCTh MEINKO-Te-
HETUYECKOT0 KOHCYJIbTUPOBAHMUS

[1Inpokoe MCIOb30BaHUE COBPEMEHHBIX METONOB aHAIUTHYC-
CKOI1 bmoxumun (TaHAeMHast Macc-criekrpoMepusi, BXKOX, razosas
xpoMmatorpadust 1 Jp.) 1aJ0 BO3MOXHOCTb BBISIBJICHUSI HapyIIeHMIt
oOMeHa aMWHOKKCJIOT, OPraHMYecKUX aluaypuii, aedekToB Oe-
Ta-OKUCJICHUST XXUPHBIX KUCIIOT U JIp.

BHeznpeHue COBpeMEHHBIX ITMAarHOCTMYECKMX TEXHOJOTHM TO-
3BOJIMJIO BepUMULMPOBATH ITUOJOTMIO T'€HETUYECKUX aHOMAIMM
y 70% neteii 1 BbIAEASATh HOBBbIE HO30JIOTUU U3 HeaudhepeHIpo-
BaHHBIX (MAMOMATUYECKUX) (DOPM 3aIEPXKKHU HEPBHO-TICUXUYECKO-
TO ¥ (PU3NIECKOTO Pa3BUTHS Y HETEH.

I'eHeTHYECKOE KOHCYJIbTHPOBAHHE, NMPOGHIAKTHKA
3M-cunapoma B Pecnyommke Caxa (SIKyrms)

Hozosuyvina A.H.2, Maxcumosa H.P.15,
Cyxomacosa A.JI.12, I'vpunoea E.E.1?, Cmenanosa C.K.12,
3axaposa B.A.1:2, Tomosuyeea JI.B.1?

L @IV Sxymckuii nayunoui yenmp KMIT ®AHO, HAxymck,
nogovan@yandex.ru

2 I'BY PC(A) «Pecnybauxanckas 6oavnuya Nol — Hayuonanvmbiii
yewmp meduyunvry, SIKymck

3 Cesepo-Bocmounbviii @edepansioiil ynusepcumem um. M. K. Ammoco-
6a, Sxymck

Cunapom 3M (MIM 273750) — peakoe ayTOCOMHO-PEIIECCUB-
Hoe 3a0oJieBaHMe, Ha3BaHHOE 10 MEpBbIM OykBaM daMuIuil TpEX
aBropoB (Miller, McKusick, Malvaux), omMcaBIIMX CUHAPOM
B 1975 1. Ten CUL7 (Kynnun), Bbi3biBatolnii 3M-cuHapom, kap-
TUpOBaH M uneHTUdULpoBadH B 2005 r. Tpymnmoil y4€HbIX U3 He-
CKOJTbKUX cTpaH Mupa. B mepuon ¢ 2004 o 2006 rr. npoBeieHbI re-
HETMYECKOe KapTUpOBaHME TeHa, MACHTU(hUKALIMSA MyTaluu y 00-
JIBHBIX SIKyTCKOW HAIMOHAJILHOCTU — BBISIBJICHA HOBask HOH-
ceHc-myTauust 458insT B 25-konupyioiiieM 2k3oHe reHa Kymiun 7
(CUL?7). Pazpaboran crioco6 JJHK-auarHoctuku, moixydeH maTeHT
Ha u3zobpereHre PONe2315310. Yactora 3M-cuHapoMa COCTaBJIsI-
er | ciyvait Ha 8600 sIKyTOB, BBIsSIBIsieTCsI 3—4 ciiydast B TOJL.
C 2006 T. B IIPaKTUKY BBEIEHO MEIMKO-TEHETUUECKOE KOHCYJIBTH-
posaHue cemeil ¢ 3M-cunzapomom, ¢ 2008 r. — MHBa3KUBHAsK 1OPO-
noBasi nuarHoctuka c¢ nposeaenuem JIHK-auarnoctuxku. C 2009 r.
1o 2014 r. 9 ceMeil NpuHSLIIM pellieHre O MpepbiIBAHUU OepeMEeHHO-
cTeil Tocyie NMarHocTuKu 3M-cuHapoMa y miuona, Habmonaics |
cJIydail MEpTBOPOXKIEHUSI, YMEPJIM B MJIaIeHYeCKOM Bo3pacTe 2 jie-
Teii, pOAUIUCH XUBBIMU 12 neTeit ¢ 3M-CUHAPOMOM.

Bepemennas 1982 r.p. nocie 9KO obdparunach B MI'K B cBsizu
C YBEJMUYCHUEM TOJIIMHBI BOPOTHMKOBOTO MPOCTpaHCTBa mpu Y3U
Ha cpoke 13 Henm. B aHaMHe3e — caMOINpPOM3BOJIbHBIN BBIKMIBIII
NBOWHEH, 2 BHEMAaTOYHbIE OEPEMEHHOCTH; CO CTOPOHBI CyIpyra —
nosycu6c o marepu ¢ 3M-cunapomom. JTHK-tectupoBaHue mnosu-
TBEPAWIO TETEPO3UTOTHOCTD 110 3M-cuHapoMy 000oux cyrpyros. OT
JIOPOIOBOM TMAarHOCTUKKM OTKaszajdach. Y3W B muHaMuKe MOATBEP-
i 3M-cuHIpoM y onoB. bepeMeHHOCTh 3aKOHUMIACH POXKIE-
HUEM MaJIbYMKOB-0JIM3HEIIOB ¢ 3M-CUHAPOMOM.

VY npyroit 6epemerHoit 1980 r.p. MO pelICHUIO CEMbU ObUIM
npepBaHbl 3 6EPEMEHHOCTH € TUIOaMU TOMO3UTOTaMu 110 3M-cuH-
npomy. JlopomoBasi AMarHOCTMKa 4-To IUIoda TakXe BbISIBUIIA
3M-CUHAPOM, CYNpPYrd PELIMIU MPOJOHTUPOBATH OGEPEMEHHOCTD,
ponuicst pe6€HOK ¢ 3M-CHUHIPOMOM.

OnbIT KOHCYJTUPOBAHMSI ITOKA3aJT, YTO CEMbU XOPOILIO UIYT HA
KOHTAKT C BpauOM-TeHETUKOM, COIJIAILIAIOTCsl HA MHBa3UBHbIE MTPO-
LIelypbl, CAMOCTOSITEIbHO MPUHUMAIOT PELIEHHUs 1O MPOJOHTUPO-
BaHUIO WM MPepbIBaHUIO OepeMeHHOCTH. PeKoMeHIyeTcst CeMbsM
KOPEHHOI HallMOHAJBHOCTH, M1aHupyommm DKO, npoxoauts Te-
cTUpoBaHMe Ha 3M-CUHAPOM M IPYrMe YacThie PeleCCUBHbIE Ha-
CJIeICTBEHHbIe 00JIE3HU; CO31aTh TOHOPCKUIA OaHK MYXCKHUX raMeT

T10CJIE TECTUPOBAHUA MHAMBUIOB Ha 4YaCTbI€ HACICACTBEHHLIC 00-
JIC3HHU.

I'eneTnyeckune GakTopbl M OCIOKHEHUSI ATEPOCKIEPO3A
y OOJIBHBIX, TIEPEHECHINX OCTPbIii KOPOHAPHBINA CHHIAPOM

Hocuxoe B.B.!, 3ameiimuros J[.A.?

I Unemumym 6uoxumuueckoii pusuxu PAH um. H.M. Dmanysaa, Mo-
ckea, ya. Kocvleuna, o. 4

valery _nosikov@mail.ru

2 I'BY3 «lopodckas kaunuueckas 6onshuya Ne51»,

Mockea, ya. Anabvesa,

d. 7/33. dz@bk.ru

Llenb wmccneqoBaHusl: M3ydeHUE accoLMaluu MOJTUMOPHOHBIX
MapKEPOB psiia TEHOB-KAHIMAATOB, MPOAYKTbI KOTOPHIX KOAUPYIOT
KOMITOHEHTHI cucteM remocraza (FGB, PROC), iunuaHoro ooMeHa
(APOE, APOB, LPL, HMGCR, FDFTI) n BocnaquTeIbHOI CUCTEMbI
(IL6, IL10, LTA, TNF) c 0ClIOXHEHUSIMU aTepocKiiepo3a y O0JIbHBIX
C OCTPBIM KOPOHAPHBIM CUHAPOMOM.

B 11 uenrtpax (Mocksa, Kazanb, PoctoB-Ha-/lony, Cankt-Ile-
TepOypr, Yensiounck, [Mepmb, CtaBpononb) obcnenoBano 1145 6o0-
JIbHBIX C OCTPBIM KOPOHAPHBIM CUHAPOMOM: 722 (63%) MyKUMHBI 1
423 (37%) xenimubl. CraTrcTiyeckasi o6paboTKa MPOBOIUIACH
C UCTOJIb30BAaHUEM CTaHAAPTHOTO CTATMCTUUYECKOTO MakKeTa IMpo-
rpamm SPSS 16.0.

MakcuMainbHbIi cpok HabIoaeHusT — 62,5 mec. B Teuenue me-
puozaa HabmoaeHust y 541 00JbHOrO 3aperucTpupoBaHbl KOHEUHbIE
Touku. PacnpeneneHue  4acTOT  TEHOTUIIOB  MOJIMMOPGHBIX
MapKEpOB BCeX TEHOB B LIEJIOM IO TPYIITe He OTIMYAIOCh OT YacTOT
B eBpomneiickoil monyasiuuu. [IpoBea¢HHbBIN aHAIU3 BIKMBAEMOCTHU
MalMeHTOB TM0Ka3aj, YTO PUCK Pa3BUTHSI OCJIOXHEHUI aTepocKiie-
po3a nocJie nepeHecéHHOro 0CTPOro KOPOHAPHOTO CUHAPOMA 3aBHU -
CHUT TOJIbKO OT TeHOTUIIOB TOMUMOpGhHBIX MapkEépoB C1654T rena
PROC u G(-308)A rena TNF. B caydyae moauMopdHOro mMapképa
C1654T rena PROC 6b110 00HapYKeHO, YTO y HocuTeseit amtenst T
3a Mepuo HaOMIOEHUST BpeMs TOXUTHS 10 KOHEUHOU TOYKHU CO-
craswio 42,50 npotuB 47,73 mec. y Hocuteneit reHotuna CC
(2 = 7,058, p = 0,008). B cnyuae nonumopdHOro Mapképa
G(-308)A rena TNF 6bU10 0OHAPYXEHO, YTO Y HOCUTEJE TeHOTH -
noB GA u AA 1o cpaBHeHMIO ¢ HocuTeasiMu reHoTuna GG vaiie
HabJoascs HeGIaronpPUsITHBINA UCXOI. BpeMst TOXUTHST 10 KOHEY -
HOM Touku y HocuTeneil reHotunoB GA un AA coctaBuiio 43,30 mec.
npotus 49,6 Mec. y HocuTeeit renotuna GG (x2 = 15,4; p < 0,001).

Takum o6pazom, monumopdHbie Mapkeépsl C1654T rena PROC
u G(-308)A rena TNF, mo-BUANMOMY, aCCOIIMMPOBAHBI C TCYCHUEM
MBC B rpymme OOJBHBIX, MEPEHECIINX 3MU30I 00OCTPEeHUs, YTO
yKa3blBaeT BO3MOXHBIIIE HAIpaBieHUs Ul pa3pabOTKU MeIuKa-
MEHTO3HBIX BMEIIATEIbCTB.

AHaJIN3 TEHOB MPEIPACTIOJIOKEHHOCTH
K s3BeHHOii 0osie3nn B Pecnyommke Bamkoprocran

Hypeaauesa A.X.1, Illaiimapdanosa I.X.1,

IIpoxogpvesa J.C.1, TI'ab6acosa JI.B.3, Kypammuna 0.4,
Kproxoea A.4.3, Xuouamosa U.M.?, Cazumoe P.B.%,
Hemazuaoea F0.M.4, Ilapaghymounoe P.P.%,

Daiizyaaun P.P.4, Xycnymounoea 3.K.1?

! Bawruperuii Tocyoapemeenmoui Yuusepcumem,

e-mail: alfiyakh83@gmail.com

2 Uncmumym Guoxumuu u 2enemuku, Yumckutl nayunoii yenmp PAH
3 Bawcupexuii Tocydapcmeentviii meduyunckutl yrueepcumem

4 Bonvruya cxopoii meduyunckoti nomouu Ne22, 2.Ya

S3BeHHas 6ozne3nb (SIB) — 3TO XpoHMYeckoe 3aboJieBaHME,
B OCHOBE KOTOPOTO JIEKUT PEIMIMBUPYIOIIAsT sI3Ba XKEIyaKa WK
nBeHanuatunepctHoit kumku (AITK). OgHoit 13 BepOsITHBIX TTPH-
YUH BO3HUKHOBEHMSI SI3BEHHOTO MOPAXKEHUS CIU3UCTOM 000JI0YKH
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xkenynka wiau JAITK cuuraror uHuumposanue 6akrepueii Helico-
bacter pylori, OIHaKO yJIBLIEPOTEHHOCTh €€ 3aBUCUT OT OOJIBIIIOTO
KOJIMYECTBA DHIOTEHHBIX M 9K30TeHHBIX (hakTopoB pucka. Llenabio
IIAHHOI pabOThI OBLIO M3yueHHe accouuannu ¢ b momumopdHBIX
BapMaHTOB TeHOB LUTOKWHOB: [L1B (rs1143634, 1s16944), IL1RA
(rs71941886), ILS (154073, 1s2227307), IL10 (1s1800872) u TNFA
(rs1800629), reHOB MATPUKCHBIX METAJIONMPOTEMHA3 M MX TKAHEBBIX
uHruouropon: MMPI (12276109, rs494379), MMP2 (1s2285053),
MMP3  (rs3025053), MMP9 (rs3918242, 1s17576), MMPI2
(rs2276109), TIMP2 (1s8179090) u TIMP3 (1rs9619311). Marepua-
JIOM JUTs MccienoBanus mocayxuau oopasiel JIHK 353 manueHToB
C SI3BEHHOM 00J1e3HbI0, 114 13 KOoTOphIX ObUIM 3apaxkeHbl H.Pylori,
u 285 310pOBBIX MHAMBUIOB. [E€HOTMMMpPOBAHME TPOBOAMIOCH
¢ nomoiupio Metonos [TIP-ITIP® u TP B pexume peanbHOro
BpeMeHu. OGHapyxeHbl accoumannu auens C u reHoruna C/C
nosmmMopdHoro BapuanTa rs1143634 rena /L 1B ¢ puckoM pa3BUTHS
b y npencraBureneil aTHUYECKOU rpynmbl Gaukup (p = 0,006;
OR=2,87up=0,002; OR = 4,49 COOTBETCTBEHHO), C PUCKOM pa3-
putus ABIATIK (p =0,01; OR = 1,46 u p = 0,009; OR = 1,64 coor-
BeTCTBeHHO). Kpome TOro, ObUIO TIOKAa3aHO, YTO TE€HOTHUIIBI
1s494379*A/G rena MMPI w 1s17576*A/G rena MM P9 sipastiiotcst
MapképaMK TOBBIIICHHOrO pucka passutust b mis  Ttarap
(p=10,001; OR =2,37 u p = 0,003; OR = 2,19 COOTBETCTBEHHO) U
IUTSI TIALIMEHTOB ¢ XenukobakTepuoszom (p = 0,007; OR = 2,29 u
p = 0,009; OR = 2,23 coOTBEeTCTBEHHO). BhISIBJIEHO, YTO TOMO3M-~
TOTHBIN TeHoTUT A/A monumopdHoro BapuanTa rs4073 rena /LS u
reHotun SA/6A nonumopdHoro sokyca rs3025053 rena MMP3 no-
CTOBEPHO yallle BCTPEYAIOTCsS CpPedu WHIWBUIOB KOHTPOJBHOM
TPYIIIbI, YeM cpeau nmanueHToB ¢ uHbekimeit H.pylori (p = 0,02;
OR = 0,46 u p = 0,03; OR = 0,43 cOOTBETCTBEHHO).

JInarHocTHyecKas 3HAYMMOCTDb NePeCTPOMKHU
rena C-MYC

Hypnucoea JI.3., byaecenosa M.I.,
Kapaxcanosa M.K., Koabaesa K.J].

Hayunwiii yenmp neduampuu u demckoii xupypeuu M3 PK,
2. Anmamol

Jlumboma bepkurra — reTeporeHHas rpymma BbICOKOArpec-
CHUBHBIX B-KJIETOYHBIX TMM(bOCAPKOM C TUITMYHBIMU XPOMOCOMHBI-
My aHomamusimu  t(8;14)(q24;932),  t(2;8)(pl2;q24) wuam
t(8;22)(q24;q11), pazaryaronimxcs Mo KIMHUYECKUM TIPOSIBICHUSIM
¥ MOP(hOJIOrMUeCKOi KapTUHE.

Panee, npu npuMeHeHuu Ut JiedeHus aumdombl bepkurra
craHgapTHbix cxem Tepanuu OJIJI, 3aboneBaHue XapaKTepu3oBa-
JIOCh HaMXyAIIUM MPOrHo3oM. [IprMeHeHre KOPOTKMX MHTEHCHUB-
HBIX CXeM MOJMXUMHUOTepanuu («6JOKOBasi Tepanusi») B KOPHE U3-
MEHWJIO CUTyaluio. B HacTosiiee Bpemst 6-1eTHsIsl 6ecCoObITHITHAS
BBLKMBAEMOCTD y aeTeit cocranistet 78—100%.

YcraHoBneHue nuarHosa JimMGoMbl bepkutra Hepemko Tmpen-
CTaB/sieT OOJbIIMe TPYAHOCTU. TOJBKO BBISIBACHUE LIMTOTEHETHYE-
cKkoro Mapképa auMdombl bepkutra — TmepecTpoiiky JIoKyca reHa
C-MYC wn TtpaHcnokauuu t(8;14)(q24;q32) wim e€ BapuaHTOB
t(2;8)(p12;q24), t(8;22)(q24;ql1) mo3BossieT AUATHOCTUPOBATH JIUMGO-
My bepkurra. [epectpoiiku rena C-MYC BoisiBsiercst B 100% ciyda-
eB JIb u siBnsieTcsl OMHMM U3 TJIABHBIX TUArHOCTUUECKUX KPUTEPUEB
9TOro 3abosneBaHus. B Hacrosiiee BpeMsi HanOojee 3DGeKTUBHBIM
METO/IOM BbIsiBieHUs t(8;14) Ha oTarne AMarHOCTUKM SIBJISIETCS METOM
FISH B coyetanuu ¢ 1IUTOT€HETUUECKUM UCCIIEIOBAHUEM.

Lesbio naHHO# paboThl ObUIO KOMIUIEKCHOE 00C/IeI0BaHuE Ma-
LIMEHTOB Ul YTOUHEHUSI BapuaHTa JIeKo3a M BbIOOpA ONTUMAJIb-
Hoii Tepanuu. 3a nieproa 2013—2014 rr. 10 CeromHSIIHMUI TeHb
ObUTO 00CaemOBaHHO 23 MalMeHTa, HaXOMSIIMXCS Ha JIeUeHUU
B HayyHoM 1ieHTpe memmaTpuu M AETCKON XHUPYPIMM T.AJIMAThl,
C TIpeIBapUTENIbHBIM AUATHO30M — OCMPbLLL AUMPOONACMHbIL Aeli-
k03, Jlumgpoma bepxumma? TlanmeHTaM OBLJIO MPOBEICHO LIMTOTE-
HETMYECKOEe MCCIIeNOBaHNEe KOCTHOIO MO3ra, IOMOJHEHHOE METO-
nom FISH. B uccnenoBanue Bouuti 11 meBodek m 12 MaJbuMKOB

B Bo3pacte ot 2 a0 14 et (Menuana 7 jet). [Ipu KapuoTunupona-
HMUM Yy CEeMM TalMEeHTOB Obl1a BBISBICHA TPAHCIOKALUS
t(8;14)(q24;q32). IIpu nposenenun FISH- uccrnemoBaHust y Bcex
nanureHToB reH C-MYC 6b1 nepecTpoeH. HeobxonumMo oTMETHUTh,
4TO He Bceraa Mophoaorus 1 UMMYHO(DEHOTUITMPOBAHUE KOCTHOTO
MO3ra MOTYT OJIHO3HAYHO YCTAaHOBUTb AMArHo3 JuMdombl bepkur-
Ta, MOCKOJIbKY MOMJICPXHUBAIOLIAS Tepanusi, MoJydyeHHas A0 To-
CTYIIGHUsI B CTAllMOHAP, MOXET TOBJIUATH Ha MOJyYeHUE Heaaek-
BaTHBIX PE3yJbTaTOB, KaK B CJIyyae ¢ OMHUM U3 HAIIMX MallMeHTOB.
IToatomy FISH-MeTon npu3HaH 3070THIM CTaHAAPTOM AMArHOCTH-
K1 1uMdomMbl BepKUTTa M BXOAMT B MPOTOKOJ JAMATHOCTUKHU [UISI
BBIBEICHUSI MMALMEHTOB B OTAEIbHYIO TPYIIY «OJIOKOBO# Tepanmuu».
IMocne pe3yabTaToB LUTOTEHETUYECKOTO U MOJICKYJISIPHO-TEHETH -
YeCKOro MCCIIIOBAaHMUS BBICTABJIEH KIMHUYeCKUit auarno3 — OJIJ,
FAB L3, 1.e. tumdoma bepkurra, 4T0 MO3BOJMIO ONPEAETUTDL KYPC
JICUCHWUsI, TTPOBe/IcHNEe KOTOPOTO CTaOMIM3MPOBAIO COCTOSTHME Ta-
LHMeHTOB. Ha maHHBI MOMEHT 6 MaluMeHTOB HAXOMATCS B CTaAUU
CTOMKOI peMHUCCUU, y OHOTO MalMeHTa — JIeTaAIbHBINA UCXO, 00Y-
CJIOBJICHHBIN OTKA30M OT JICUCHMUSI.

«Singe»-, «double»- u «triple-hit» mumMpomb

0o6yxoea T.H., Ipeoénwok JI.A., bapsax E.A., Aaumoea I'.A.,
Kaeuna U.B., INlumuzuna JI.A., Casuenxo B.I.

OI'BY Temamonoeuueckuii nayunoiii yenmp Munsdpasa PP,
125167, Mockea, Hoswiii 3vikoeckuii np-0, 4
obukhova_t@mail.ru

Tpancnokanuu jokyca reHa C-MYC/8q24 siBnsiioTcst LUTOTE-
HeTyeckuMU Mapképamu Jumdomel bepkurra (JIB), HO MOryT BbI-
SIBJIATBCST B PEAKUX CIydasix Ipyrux B-KIETOUHBIX TUM(baTUIECKIX
OIyXOJIeil B KauecTBe BTOPUYHOIO XPOMOCOMHOIO HapyIICHUS.
«Double-hit> mUMQGOMBI XapakTepu3yrOTCsl COUETAHUUM TPAHCIO-
kaumit C-MYC ¢ npyruMu TPaHCJIOKALMSIMU B TOBTOPSIIOLIMXCS
TOYKax pa3pbiBOB, Takumu, kKak BCL2/18q21, BCL6/3q27 n
CCND1/11ql3; «triple-hity — C-MYC, BCL2u BCL6. Ipu «sing-
le-hit» Tpancnokauu C-MYC B KauecTBe BTOPMYHOIO XPOMOCOM-
HOTO HapyLIeHUsI BBISIBISIIOTCS Y O0JIbHBIX B-Ki1eTOuHbBIMU TMM]O-
MaMu, He sBistomrMucs auMdomoii bepkurra n He UMeOLIMMU
JIMarHOCTUYECKOTro0 LMTOTeHeTUUeckoro Mapképa. 3a 13-ieTHuit
nepuoa B saboparopuu Kapuosoruu I'HLL «double-hit» BbisiBIeHbBI
y 16 mareHToB, 10 XEeHIIMH ¥ 6 My>KYMH, CPSIHUI BO3pacT 59 jeT
(37—79): ABKKIJI — 7, Heknaccudumpyemasi B-kinetounast mum-
¢oma, 3aHuUMaloIas TpoMexXyTouHoe nonoxeHue mexay JIBKKJT
nJIb — 5, ®J1 — 1, B-OJIJT — 1, MHOXecTBeHHas Mueioma — 1,
JIKM3 — 1. B 10 cayuasx tpaHcinokaiuss C-MYC couetanach
¢ BCL2, B uetbipéx — ¢ BCL6, B nByx — ¢ CCND]. «Triple-hit» BbI-
siBJIeH y ofgHoro nauueHTa 39 et ¢ B-numdbobnactHoit 1uMdomoii.
AxTuBauus nporooHkoreHa C-MYC Bo Bcex caydasix ompenesnsiia
KInHUKOo-Mopdoaorunueckue yeptsl JIb: Ki-67~100% (3a uckioue-
HueM 1 nmaumenta JIKM3 — ~40%), GpicTpyio mporpeccuio 3adosie-
BaHUsI, BBICOKMIT ypoBeHb JIIT', aKcTpaHO#aIbHbBIE OYaru mopaxe-
Hus; B 10 ciydasix Mopdosiornyeckasi U MMMYHOJIOTHYECKast KapTh -
Ha cootBetcTBOBaNa JIB. B otimuume ot JIb otMeuanuch: KoMrieke-
HbIe M3MEHEeHUs Kapuotura, TpaHciaokauuu C-MYC ¢ He-Ig xpo-
MOCOMHBIMM TapTHepamu (7 ciydaeB), TpeoOiamaHKMe KEHIIWH,
cpenHuii Bo3pacT 59 net (B 2 pasa Bbilire, yeM 1pu JIB) u Beicokas
JIETAJIbHOCTh. Bce mauueHThl morudiy B Te4eHue MepBoro roaa Ha-
OIONEHMST 32 NCKITIOUEHUEM TPEX OOJIbHBIX, KOTOPBIM ObLIa ITPOBE-
neHa [TXT npo nporokony JIb-M-04 B KOMOMHALIMY C PUTYKCUMA-
6oMm ¢ mocnenytoieit ayro-TCKK (2 roma pemuccun 3aboneBaHums).
[uarnoctuka «double-» u «triple-hit» 1mMbOM Bo3MOXHA TOJIBEKO
Ha OCHOBAHMHU LIUTOTEHETUUYECKOTO uccienoBaHust. OMbIT, HAKOI-
nennHsiit B FHLL, no3sonsier Ham auddepenumposats JIb u «sing-
le-hit»-mumdomMbl — BropryHble TpaHcaokauuu C-MYC'y 60bHBIX
B-knerouHbiMu tuMdomamMu 6e3 TUTOTeHETUYECKOro Mapképa —
XPOHUYECKUM JTMMQOIEHKO30M, MPONMMGOLIUTAPHBIM JIEHKO30M,
JumboMoil MapruHajibHON 30HBI, Auddy3HOoit B-kpynHokieTou-
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HOI TMMGOMOIT — UIs BbIOOpA afieKBaTHOI TepaneBTUYECKOMN TaK-
TUKH.

O pa3nuuusax B 4acTOTax ajjelieil moaumMopgusma
-153 C/T MMP-7 cpenn keHIIUH C MpedKJIaMncHei
H KOHTPOJIBHOM rpynmoit

Oguaposa B.C., Cobanun D.H., Jloaxcuxoe A.A.

Dedepanvroe eocydapcmeenHHoe a8MOHOMHOE 00pa308amenvHoe Y-
pedcoerue gvicuieco npogheccuoHarbHozo obpazosanus «beneopoockuil
20cy0dapcmeeHHblll HAYUOHANbHbIIL UCCAe008AMENbCKULL YHUBEPCUMem»
Poccus, 308015, e. beaeopoo, ya. [lobedwt, 85

ovcharova @bsu.edu.ru

[Ipeskiamricusi — 9TO MATOJOTMYECKOE COCTOSIHME, KOTOpOe
OCJIOXKHSIET TeueHUe OEPeMEHHOCTH M XapaKTepU3yeTCsl HapylleHUEM
HEPBHOM, COCYIUCTON, UMMYHHOM, SHIOKPUHHOM CUCTEM U CUCTEMBI
remoctaza. [Ipy BO3HMKHOBEHMM TMPEIKIAMIICUM TIOBBIILAETCSI CO-
MPOTUBJIEHUE JELMIYaTbHON OOOJIOYKH, YTO CIIOCOOCTBYET yrHeTe-
HHIO MPOLIECCOB MHBA3MU LUTOTPOGhOOIACTA U JIM3KCA JIACTOMBIIIIEY -
HBIX KOMITOHEHTOB CTCHOK CITMPaJIbHBIX apTepuii. [Iponcxomur cHU-
JKEHHWE YPOBHSI  DKCIPECCHMM  MATPUKCHBIX — METAJUIONpPOTenHa3
(MMP-1, -2, -3, -7 1 -9), urparoimx BaxxHy1o poJib B IPOLIECccax Mpo-
Te0JIM3a KOMIIOHEHTOB 3KCTpale/LTIONSIpHOro Matpukca (D1IM).

Llenpio maHHOM PabOTHI OBLIO M3ydeHHME MOJUMOpdU3Ma MaT-
puKcHoit MetamtonporenHasbi-7 (-153 C/T MMP-7) y xeHiuuH
¢ [1D u B KOHTPOJILHOI TPyIIIE.

MarepuanoM g KCCIeIOBaHUSI TOCIYXWIn 842 obpasla
JHK (283 xeniuH ¢ I1D 1 559 XeHIIMH KOHTPOJIbHOW TPYIIIIbI).
Ananu3 nomumopdusma -153 C/T MMP-7 npoBonunu MeTomnom
MTOJIMMEPA3HOIA LIEMTHOM peakuy ¢ UCIOIb30BaHMEM CTaHIAPTHBIX
OJIMTOHYKJICOTUIHBIX TIPAiiMEPOB, C MOCIEAYIOIIMM TeHOTUITMPOBA -
HUEM.

Yacrotel aseneii no jokycy -153 C/T MMP-7 pacnipenenu-
JIACh CIleaylommM obpasoMm: y xeHumH ¢ I1D -153C — 53,71%,
-153T — 46,29%; B xOoHTpOIBHOI Tpymme: -153C — 49,19%, -153T
— 50,8%. Yacrora romosuror -153CC y xenmun ¢ [1D cocraBuia
37,81%, rereposuror -153CT — 31,80%, romosuror -153TT —
30,39%. Y keHIIUH ¢ PU3NOTOTNIYECKUM TeueHneM 6epeMEeHHOCTH
yactota romo3uror -153CC cocraBuina 29,52%, reTepo3uror
-153CT — 39,36%, romosuror -153TT — 31,12%. I1pu cpaBHMTE-
JIbHOM aHaJli3e YacToT ajuleieil M TeHOTUIIOB OepeMEHHBIX C Ipe-
9KJIAMIICHEl 1 OepeMEeHHBIX 0€3 IPEeIKITAMIICUU CTATUCTUUECKU J10-
CTOBEPHBIX OTVIMYUI BBISIBIICHO He ObL10 (p>0,05).

Paboma evinoanena npu noddepicke eocyoapcmeentozo 3adanus Mu-
Hucmepcmea o0pasoeanua u Hayku PD «H3yuenue eememuueckux
akmopoe pucka pazgumusi MyabmugaKmopuatbhvix 3a601eeanui ve-
sp06exa» (Ne5S11/2014).

Myramuonnslii ananm3 reioB PTPN11 n SOS1
y 0eJI0pyCCKMX MANMeHToB ¢ (eHOTHTIOM CHHIPOMOB
Hynan/LEOPARD

Ocaouyk T.B., Pymanueea H.B., 3o6uxoea O.JI.

Pecnybauxanckuii nayuno-npaxkmuyeckuii yenmp Mamo u oums»,
Munck, Pecnybauka beaapyce, 220053, ya. Opaosckas, 66
t.asadchuk @gmail.com

Cungpomsl Hynan u LEOPARD — reHeTuyecku reteporeH-
Hble 3200JIeBaHUST C ayTOCOMHO-TIOMUHAHTHBIM THUITOM HacJIeI0Ba-
HMsI, UMEIOIIME CXOMHbIC KIMHUUECKUE MPOSIBJICHMSI, aCCOLIUUPO-
BaHBI ¢ gain-of-function MyTanmsMu B pa3IMYHbBIX TeHAX, KOIUPY-
ommx 6enku RAS/MAPK curHanabHOro myTd, IJIaBHBIM 00pa3oM
B PTPNI11, SOSI u RAFI.

XapakTepHbIMU YepTaMu cUHApoma HyHaH SIBJISIFOTCSI HU3KO-
POCJIOCTD, 3a/iepXKKa IOJOBOIO pPa3BUTHSI, JIMLEBbIE AUCMOPhUH,
BPOXXIEHHbIE TIOPOKU cepaua. Takxke MOryT HaOMIoAaTbCsl Hapylle-
HUsI MHTEJUIEKTa, AedopMaLusi TPYIHOU KIETKU, CKOINO03, JuMde-
nema, tumnoreHutanu3M. Cuuapom LEOPARD xapaktepusyercst

MHOKECTBEHHBIMM MUTMEHTHBIMU TISITHAMM (JICHTUTO), JIMLEBBIMU
TUCMOPGUSIMU, TTIOPOKAMM Cepilia, TYrOyXoCTbio/riyxotoit. [lpu-
MepHo 80% mareHToB ¢ curapomoM LEOPARD u okoso 50% ma-
LIMEHTOB ¢ CMHApPOMOM HyHaH MMEIOT MUCCEHC-MyTallMk B TeHe
PTPNII. TloatoMy 8 6eIOPYCCKUX MAlMEHTOB — 6 TaliEHTOB
C KIMHUYECKUMM TPOsIBICHUsIMU cuHapoma HyHaH (2 ceMeitHbIX
ciyyast epeaayu 3a00JeBaHus OT MaTepU J0UEpH, 2 CIIOPATNUECKUX
cydast) ¥ 2 manueHTa ¢ cumnroMmarukoii cuaapoma LEOPARD (ce-
MEMHBIN cyyail ¢ TpaHCMUCCHEN OT OTLIA K J0YepU) ObLIU 00CIeno-
BaHbI HAa HajIM4ue MyTauvii B reHe PTPN11. Bce manyeHTh MMen
XapaKTepHbIe JIMIIEBbIE AUCMOPMOUN U MOPOK Cepalia.

Jns uccnenoBaHusl ucrnosib3oBanack reHomHast JIHK, Beime-
JIeHHass U3 JeKouuToB. MyTauMOHHBI aHanu3 15 SK30HOB U
raHKUpyIIUX WHTPOHOB TeHa PTPNII mpoBOIWIM METOIOM
MPSIMOTO ¥ 0OPAaTHOTO PECEeKBEHMPOBAHMUSI HA TEHETUUECKOM aHa-
smzarope ABI3500xl.

Y 7 u3 8 mauueHToB (4 IpodaHaa U 3 MOCTYITHBIX [UTT 00CIen0-
BaHUsI POJACTBEHHUKA) ObUIM MIACHTU(ULIMPOBAHBI 4 Pa3IMYHBIX
MucceHc-myTanmu B reHe PTPNI11: Asn58Lys (HOBBINI reHeTHYe-
ckuii BapuaHT c.174C>A), Asp61Gly, Asn308Asp, Thr468Met, ko-
TOpBIE PACIIONIOKEHBI B 3K30He 3, komupylomeM N-SH2 momeH, a
Takxe B 9k30Hax 8 u 12, kogupytomx PTP nomen. ¥ 1 u3 8 mauum-
eHtoB Mytaiusi B reHe PTPN1I ne obHapyxena. [lostomy ObL1O
MPOBEACHO CEKBEHWPOBAHME BCEX HK30HOB BTOPOTo MO YacToTe
BCcTpeyaeMocTr MyTauuii reHa SOSI. B 6-m 5Kk30He Oblia UIEHTH-
dunmposana HoBast mytauusi ¢.797_798del CAinsAAGTA B retepo-
3UTOTHOM COCTOSTHUH.

OcCo0eHHOCTH MOJIEKYJISIPHO-TeHeTHIECK O
JMATHOCTHKY HENOCTATOYHOCTH 21-THapokcuiassl

Ocunoeckas H.C.

OI'BHY «Hayuno-uccaedosamenvckuil uncmumym aKyuepcmea, eu-
Hekonoeuu u penpodykmonoeuu um. /1.0. Omma»,
Cankm-Ilemepbype

Bpoxnénnast nuchyHkius kopsl HaanoueyHukos (BIAKH) —
rpynna ayToCOMHO-PEleCCUBHBIX 3a00sieBaHUi, 0OYCIOBICHHBIX
HapylIeHHeM ceKpeLnu KOPTUKOCTEPOUIOB BCJIC/ICTBUE
BPOXIEHHOTO NedekTa (pepMEeHTOB, OTBETCTBEHHBIX 3a OMOCHHTE3
otux ropmoHoB. Yactora BJIKH Bapeupyer ot 1:27 mo
1 : 42 000 yesn. B 3aBUCMMOCTH OT nomynsauuu. B 95% ciyuaen
BIKH cBsizdaHa ¢ HegOCTaTOYHOCTBIO 21-TMAPOKCUIIA3BI BCIIECACT-
Bue mytauuii B reHe CYP2IA2. Teubl CYP21A2 v ero He(DyHKILIMO-
HanbpHast Korusi CYP2IA 1P asnsitorcst yacthio RP-C4-CYP21-TNX
MOMIyJIsl U KapTUpoBaHbl B rpeaeiax jJokyca HLA (6p21.3). Tau-
JeMHasi OpraHu3alisi BLICOKOTOMOJIOTMYHBIX TEHOB TpeapacoJia-
raeT K YaCThbIM PEKOMOMHAIIMSIM MEXIYy HUMHU. BOJIbIIMHCTBO MyTa-
umit, BeIsiBIsseMbIx ipu BJIKH, sBisieTcst pe3ynbraToM peKOMOMUHA-
umit Mmexay reHamu CYP2IA2 u CYP2IAIP. ToyeuHble MyTalluH,
SIBJISIIOTCSL  PE3YJIETATOM MUKPOKOHBEPCHUN M COCTABJSIIOT OKOJIO
75—80% ot Bcex MyTaluMii, a OOJblLIME I'€HHbIE MEePeCTPOKU —
20—25%. Penkue myrtaiuu, He sIBJSIIOIINAECS PE3YJIbTATOM TeHHBIX
KOHBepcuid, uaeHtudumpyores B 5—10% ciaydaes.

B 2014 r. namu npoaHanusupoBaHo 530 MauuMeHTOB, U3 KOTO-
pbIX TobKO 15 yxe umenu auarHo3 BJIKH. OcranbHbie 515 Obuin
KEHIIIMHBI ¢ OecIuIofneM, HeBbIHALIMBAHUEM OEPEMEHHOCTH WA
¢ ameHopeeii. Mytauuu B reHe CYP2IA2 wneHTudbumpoBaHsl y 81
nauuenTa (15%), B ToMm uucie y 65 xeHuH 6e3 auartosa BJIKH
(13%). Takum 0Opa3oM, Kaxaasi BOCbMasl XEHIIMHA SIBJISETCS] HO-
cuTelleM MyTalmii B TeHe 21-Tuapokcuiasbl. BoJbIIMHCTBO MyTa-
uuii (90%) BbIsSIBICHBI B TeTePO3UTOTHOM cocTosiHuM. Hempocrarou-
HOCTb 21-THApOKCHIIa3bl XapaKTepU3yeTcsl BhIPAXXEHHBIM T€HETH-
YeCKMM W KJIMHUYECKUM mnonuMopbusMoM. TskecTb TeueHust
BAKH 00bIYHO KOppENUpyeT C <«TSKECTbIO» MYTALMOHHBIX I10-
BpexaeHuit. OIHAKO KIMHUYECKUE MPOSIBICHUSI OMHUX U TeX XKe
MYTallMii MOTYT CYILIECTBEHHO BapbUpoOBaTh. MsITKasl HeKJIaccuue-
ckast hopma (H®) BAKH y XeHIIMH — reTepO3UroTHBIX HOCUTE-
JibHULL MyTatuit reHa CYP21A2, no-BUAMMOMY, MOXET OBITh 00Yy-
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cJIoBJIeHa MOAMMDULIMPYIOLIUM BIMSIHUEM APYrUX reHoB. OcobeH-
HOCTBIO TeHeTnueckoro tectupoBanus nipu BJAKH sBnsieTcst Bo3-
MOHOCTb HaJIMUMSI B OJIHOM 00pasiie HECKOJIbKUX MYTallMil, KOTO-
pble BOBHMKAIOT BCJIEACTBME FeHHOM KOHBepcuu. [1o HalemMy oribI-
Ty, O0sI3aTeJIbHBIM YCJIIOBUEM TOYHOCTM T€HETMYECKOrO aHaIu3a
BAKH saBnsiercs nanmuune obpasio JJHK pomuteneit mpobanna.
MaccoBblii CKPUHUHT HOBOPOXKIEHHBIX MO3BOJISIET TUATHOCTUPO-
Bath BIKH B HeoHaTalbHOM TIepuoe, U ¢ TIOMOIIbIO aIeKBATHOTO
JIEUSHUSI TIPEJIOTBPATUTh Pa3BUTUE TAKUX CEPbE3HBIX OCIOXHEHMIA,
KakK COJIbTePSIIOLIMIT KPU3 U CBSI3aHHBIE C HUM JIETaJbHbIE UCXO/IBI,
MPeXIeBPEMEHHOE TOJIOBOE CO3PEBaHUs U OecIuioaue.

CemeiiHblii cTy4aii YaCTHYHOW TPUCOMHMH Xpomocombl 13
U YACTHYHOH MOHOCOMHM XpPOMOCOMBI 18

Ocunoea E.B., Mowxosa M.IO.,
byxapuna U.K., Henpaxuna M.B.

BY3 VP «llepsas Pecnyonuxanckas Knunuueckas boavnuua M3 VP,
MeOUKo-2eHemu4eckas KoHcyavmauus, 2. Micesck
e-mail: zavmgk@rkb L.udm.ru

[MpoGanm — 1 pe6€HOK y poauTeneii. Pe6EHok ot 2-if 6epeMeH-
Hoctu. [lepBas 6epemenHocTs (2009 T.) 3aKOHUMIACH CAMOTIPOU3-
BOJIBHBIM BBIKUIIBIIIEM B 8—9 Hell. 6epeMeHHOCTH.

Bropast 6epemeHHocTh mporekana ¢ YIIb B 24—26 nen. Ha
ckpuHuHTe 1 TprMecTpa B 11 Hex. 5 mHEl BHISIBJICH BHICOKMIT MHIM-
BUIYalbHBII puck 1o tpucomuun 21 (1:42) u 18 (1:100) xpomoco-
MaM, TP 3TOM ChIBOPOTOUYHbBIE MapKEPBI ObUIM B Mpe/eax HOPMbI
PAPP-A 0,852MoM, gXTI'Y 0,964MoM, HO ObLIM BbISBIEHbI
MapKEpBI XpOMOCOMHBIX aHoMmanwuii 1o Y3U: pacmmpenue TBIT mo
6,0 mM. OT mpeHaTaJbHOrO KapuoTunupoBanus B 11—12 Hex. ce-
MbsI OTKa3aJiaCh, CYMPYr¥ PEUIMJIM COXPaHATb OepeMeHHOCTb. [1o
V3U B 15—16 Hen. weiiHas ckianka 10 MM (OT MHBa3UBHBIX KCCIIE-
IIOBAaHMI1 ceMbsl BHOBb OTKasanach). [1o Y3U B 21—22 Hen. BBISIB-
JICH TUMEPIXOreHHbI KUIICYHUK, B 25—26 Hel. «rojibdh» B JIEBOM
KeJymouke cepana rioga. B 30—31 Hememio — yrposa mpeskaeBpe-
MEHHBIX POJIOB.

Bo Bpemsi 6epeMeHHOCTU: MaTepu ObLIo 24 rona, oty 29 er,
MPAKTUYECKU 3MOPOBBI.

bepeMeHHOCTb 3aKOHYMJIaCh poaaMu B 36 Heleslb BCIIEICTBUE
paHHero OTXOXIEHMsI OKOJIOTUIOAHBIX BOJA. Poamics maibuuk Be-
com 3860 r, poctom 56 cm. OcMoTp peGéHKa B poaaoMe Ha 4 IeHb
JKU3HU: Tuapouedanusi, MaJieHbKUE TJIa3HbIE 1IEJH, MOHTOJOW/I-
HBIIl pa3pe3 I71a3, KOPOTKUI B3AEPHYTHI HOC, [UIMHHBINA QUIbTD,
MasieHbKre 1ehOpMUPOBAHHbBIE HU3KOPACTIONOKEHHbIE YIITHbIE Pa-
KOBHMHBI, KOPOTKasl 1esi, TTocTaKCUalbHash KOCTHAsI TTOJIMIAKTHIINS
W KJIMHOMAKTUIMS V TayibleB Ha 00eMX KHMCTSIX, CaHAaJeBUIHAs
1IeJTb Ha 00erX CTOMax, TMITOILIa3Msl TI0JIOBOTO YieHa, 2-CTOPOHHSIS
maxoBas Tpbika. [1pu o0caemoBaHNM B poaaoMe y peOEHKa BhISIBIIC-
Hel: BIIC (AMXKII, OAIT, OOO HK;|) u yactuuHasi areHe3usi MO-
30JIUCTOTO TeJsia

B pesynabrate HMTOreHETMYECKOTO MCCIIEAOBaHUS OOHapyxkeHa
aHoMasus Kapuoturna pedénka 46,XY,der(18)t(18q;?). Onpenennurhb
cpasy, y4acTOK KaKoil XpOMOCOMBI HAXOJAMTCS Ha q-TjIede XPOMOCO-
MbI 18, He ynanock. I1pu o6caenoBaHUN poaUTEIeii: KApUOTHUIT OTLHA
— 46,XY, Ay matepu obHapyXeHa cOaTaHCUPOBAHHAST ayTOCOMHAsI
TPaHCJIOKALIMs — 46,XX,t(13;18)(q22;q21.3)
(13pter—13q22::18q21.3—18qter; 18pter—18q21.3::13q22—13qter).
VY peGEHKa: YyacTMYHAsi TPUCOMUSI XPOMOCOMBI 13 1O CcermeHty
13g22—qter 1 yaCTUYHAsT MOHOCOMMSI XPOMOCOMEI 18 10 cerMeHTy
18q21.3—qter 1 COOTBETCTBYIOIIAsT KIMHUKA, B TO BPeMsI KaK MaTh,
SIBJISISICH HOCUTEJTbHUILIEH cOaTaHCUPOBAHHOM TpaHCIOKAIMK, (heHO-
TUTTMYECKU M KIIMHUYECKHU 3[10pOBa.

ITpu obcnenoBaHMM CeMbM MaTepu MpoOaHAa BbISIBJIEHA TaKast
Ke TIepecTpoiika y e€ MaTepu, B aHaMHEe3€ Y KOTOPOii ObLJT OWH BbI-
KUIBILI Y POIMJIOCH ABOE JETei: 0Yb-HOCUTEIbHUIIA XPOMOCOM-
HOI a00epalvu 1 ChiH ¢ Kapuoturom 46,XY. CeMbe peKOMEHI0BA-
HO TIpeHaTaJibHOe KapHuOTUITMPOBAHUE IJI0A MPU KaXI0H mociie-
nyloleit 6epeMeHHOCTH.

Topcuonnas nucronns I TMma y B3pocibIx 00JbHBIX
MocKkoBckoii odaacTu

Ocmanuyx K.A.1, Komoe C.B.!, Cudoposa O.I1.1,
Iloaaxoe A.B.2, Taseeea H.M.2, Mucuxos B.K.!

' TBY3 MO MOHHUKH um. M.D. Bradumupckoeo,
konstsntin302@yandex.ru
2 @I'BHY MTHI]

Lenp — omnpeneautb MexXceMeiHbI noaumopdusm cpeau
OOJIbHBIX TUCTOHMEH MepBOro Tumna B MOCKOBCKOM 00J1acTH.

IIpoBeneHO MOJEKYISIpHO-TeHeTHUeCcKoe obcienoBaHue y 21
B3pOCJIOro ManueHTa ¢ AucToHrneil B MockoBckoit oonactu. Mose-
KYJISIPHO-TEHETUYECKOe UCCIIeI0BaHKe MPOBOIMIOCH B MEIMKO-Te-
HeTHyeckuit HayuHblii neHTp PAMH mns BbisiBIeHHS MyTauuu
B reHe DYT] ¢ ucnonb3oBaHUEM METOAA CEKBEHUPOBAHUSI.

Cpenu 21 6onbHOro y 16 OblIa BbISIBIEHA TOJBKO LIEPBUKAIb-
Hasl TUCTOHUS. Y 9TUX OOJbHBIX HE BBISIBJIEHO MyTallMM B TeHe
DYTI. Cpenn ocTtaBIIMXCSI 5 OOJBHBIX ¢ TOPCMOHHOW AMCTOHMEH
¢ 1 0e3 LepBUKaJIbHOI IUCTOHUH B ABYX CIy4asix OOHapyXeHa Hau-
Oosee yacTo BCTpevaromiasics mytauusi B reHe DYT1 — genmenmst
Tpéx HykieotumoB (del1302/303). CienoBatenbHO, yICIbHBIN Bec
OOJIbHBIX C IMCTOHMEH | TMMA B 9TOM TPyIIe MalMeHTOB MalueH-
ToB coctaBua 40% (2 u3 5) B nonyssiiuu MOCKOBCKO# 061acTH.
B xnmuHMYeckoit KapTuHe M Hauyaje 3a00eBaHUsl y OOJIbHBIX C BbI-
SIBICHHOW MyTalMeil ObUIM pa3iuuusi, YTO OOBSICHSIETCS Mexce-
MeiHbIM TTonuMopdusmom. B ogHom ciryyae y 6onbpHOTro 30 et 3a-
OosieBaHME Havasoch B Bo3pacte 14 jer. B kimMHuMYecKoit kapTrHe
OoTMeyaJlaCh TOPCHMOHHAsI TUCTOHMSI 0€3 HaTuuusl KIMHUYECKUX
MPU3HAKOB LEPBUKAIBHOI TUCTOHUM. BblTu 0OCiaenoBaHbl Takxke
ponuTenn 00JIbHOTO U Aenelus B reHe D YT ] BoIsiBIeHA TaKXKe y OT-
11a, He MMEIOLIEero CUMITTOMOB 3aboeBaHus. BTopoii ciyyait BbIsiB-
JIEHHO# MyTaiuu O0b11 y 6onbHOro 50 yer. 3aboneBaHre HAYaIOCh
B 46 JIeT ¢ TOPCMOHHOW JMCTOHUY TYJIOBHUIIIA, 3aTeM B 48 JieT mpu-
COEIMHMIACH LIEPBUKAIbHAS TMCTOHUS (J€BOCTOPOHHUI TOPTH-
Kosuc). borynuHorepanusi B konuyecTBe ABYX MHbekuuil (bo-
Tokc,300E/l) Ha HacTosiIee Bpems oKa3aia MUHUMAIbHBIN 3(hGheKT
(TWSTRS 1o neuenust — 60; nmocne — 59).

Co3nanne 0M00aHKa ¢ pacHIMPEeHHbIM
MOJIEKYJISIPHO-T€HETHIECKAM AHHOTHPOBAHMEM
obpasuoB /IHK nanueHTOB ¢ MyKOBHCIIHIAO30M
U eHnIKeTOHYpHEIH

ITasaoe A.E., Cumaroea T.C., 3aiiueea M.A., bpazun A.I.,
Buyukoea I0.A., lllymoe P.B.

000 <«IIAPCEK JIAB» (Canxm-Ilemepoype)
www.parseq.pro, apavlov@parseq.pro

OnHOIi U3 XapaKTePHbIX TEHICHLMI MOCICAHEro NeCSITUICTUS
B MEIMIIHE SIBJISICTCST BCE BO3pacTaroliiasi pojib 0M00aHKOB B Hayu-
HBIX MCCIIeIOBaHUSAX U pa3padboTkax. Ocoboe 3HaueHue OMOOaHKU
UMeEIOT T (DyHIAMEHTATbHBIX, TPAHCIISIITMOHHBIX U KIIMHUYECKUX
uccrenoBaHuii peakux (opdaHHbix) 3adoaeBaHuii. B Poccuiickoit
®Deneparu ota cdepa npeacTapieHa Majio, T0CTYI K UMEIOIAMCS
O1MoOaHKaM 3aTpPyIHEH, COMEPXKMMOE 3a4acTylo IJIOXO CUCTeMaTH-
3UPOBAHO U aHHOTUPOBAHO. [1py 3TOM OUEBMIHO, YTO HATTMYKE TIO-
NOOHOI MHMPACTPYKTYphl CIIOCOOCTBYET BEACHMIO KaueCTBEHHBIX
OMOMEIMITMHCKUX UCCIIEIOBAaHUI U Pa3paboTOK.

B xome pa3paboTKu AMarHOCTUYECKOTO PELIeHUs IS BhISIBIIC-
Hus myTaiuii B reHax CFTR, PAH v GALT ¢ ucnonb3oBaHUEM Me-
TOA BBICOKOIPOU3BOAUTELHOTO TEHOMHOTO CEKBEHMPOBAHMS
(NGS), Hamu ObLIT cOOpaH YHUKAJIbHbBINM 0MOO0aHK, KOTOPHIN XapaK-
TEPU3YETCs CIICAYIOIIMMU OTIMIUTETbHBIMUA OCOOEHHOCTSIMMU:

1) 6uopenosurtopuii comepkut 60see 120 oopasuos JHK mna-
LIMEHTOB C KJIMHUYECKUM TMArHO30M MYKOBUCIMIO03 U (EHUIKE-
TOHYpHs, a Takxe 30 00pa31oB YCIOBHO 310POBBIX JIO/IEH, Y KOTO-
PBIX JIaHHbIe 3a00JIeBaHUsI HEe ObUIM AMAarHOCTUPOBAHBI B 3PEJIOM
BO3pacre;
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2) reHoTUIIMYecKass MHMOPMaIIUs MpecTaBlIeHa B BUIE CIU-
cka pernoHoB (cdopmar BED), mist KoTopbIX HOCTyINeH KauyecT-
BeHHBIN cukBeHC (popmatr BAM), u cnicka oOHapy>kKeHHBIX Ba-
puanToB (popmar VCF). 'eHetnueckast nHdopmanus mosydyeHa
NBYMsl He3aBUCUMBIMUM MeTofaMu: NGS U ceKBeHUPOBaHUEM T10
Canrepy;

3) B 06a3e comepkaTcsl TEXHMUYECKHME CBEIeHUSI M (DEHOTUTTMUECKAst
nHdopmarmst 06 obpasiie. [laHHbIe MaleHTa IerepCoOHATM3NPOBaHbI
B cootBeTcTBUM ¢ npuHumnamMu GCP u 61oatukuy;

4) 6a3a maHHBIX MMeeT rpaduyecKuii MHTepdeiic 1 cucTemy mo-
HCKa TI0 Psily YCIIOBUiA, BKJIIOUasi OOHapy>KeHHbIe TeHeTUUeCK1e Ba-
PHUAHTHI.

OCHOBHO#1 11€J1bI0 CO3IaHMsI TAHHOTO OM0OaHKa SIBJIsIach OTpa-
0O0TKa IMOAXOMOB K IIYOOKOMY aHHOTHMPOBAaHMIO OOpa3LoB M Ipemd-
CTaBJICHUIO KOMIUIEKCHBIX TaHHBIX. CO3MaHHbII OM0O0aHK MOXKET MC-
TOJIb30BAThCS B XOE MCCIIENOBAaHUM 1 Pa3pabOTOK B 00JACTH MOJIe-
KYJISIPHO-TEHETUYECKOM JMAarHOCTUKY, JUISI BepuduKauym OMOWH-
(bopMaTHUUECKUX aJITOPUTMOB M Bajumauuu kKinHudyeckux NGS ma-
HeJsiell 1o 3a00JIeBaHUSIM, aCCOLMMPOBAHHBIM C YKa3aHHBIMU TeHa-
Mu. Takxe KOJUIEKIIUSI MOXET ObITh MCIOJIb30BaHA B KAUECTBE KOHT-
POJIBHBIX 00pAa3lloB M MaTepuajoB JUIS TPOBEPKU KBaTM(DUKAIII
NGS-nabopartopuii.

IIpo6aemsl (hopMupoBanusi 6M0OAHKOB
npyu 00cJeIOBAHIN W30IMPOBAHHBIX MOIMYJISIMI
(Ha npuMepe SACKOJIOMHCKMX CHOMPCKHX TaTap)

ITaodrwxosa A.J1.1:2, Yavanoea M.B.1,
Jaepawmuna M.B.!, Baianoeécxaa E.B.’

I @IBOY BIIO Kemepoeckuii 2ocydapcmeentbiii ynueepcumem, Poc-
cus, e.Kemeposo, ya. Kpacnas, 6

2 TBOY BIIO Kemepoeckas 2ocydapcmeennan meduyunckas axaoe-
musi Munzdpasa Poccuu,

2. Kemepoeo, ya. Bopowunosa 22a

3 @I'BYH Meouxo-eenemuueckuti Hay4mblii yenmp,

Poccus, Mockea, ya. Mockeopeuve, |

enikeeva.as@rambler.ru

AHanmusupyercss 3()GEeKTUBHOCTE MPUMEHEHHONH METOIMKU
(opMupoBaHUsT BBIOOPKU B MOIMYJISILIMOHHBIX U30JISITaX MPU CO3/1a-
HUU MHOTO(YHKIIMOHAJIbHBIX OMOOAHKOB M MpeAIaracTcsi OUeHKa
9(PHEKTUBHOCTH METOAMKU IO <«TeHETUYECKUM IOpTpeTam», CO-
3naHHbIM 10 SNP u STR mapképam Y-xpomocoMmbl — HauboJiee
b depeHINPOBAHHON TeHETUYECKON CUCTEMBI.

Meroarka paccCMOTpeHa Ha TpUMepe M3YYeHUs] M30JIMPOBaH-
HOUW TTOMYJISAIUU SICKOJOMHCKUX TOOOJO-UPTHIIICKUX CUOMPCKUX
TaTtap 3a060soThsi. MlcTopryeckue CripaBKu IaTHPYIOT BO3HUKHOBE-
HUE TTOCEJIeHNI CMOMPCKUX TaTap B TaHHOW MECTHOCTU TIEpPUOIOM
He mo3naHee koHua XVII Beka. Mx apean pacceneHus: OXBaThIBaeT
oOLMpPHBIN 60M0TUCTHIN Kpait Tobonbekoro paiioHa TroMeHcKoi
001acTH, OTAEAEHHBINM OT BCEX MHBIX MOMYJsiuuii p.pThIn U He-
MPOXOAUMBIMU OOJIOTAMM HACTOJIBKO, YTO Ha3eMHBIN MyTh JOCTY-
TNeH TOJIbKO B 3UMHee BpeMst. ['eorpaduyeckast M30J1MpoOBaHHOCTb U
Majasi YuciaeHHOCTh (oKoio 2000 4es.) TOMyJsIMiA SICKOJIOWHIIEB
(Ha3bIBAEMBIX TAKXKe «3a00JIOTHBIMU TaTapaMiu») MpUBeia K BBICO-
KOMY YPOBHIO MHOpPHMIMHTA.

Co6opy o6pasuos JHK mpenirecTBoBania KporoTianuBasi pabora
mno FeHETUKO-AeMorpaduueckomy aHaIu3y MONYJISILIMK
(2012—2015 rr.), BKItouass (OpMHUpPOBAHUE CIIMCKOB CeMeil 1o
JAHHBIM KHMT TMOXO3SIHICTBEHHOTO Y4€Ta CeJbCKOro HaceJeHusl,
9KCHEePTHBIA  ompoc  (MOMCK  MHGOPMATOPOB), COCTaBJIeHUE
YTOYHEHHBIX TEHEAJOruii ¢ yKazaHWEM HEPOACTBEHHBIX CeMeil
JIML, JeTajbHOe aHKeTHpOBaHMEe oOcienyeMbix. B pesynbrate
B O0MO0aHK BKJIIOUEHA TILIATEJIbHO cOOpaHHasl KOJJIEKLMsS oOpas-
1I0B BEHO3HOM KPOBH, BKJIOUaroiast 86 06pa3iioB HepOACTBEHHBIX
MYXUMH M3 IIeCTU c€1 3a00y0THBIX TaTtap (mi. Jlaittamak, Tom-
kuHcKasi, Bapmaxiu, Aunpsl, UinmveneBo, U3bimeTs).

B BBIOOPKY BKJIIOUEHBI TOJIBKO HEPOJACTBEHHBIE MHIMBUIIbI, BCE
MPEeIKK KOTOPBIX HA MPOTSDKEHUM KaK MUHUMYM TPEX TIOKOJIEHUIA

MPOXUBAIK B 3a00JI0The M OTHOCWIIM Ce0sT K SICKOJIOMHCKUM TaTa-
paM, KaxIblii U3 o0cieayeMbIX dajl MUCbMEHHOe MH(MOPMHUPOBAH-
HOE COIlacMe Ha TeHeTHYecKoe obOcieqoBaHKMe. AHAINU3 TarjoTv-
MoB Y-XPOMOCOMEBI TIO3BOJISIET OLIEHUTh 3(P(hEKTUBHOCTL 0TOOpa
HEPOJCTBEHHBIX MHIMBUIOB B MHOPEIHOM MOMYJISILIMHU.

Paboma  noddepucana  epanmamu  POOU  13-06-00670 _a,

15-06-10174_x, 14-06-00272_a

ITommopdu3Mbl reHoB TPOMOODUINH
A (0JATHOTO HUKJIA B TPyNIIE JKEHITHH
C NPUBBIYHBIM HEBbIHAIMBAHUEM

Ilanxoea E.E., Toayoyoe B.H., Jlazapee K.IFO.

Kybanckuii eocydapcmeenroiii MeOUyUHCKUL yHUsepcumen,
350063, Kpacnooap, ya.Ceduna, 4
elena.pankova74@mail.ru

[IpuBbiuHOe HeBbhIHaIMBaHUe OepeMeHHocTu (ITH) mpen-
CTaBIIIeT OO0 OIHY M3 BaXKHEWIINUX MPOOJIEM PENPOLYKTUBHOTO
3I0POBbsI C YacToTOi B monynsiusix Poccun 2—5% (CunenbHu-
koBa B.M., 2005). Cpean BO3MOXHBIX T€HETUYCCKUX MPUUNH
ITH mHorue uccaenoBaTeIM OTMEUAIOT MyTallMK B CUCTEME TeHOB
TpoMboduanu u donarnoro nukia (buuanze B.O., 2004; Maka-
uapust AJI. u np., 2005; Axonosa K.A., 2010).

[TpoBenéH peTpoCNeKTUBHbBINM aHATU3 TISITU TTOJMMOP(MU3MOB Te-
HOB CBEPTHIBAIOILEH CUCTEMBI KPOBH M YETHIPEX — (DOJIATHOTO TIUK-
na. O0beKTOM MccaeaoBaHusI Obud 248 KEHIIMH PYyCCKOM HalMo-
HasnbHocTy ¢ [TH nmpoxusatowiume B Tyarncunckom paitoHe u rr.Coun
1 HoBopoccuiicke KpacHomapckoro Kpast. CpenHuii BO3pacT maiu-
eHTOK coctaBua 33 * 6 roma. JIHK Bbiaessuin u3 pasMoposkeHHOI
KPOBM CTaHIAPTHBIM METOAOM (PEeHOJBbHO-XJIOPOMOPMHOIT SKCTpaK-
mn. AMITMUKALKs TPOBOAWIACH METOIOM TIOJTMMEPa3HOM 11el-
HOM peaklyu C ajulefib-CrelM@UUHbBIMU TpaiiMepamu.

Yactorbl nomMMopdhu3MOB TeHOB CBEPTHIBAIONIEH CHCTEMbI KPO-
BH 1 (ho1aTHOro mukia y xennut ¢ [TH B cpaBHeHun ¢ 00menomy.isi-
HHOHHBIMH

len Monumop- | Fexotun | A6e. % O6LenonynsLMoHHas
$un3m yacToTa nomMMophusmoB
G/A 12 4,84 1-3
Fil c.97G>A
A/A 0 0 0-—-1
G/A 6 2,42 2-7
FV | c.1601G>A
A/A 3 1,21 0—1
4G/5G 57 22,98 20—40
PAI-1 |c.675 4G/5G
4G/4G 37 | 14,92* 5-8
T/C 34 13,71 8—15
ITGB3 | c.176T>C
C/C 0 0 0—-1
G/A 57 |22,98* 10—15
FGB | c.467G>A
AA 9 3,63* 1-2
CT 94 37,90 30—-40
€.665C>T
T 14 5,65 5-7
MTHFR
AC 56 22,58 30-55
c.1286A>C
cc 8 3,23 3—13
AG 94 37,90 34-37
MTRR | c.66A>G
GG 40 16,13 15—-20
AG 68 27,42 25—-30
MTR | c.2756A>G
GG 10 4,03* 0—1

OOHapyXeHO [I0OCTOBEPHOE TMOBBILIEHWE YaCTOT T€HOTUIIOB
4G/4G PAI-1, G/A n A/A FGB, GG MTR B uccienyemoi rpyrre
KEHLIUH M0 CPAaBHEHMIO C OOLUETOMNYISIIMOHHBIMY YaCTOTAMMU.
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AHanu3 pacnpejaesieHHs: YacTOT

-627C>A noanmopcdHoro mapképa rena IL10

Y 370pOBBIX JOHOPOB H 0O0JbHBIX CCEHIMATbHOM
apTepHaJIbHONM rHnepTeH3nei

(na mpumepe xuteneii Kapeann)

Hanxpawoea K.A.1, Tonuueea JI.B.2, Maavimesa H.E.2,
Kypb6amoea H.B.2, Kopnesa B.A.1

I @edepanvioe 20cydapcmeentoe Grodxcemmnoe 06pazoeamensioe yH-
pedicoerue govicuieco0 NPoPeccUoHanNbHo2o obpasosanus «llempozasoo-
ckull eocydapcmeennuiil yHueepcumem» (Ilempl'y),

185000, e.Ilemposasodck, np. Jlenuna, 33,

e-mail: kiska.loves@mail.ru

2 Qedepanvroe eocydapcmeentoe Grodicemiuoe yupencoeHue HayKu
Hucmumym 6uonoeuu Kapenvckoeo nayunoeo uenmpa Poccuiickoil
akademuu Hayk (UB KapHI] PAH),

185910, e.Ilempozasodck, ya. Iywkunckas, 11

e-mail: topchieva67@mail.ru

IIpoBeneHo wuccaenoBaHue pacrpeaenaeHus: dactor -627C>G
nosuMopgHOro BapuaHta reHa /L 10 B pa3HbIX STHUYECKUX TPYII-
nax Kapenuu. PacnipeneneHue yactoT ajuieneit 1 reHOTUIIOB MOJIN -
MopdHOro Mapképa reHa /L /0 mOCTOBEpHO HE OTJIMYAIOCH B IPYII-
nax 300poBbIX U 00mbHBIX DAI (I—II cragmst) U3 TpEX STHUUECKUX
rpymm (tabauia), 4To MOXKET CBHMIETEJIbCTBOBATH 00 OTCYTCTBMM
CBSI3M U3YYEHHOTO MOJUMOPGHOro MapKépa ¢ pa3BUTHEM JaHHOTO
3a001€BaHUSI.

Pacnpenenenne anieneii W TeHOTHNOB MO NOJUMOpdHOMY
mapképy -627C>G rena IL10 B rpynne moaeii, crpagaomux DAL, n
B KOHTPOJIbHOM rpymme

Haumo- Annenu leHoTunbl Kputepuit 32
Hanb- | pynnbl
HOCTb C A CC CA AA Annenn | FeHOTWMBI
KonTpom™! 0,78 | 0,22 | 0,65 | 0,26 | 0,09 | ¢, 496
EZMC(; (n=172) (df=1, | (of =2,
SAT p>0,05) | p>0,05)
(n = 14g)| 081 0,19 | 0,64 | 034 | 0,02
fﬂ”lp%" 079 [ 0,21 | 0,57 | 043 | 0,00 | (o7 283
Bencel (df=1, | (df=2,
OAT | 0,85 | 0,15 | 0,74 | 0,22 | 0,04 | P>0,08) | p>0,05)
(n=23)
fﬂ”lpf;)" 074 | 0,26 | 063 | 021 | 0,16 | g9 | 2190
Kapenbi (df=1, | (df=2,
(n3:A1'-6) 081|019 | 0,60 | 0,25 | 0,06 | P>0.05) | p>0,05)

Conepxanue IL 10 B murazame KpoBU 310POBBIX JIOEH U 6OJIb-
Heix DAI moctoBepHo He oramyanoch (77,2 + 3,54 nr/mn;
84,99 £ 2,56 nir/mn coorBeTcTBeHHO) (p = 0,061). ComepkaHue
IL10 y HocuTeseil pa3HbIX TeHOTUIIOB 10 -627C>A 10CTOBEPHO
otinyanoch (p = 0,016). Y 10HOPOB, FTOMO3UTOTHBIX TI0 AJUIENIO
C mnasMmeHHblit ypoBeHb 1L10 6bu1 Boie (91,77 + 15,6 nr/mi),
yeM Yy TeTepo3UroT UM  TOMO3UIOT Mo  auiedio A
(51,9 + 4,36 nr/mit). DTu JaHHbBIE COTIACYIOTCS C JAHHBIMU JIUTE-
paTypbl, COrJIACHO KOTOPBIM, MOBBIIIEHHBIN YPOBEHb 9KCIIPECCUN
reHa /L 10 csa3an ¢ C amnenem (Crawley et al., 1999).

HMenenun rena IKZF1
npu B-amueitnoM ocTpoM JM(00IaCTHOM JIEiiKo3e

y AeTeii, 3aperncTPUPOBAHHLIX B HUCCJIEOBAHNN
ALL-MB2008

Ilangpéposa A.B.1, Kasaxoea A.H.1, Mameeeea E.A..,
Yexmeneeal0.10.1, Baiioyn JI.B.2, bsidanoe O.H1.3,

Jazoiivo C.H.1, Pymanyeea 10.B.1,
Oavwanckas 10.B.1, Kapauyncruii A.H.1

I @I'BY @edepanvubiil HAY4HO-KAUHUYECKUI YeHMD 0emCKOLl 2eMamo-
02U, OHK0A0UU U UMMYHOA0UU UM. JImumpusi Poeauéea Munzopasa
Poccuu, Mockea, Poccus

a.panfyorova@yandex.ru

2 @I'BY Poccuiickas demckan kaunuueckas 6oavuuya Munzopasa
Poccuu, Mockea, Poccus

3 I'V Pecnybaukanckuil Hay4HO-npaKmu4eckuii yenmp 0emckoii onko-
aoeuu, eemamonoeu u ummyrosoeuu Munucmepcmea 30pasooxpate-
nusi Pecnybauxu Beaapycs, Munck, beaapyce

M3meHeHUsT yncia KOMUil TeHOB, OTBETCTBEHHBIX 3a TPOJIK-
depaumio, muddepeHIUPOBKY U KOHTPOJIb KJIETOYHOTO IMKIIA
B-nmumbouvros — [KZF1, PAX5, CRLF2, ETV6, CDKN24/B —
xapakTepHbl wist OJIJT u3 B-kierox mpeaiecTBeHHUKOB. B psiie
MCCIeNOBAaHMI MOKa3aHo, 4TO nejeluu/Myrauuu B reHe [KZF1
acCOLMMPOBAHBI C HEOIArOMPUSITHBIM POTHO30M.

Llenbto Hallero uccienoBaHusl OblIa XapaKTepUCTUKA U OIpe-
JieJIeHUe 4acTOTbl BCTPEYAEMOCTH M MPOTHOCTUYECKOTO 3HAYEHUS
neneunii reda IKZF1 npu B-nuueitneix OJIJ1 y nereii, 3apeructpu-
poBaHHBIX B ucciaenoBanun ALL-MB 2008.

MeToaoM MYJIbTUIUIEKCHON aMILTM(pUKALMU JIMTa3HO-CBSI3aH -
HbIX NMPO6 ¢ MpPUMEHEHHEM KOoMMepueckux HabopoB P335/KZFIu
P202IKZFISALSA MLPA kit (MCR-Holland, Tonnannus) Obut
MNpoBeAEH CKPUHUHT U3MEHEeHUI yncia Konuil reHa /KZF1 B rpyn-
ne u3 171 mauueHTa ¢ MepBUYHO TUArHOCTUpOBaHHBIM BCR-ABL1
HeraTuBHbIM B-OJLJI.

Heneuuu B reHe /KZF1 BoisiBiensl y 22 naumeHtoB (12,9%).
B deThIpéx ciayyasx mmesia MECTO JeJielusl 9K30HOB 4—7, 110 1Ba
ciyyast aefeuuii 3k30HOB 2—7, 4—8 u 1—7, B O@HOM ciyuyae
nMesla MECTO JieJIeliusi BCero reHa, a OCTajbHbIe CiIydau Tpei-
CTaBJISUIM PEIKUE BApUAHTHI Aejelnid. B iuToreHeTHUeCKMX MO -
rpymnmnax jaejeiuu ObUlM OOHApyXeHbl Yy 3 M3 5 mauueHToB
¢ iAMP21, y aByx u3 66 mauueHtoB c¢ t(12;21) B ogHOM ciydae
IgH/CRLF2, B Tpéx cnydyasix u3 30 runepauruiouinii, B OAHOM
ciyyae MoHocomuu 7. [lauumenTsl ¢ neneuueit /KZFI reHa Obuiu
crapiue (MeauaHa Bo3dpacrta 6,36 nporus 4,31 roga), COOTHOLIE-
Hue M/0 — 2,67. B rpynny npoMexXyTo4HOTO pucKa CTpaTuhUIU-
poBaHbI 14 MauKMEeHTOB, 5 — B TPYIIy HU3KOIO PUCKa U 3 Malu-
€HTa B IPYIIY BBICOKOIO pHCKa.

[MonyyeHHbIe HAMU JaHHBIE O YaCTOTE BCTPEUYACMOCTH Ae/ICLIMiA
reHa [KZF1 cpaBHUMBI C IaHHBIMU, OMYOJIMKOBAaHHBIMU JPYTUMU
uccnenopateasiMu. OIHAKO MPoaHAIM3MPOBAHHAS TPYIINA MalueH-
TOB MMeeT AUcOaTaHC B IMTOreHETUYECKUX BapuaHTax (66 ciyyaeB
¢ t(12;21)). IIpenBapuTenbHbIi aHAINU3 BbIKMBAEMOCTU HE BBISIBUI
BIUSIHUS cTaTtyca reHa [KZFI Ha mporHo3 3a0oJjieBaHUsI, OTHAKO,
CPOK HaOJIIOIEHUST TTOKA HEOCTATOYEH.

AHajaM3 KapuoTHNA KJIETOK XOPHOHA

NpH Hepa3BUBaloONIeiics GepeMEeHHOCTH, HACTYNHUBIIEH
€CTECTBCHHBIM IlyTéM n C NPUMCHECHUEM
BCIIOMOraTE/IbHbIX PENPOAYKTHBHBIX TeXHOJIOTHii

Ilenouna A.A.123, Egumosa 0.4.12, Yupaeea O.I.1,
Tuxonos A.B.>23, Ilempoea JI.H.1, Jlyoxuna B.C.1,
Caoux H.A.%3, Dedoposea U.JI.1, Tarembo H.A.2,
Kysneuoea T.B.12, I'sezan A.M.1, Bapanos B.C.12

I @TBHY «HHUH akxyuwepcmea, aunexonoeuu u penpooyKmoaouu um.
M.0. Omma»,

199034, Cankm-Ilemepoype, Mendeneeéckas aunus, 0.3

2 Canxm-Ilemep6ypeckuil eocydapcmeennviil yHueepcumen,

199034, Canxm-Ilemepoype, Ynuseepcumemckas naé., 0. 7/9

3 CI6KY3 «Juaenocmuyeckuii yenmp (Meouxo-eenemuueckui)»,
194044, Cankm-Ilemepoype, ya.Toboavckas, 0.5

pendina@mail.ru
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

[IpoBenéH cpaBHUTEIbHBIN aHAJIM3 YACTOTHI M CIIEKTpa aHOMa-
JIMI KapuoOTHUIIa B XOPMOHE MPK Hepa3BUBaloleicsi 6epeMEeHHOCTH,
HACTYIUBILEH €CTECTBEHHBIM MyTEM M C IPUMEHEHMEM BCIIOMOTa-
TENbHBIX penpoayKTuBHbIX TexHosnoruii (BPT). MccnemoBanue
npoBeaeHo y 499 nmalumMeHTOoK JBYX BO3PACTHBIX TPYIIT: 10 35 JeT u
35 net u crapie. B 06enx Bo3pacTHBIX IPyIIIax He BISIBICHO OTJIH-
YKl B CMIEKTPE XPOMOCOMHBIX MATOJIOTUI XOPHOHA TIPU €CTECTBEH-
HO HACTYIMBIIEH OepeMeHHOCTM M OepeMeHHocTH Tiocie BPT.
B rpynne naimmeHToK 10 35 jeT, 6epeMEeHHOCTh KOTOPBIX HACTYITHM-
na ¢ nomoltibio BPT, yactora aHOMaabHOrO KapuoTUIia XOpHOHA
Obl1a 10CTOBEPHO HuXKe — 37,04%, yeM B Takoii ke BO3PacTHOM
rpyIire nalueHToK, 6epeMeHHOCTh KOTOPBIX HACTYITUIIA €CTECTBEH -
HBIM TTyTéM — 62,43%. Y nanmeHToK cTapiieil BO3paCTHOM TPYIIIbI
YacTOTa AaHOMAJILHOTO KaprOTHIIa XOPUOHA He OTIMYajiach npu Oe-
PEMEHHOCTH, HACTYMHUBLICH €CTECTBEHHBIM MYTEM M C TMOMOLIbIO
BPT. ITonyueHHBIe pe3yabTaThl CBUAETEILCTBYIOT O TOM, uTo BPT
He TMOBBILIAET PUCK HEepa3BUBAIOLIEICS OEPeMEHHOCTH, MPUYMHOM
KOTOPO# SIBJISIETCS] aHOMAJIbHBIA KaprOTHIIA TIofa. Y MalueHTOK
B Bo3pacte 110 35 jieT, 6epeMEeHHOCTh KOTOPBIX HACTYMIJIA B PE3YJib-
tate BPT, aHOManuu KapuoTumna He SIBJISIFOTCSI JOMWHUPYIOLLIEH
MPUUYMHON OCTAHOBKM Pa3BUTUsI TAKOBOW. DTO MOAYEPKMBAET BaX-
HOCTb Pa3pabOTKM OCOOOro ajaroputMa MUATHOCTMKU W JICUYEHUSsI
MalMeHTOK, B 0OCOOEHHOCTH B BO3pacTte 10 35 JIeT, 10 BCTYIUICHUSI
B ki1 BPT misa cHyKeHuMsT pucka moTepy 3YIIOMIHONW OepeMeH-
HOCTH.

Paboma evinoanena npu noodepycke PODHU (13-04-01978), [lpasume-
avemea Canxm-Ilemepdypea u cmunenouu Ilpezudenma P®.

Iomavopdusm C677T rena MTHFR
# puck GopMHPOBAHHS HECHHAPOMATbHBIX
opohanMaIbHBIX PACIIETHH

Hempun A.H.12, Mewepaxoea T.H.!, Mapxoea C.H.1,
Kuauna C.C.13, I'onuaroe I'.B.1, Tonuarxoea C.I.1,
Abpamoe A.A.1, Tapaviwesa JI.B. 24, 3unuenxo P.A.5%,
Mymoeun I.P.13

1 @Iy3 «Hayuno-npaxmuueckuii yenmp MeOUUUHCKOU nOMOWU Oe-
mam A3M»,

119620, Mockea, ya. Asuamopos, 9. 38

E-mail: a.petrin@mail.ru

2 I'BOY BII0 Mockosckuii 20cydapcmeentblii MeOUK0-CMOMAmoaoi-
ueckuii ynusepcumem um. A.U. Eedokumosa Munzdpascouypaszsumus
Poccuu,

127473, Mockea, ya. Jleaecamckas, 0.20, cmp. 1

3 ITBOY BIIO «Poccuiickuti HayuoHAaAbHbILE UCCA008aMeNsCKUil Meou-
yurnckuu ynueepcumem um. H.U. Iupoeosa» M3PD,

117997, Mockea, ya. Ocmposumsnosa, 0.1

4 @QI'BHY «Meduko-eenemuyeckuii Hayunbiii yenmp»,

115478, Mockea, ya. Mockeopeuve, 0. 1

B Hacrosiiiee Bpemsi UMEIOTCSI TPOTUBOPEUMBbIE JaHHbBIE OT-
HOCHUTEJIbHO POJIM ToJMMOp¢U3Ma reHa MeTUJIeHTeTparuapodo-
narpenyktassl (MTHFR) B GopMUpPOBAaHUU PUCKA POXICHUS Je-
Teil ¢ BPOXKAEHHBIMU paclueivuHamMu ryoel u/uiau HédGa (BPTH).
BPI'H saBasiioTcs oOmHMMM U3 CaMBIX pacmpoCTpaHEHHBIX
BPOXAEHHBIX AedeKToB y aereil. CpenHsis 4acToTa HECUHAPO-
manbHbIXx BPTH cocrasasier ot 0,41 mo 1,2 cayyaeB Ha 1000 HO-
BOPOXIEHHBIX MO cyObekTam P®. B OosbliMHCTBE ciyyaes
BPI'H saBnsitorcsi MynbTudaKTOpUaJbHBIMKU  3a00JI€BaHUSIMU,
C Pa3HbIM COOTHOLIEHUEM J0JU TeHETUUYECKUX M BHEIIHeCPeno-
BBIX (hakTOpoB. Llenbio uccienoBaHus ObLIO M3YyYeHUE BIAUSHUS
nonumopodusma C677T rena MTHFR Ha pucK BO3HUKHOBEHMUS
HecuHapomanbHeix BPTH. M3BecTHO, uto dhepment MTHFR wr-
paeT BaxHyIo poJsib B MeTaboiu3Me posueBoit kucaorsl. CHUXe-
HUeM akTUBHOCTU ¢epMeHTa MTHFR mpuBOAUT K Pa3BUTUIO
YMEpPEHHOI r'MneproMouucTeuHeMuu. B To e Bpemsi mpou3Bo-
Hble (OJMEeBOl KMUCIOTHI M MPOAYKTHI MeTaboau3ma (oiraToB
MPUHUMAIOT y4yacTHe B Ipolieccax SMOpUOreHe3a W CBSI3aHbI

¢ HapyuwieHueM MetwiupoBaHusi JJHK v reHomHOI HecTaOub-
HocThlo. [IpoBeneHo ucciaenoBanue 102 mereit ¢ HECUHIPOMAIb-
HeiMu BPTH. I'pynna koHTposisi cocTosiia u3 57 3M0pOBbIX IETeil.
IMonyueHHbIe pe3yIbTaThl KCCIAEAOBAHUS HE TIOATBEPAUIN BIUSI-
Hus nonumopdusma C677T rena MTHFR Ha noBbIllIeHUE pUCcKa
dopmupoBanus HecuHapoManbHbix BPIH. B pmanbHelimmem
MpeaCcTaBiIsieT MHTEpeC BKJIIOYUTL B HMCCIeNOBaHUEe Haubosee
3HAYMMbIE TOUKOBBIE MYTALIMK APYTMX F€HOB (HOJIATHOIO LIUKJIA,
a TakXKe yBEJMYMUTb BBIOOPKY KaK Uit OOJbHBIX, TaK W IJIsl 310PO-
BBIX.

N3zyyenne renoB GJB2, GJB6 y 601bHBIX
HECHHAPOMAJIbHOM HACJIEACTBEHHON TYroyXxoCThIO
B YETBIPEX MOMYJIAIMHUAX

KapauaeBo-Yepkecckoii Pecnyommku

Ilempuna H.E.!, Bacuavesa T.A.!, Ilempoeéa H.B.!,
Hempun A.H.23, 3unuenxo P.A.14

! @I'BHY «Meduko-eenemuyeckuii Hayunolii yeHmp»,

115478, Mockea, ya. Mockeopeuve, 0. 1

e-mail: vila2003@mail.ru

2 @IY3 «Hayuno-npaxmuueckuii yenmp meOUUUHCKOU NOMOuU Oe-
mam JA3M»,

Mockea, 119620, ya. Asuamopos, 0. 38

3 I'BOY BIIO «Mockosckuii 20cydapcmeentbiii MeOUKo-cmomMamono-
euveckuu yHugepcumem um. A.1. Eedoxumosa» M3PD,

Mockea, 127473, ya. leaeeamckas, 0. 20, cmp. 1

4 I'BOY BI10 «Poccutickuii HAUUOHANbHbIL UCCACO08aMeNbCK ULl MeOu -
yunckui ynueepcumem um. H.HU. IMupoeosa» M3PD,

117997, Mockea, ya. Ocmposumsnosa, 0. .

HaunGosnee 3HAaUMMBIMU B 3TUOJIOTUU TIPEIMHIBAIBHOM HacIe/-
CTBEHHON  HEHMPOCEHCOPHON  HECHHAPOMAIBHOM  TYroyXOCTH
(HCHC) saBnstorcst reHsl KoHHeKCUHOB — GJB2u GJB6. Buissine-
Ho okosio 200 mytaimit reHa GJB2, accounnpoBanHbix ¢ HCHC, u
OMKUCAaHO 0OJIbIIOE KOJUYECTBO MOJUMOPGUIMOB, MaTOreHeTUYe-
CKasg  3HAYMMOCTb  KOTOPBIX  TPaKTyeTcs  HEOJHO3HAYHO
(http://www.hgmd.org/). IlpoBemeHO MemMKO-TEHETMYECKOE WC-
caenopanrie HCHC B r.Yepkeccke, Ycrh-/Ixkeryrunckom, Kapaua-
eBCKOM M MajokapayaeBckoM paiioHax KapauaeBo-Yepkecckoit
Pecniyomuku (KYP). Llenb uccinenoBaHusi: orpenejieHue CrekTpa
MyTalWii B KOOUPYIOLIeM 9K30He reHa GJB2 u nByx OOJIbIINX Ieje-
it — DEL (GJB6-D13S1830) u DEL (GJB6-d13S1854) B rene
GJB6. 98 maumentoB ¢ HCHC u3z KUP nmpockpunupoBaHo Ha Ha-
JIMYMEe MYTAllMOHHBIX M3MEHEHWIl B KOOUPYIOIIEM 3K30HEe TIeHa
GJB2 v n1Byx 6onbiux aeneunii — DEL (GJB6-D13S1830) u DEL
(GJB6-D13S1854) B reHe GJB6. Y 26 GOJNbHBIX BbISIBJIEH M'€HOTHUIT
35delG/35delG, y cemu — reHa GJB2 35delG/+. Yactora myrauuu
35delG cocraBuna 30,10%. Takxke BbisiBieHa Mytauus 313dell4
(1,19%; n = 2) B rene GJB2. Takxe ObLIU BbISIBJICHBI 4 BapuaHTa
SNP — ¢.79G>A (n =2), ¢.341G>A (n = 1), c.186C>T (n=1) u
¢.457G>A (n = 1), onucaHHbIE B IUTEpaType KaK HEUTPaTbHBIE TTO-
numMopdusmbl. [latoreHeTnyeckas pojb amiens ¢.457G>A HocuT
MUCKyccuoHHbIN Xxapakrep (Matos T.D., 2011). B omgHom ciyuae
noaumopdHbIit BapuaHT ¢.341G>A Berpetuicst ¢ SNP ¢.79G>A,
00pasyst U3BECTHYIO IO JIUTepaType rpyIy cluerieHus. JIpyrux My-
TallMOHHBIX U3MeHeHuii B reHe 35delG, Takke Kak U ABYX AeJeLit
B reHe GJB6, He BbisiBieHO. Cpeayrt OCMOTPEHHBIX 98 GOJNBbHBIX 16
MMeJIM ATHUYECKYI0 TMPUHAMIEKHOCTh — KapauyaeBlibl. TOJbKO
Yy OTHOTO TalMeHTa BbIsiBeHa MyTauus 35delG B TOMO3UTOTHOM
COCTOSIHMM, COCTaBMB 4acToTy 6,25%. YUuThIBasi HU3KYIO 4acTOTY
MyTtauuit reHa GJB2 cpeny OOMBbHBIX M3y4eHHBIX nommyassiauii KYP,
npoBenéH ckpuHUHT 140 310poBbIX KapauaeBleB (280 XxpomMocom)
Ha HocuTelbeTBO MyTauuu 35delG B reHe GJBZ2. BolsgBieHa HU3Kas
MOMYJISIIMOHHAsT YacToTa HocuTesbcTBa MyTauuu 35delG B reHe
GJB2, cocrasusiuas 0,357%.

Paboma evinoanena npu uacmuvHoM QUHAHCUPOBAHUU 2PAHMOB
PODU 14-04-00525 u 15-04-01859
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Kananyeckue 0COOEHHOCTH OCTPHIX MUEJOWTHBIX
JIeliK030B ¢ MyTamusivMu B rene DNMT3A

Ilempoea E.B., Mapmuinxeeuu HU.C., Iloaywmxuna JIL.b.,
Mapmpoinenko JI.C., Heanoea M.IL., Ilvibaxosa H.IO.,
Kaeuna E.B., Illabanosa E.C., Yewemxun A.B.,
Ab60yaxadvipoe K. M.

Dedepanvroe eocyoapcmeertoe Oro0xcemuoe yupexcoenue «Poccutickuil
HAYMHO-UCCA008AMENbCKUL UHCIUMYM 2eMAMOA0RUU U MPAHCHY3U0N0-
euw»> Pedepanvroco mMeOUK0-OUON0UMECKO20 A2eHMCMEA,

191024, Canxm-Ilemepoype, ya. 2-1 Cosemckas, 16

katteerina@mail.ru

Wzyyenne rena DNMT3A npu OMJI 0GyciiOBI€HO BBICOKOIA
YACTOW BCTPEYAEMOCTU €ro MyTAallMi U 3HAUMMOCTBIO B Pa3BUTUU
naHHoro 3adoneBaHus. Llenblo Halero uccienoBaHus ObLIO U3Y-
YUTh YaCTOTY BCTPEYAEMOCTH, ACCOLMALIMIO ¢ KIMHUKO-TeMAaTOJI0-
TUYECKMMK OCOOCHHOCTSIMUA M TIPOTHOCTUYECKYIO0 3HAYMMOCTh MY-
Tauuit B reHe DNMT3A y 6onbabix OMIJL.

B pabGore wuccremoBamm 143 manumeHTa: ¢ OJArONPUSATHBIM
(9,8%), He6maronpustHeiM (14,0%), HOPMaTbHBIM KapHOTHIIAMU
(HK) (49,0%) n mpyrumu XpoMocoMHbIMU abeppatusivu (27,2%).
LuToreneTnueckoe uccienoBaHue BbInoaHsuin Ha G-auddepeHum-
aJIbHO OKpAIIIEHHBIX XpPOMOCOMaX, CKpMHUHT MyTamwiit DNMT3A
R882 npoBommin metomom I1LIP B peanbHOM BpeMeHM C JalbHEi-
IIMM aHaJM30M KpUBBIX IUlaBieHus. Myrauuu B reHe DNMT3A
R882 6bun oOHapyxeHbl Y 23 GonbHbIX (16,1%) de novo OMIIL:
R882H — y 16, R882C — y mectu, R882S — y ogHoro mamueHra.
MenuaHa Bo3pacta 00JbHbIX ¢ MyTauusiMu B DNMT3A cocraBuia 59
net (34—86) mo cpaBHeHUIO ¢ 54 romamu (18—84) y maumeHToB 6e3
mytauuii (p = 0,289). Mytauuu B reHe DNMT3A neTeKTupoBainuch
npu Bcex Mopdonornueckux BapuaHTtax (kpome MO u M3, kpaiiHe
penko npu M2 (p = 0,006)) 1 vaie 0OHAPYKUBATUCH Y GOJTBHBIX
¢ Bapuantamu M5 (7/17 6ombubix, p = 0,003) u M4 (11/38 nmaumeH-
T0B, p = 0,012). Myraumu B reHe DNMT3A He ObLIM OOHAPYKCHBI
HU Y OIHOTO GOJILHOTO C OJIaroNpUsTHBIM KApUOTUIIOM U BBISIBIISI-
JIMCh TOJBKO y 1/20 malueHTOB ¢ HeOJArompusiTHBIM MPOTHO30M.
HoctoBepHo 4aie Mytauuu B reHe DNMT3A Haxonunn y G0JbHBIX
¢ HK — y 17/70 6ombHbIX (24,3%) (p = 0,009). DNMT34 R882 myTa-
1Y OBUTM JeTEKTUPOBAHBI B COYETAHUU ¢ MyTallusIMK B TeHax FLT3
(c FLT3-1TD u FLT3-TKD), NRAS, CKITu NPM I, npuuém coue-
TaHHas BCTpeyaeMocTh MyTatmii ¢ FLT3-1TD u ¢ mytanusiMu B reHe
NPM ] 6bina cratuctudecku 3Haynmoit (p = 0,001 u p = 0,005 coot-
BETCTBEHHO). Y 6 OONbHBIX ObUT BbIsABIEH TeHoTUl DNMT3A+/
FLT3-1TD+/NPM1+. Y nauuentoB ¢ DNMT3A R882 6b11 0OHapy-
JKeH BBICOKMIT yPOBEHb JieiiKoMTOB 1 TpoMOo1mMToB B [1K 1o cpas-
HeHMIo ¢ 6obHBIMU 6e3 MyTaru (p = 0,001 u p = 0,020 cooTBeTCT-
BeHHO). Myrauuu B reHe DNMT3A accouMMpoBaIiCh C HETaTUB-
HbBIM BJIMSTHUEM Ha BbDKMBAEMOCTH MALIMEHTOB U BBHICOKUM PUCKOM
pa3BUTHSI peliMarBa 3a00IeBaHMs 1O CPaBHEHUIO ¢ OOJbHBIMU 0e3
mytarmu (Me OB u BPB: 5,2 1 13,0 mec. u 4,8 u 10,0 mec. (p = 0,031
u p = 0,045 cOOTBETCTBEHHO).

Hetexuust mytaumii B reHe DNMT3A B ne6iote 3aboseBaHUS
Mo3BOJIsIeT cTpaTuduLpoBaTh 60abHBIX OMJI Ha Ipymmbl pucka.

Pacmmpennas cTpaTerus u3ydeHusi CeKTpa
myTanuii B rene CFTR y poccHiiCKMX MalMEeHTOB
¢ MYKOBHCITHI030M

Ilempoea H.B.1, Bacuavesa T.A.l, Tumxosckaa E.E.!,
Kawupcrkas H.I0.1, Boponxosa A.I0.!, Illabasoea JI.A.,
Konopamvesa E.H.!, Illepman B.J].°, Kanpanoe H.H.I,
unuenxo P.A.13, Tunmep E.K.14

I QI'BHY «Meduko-eenemuueckuil nayunbviii yenmp»,

115478, Mockea, ya. Mockeopeuve, 0. 1

e-mail: timkovskaja@yandex.ru
2 @I'Y3 «Jlemckas eopodckas kaunuueckas 6oavnuya No13 um. H. .

Duaamosa Jenapmamenma 30pasooxpanenusi Mockewi»,

103001, Mockea, ya. Cadosas-Kydpunckas, 0. 15

3 TBOY BII0 «Poccutickuii HayuoHANbHbIL UCCAC008aMeNbCKULl Meou -
yunckui ynusepcumem um. H.HU. IMupoeosa» M3PD,

117997, Mockea, ya. Ocmposumsrosa, 0.1

4 TBOY J110 «Poccuiickasn meouyuHckas akademus nocAeouniomMHo20
obpazosanus»> M3PD,

125993, Mockea, ya. bappukadunas, o. 2/1

Mykosucuunos (MB; OMIM #219700) — 4yactoe ayTocoM-
HO-pellecCUBHOe 3a0ojieBaHKe, OOYCJIOBJIEHHOE MyTalleil B TeHe
CFTR (OMIM *602421). PyruHHBIl aHamu3 25 4acThIX MyTalLlMii
B reHe CFTR 1o3BoJisieT UaeHTUMUIINPOBATH 0 75% MYTaHTHBIX aJi-
Jeneii y poccuiickux nauydeHToB ¢ MB. [l 6osee moaHOro usyde-
HUSI CIIEKTpa MyTallMii TIPOBEJICHO MCCIeN0BaHUE KOAMPYIOLIel 00-
JIACTH, DK30H-MHTPOHHBIX COEIAMHEHMII U TMPOMOTOPHOTO pEeroHa
reHa CFTR MeToIoM TIPSIMOTO JIByHAIIPaBJIEHHOTO CEKBEHUPOBAHMSI
C MOCJIEAYIONMM aHAJIM30M MPOTSIKEHHBIX TMEPECTPOSK METOJIO0M
MLPA B Boibopke 70 manmeHToB ¢ M B, y KOTOPBIX TIpU pyTMHHOM
aHaJIM3e HE OIpe/esIeHbl OAMH JIMOO 00a MYTaHTHBIX ajliesis reHa
CFTR (Bcero 82 He uaeHTUbUIMPOBAaHHBIX ajuienst). [Ipu cekBeHU-
POBaHUM TOMOJHUTENIBHO K paHee MAeHTU(GULIUpoBaHHBIM (11) BbI-
SIBJIEHO 47 pa3IMuHbIX MyTalUil ¢ U3BECTHOM WM TIPETONOXKUTEb-
HOM KJIMHUYECKOM 3HAYMMOCTBIO: 16 MucceHc-mytanwmii, 10 mese-
LMA ¥ 2 MHCEPLMU CO CABUIOM paMKH, 9 HOHCeHC, 9 HapyleHuii
criaiicunra, 1 Myrtanus uHaen, 1 uHcepuus 6e3 ciBura paMku. bo-
JIBLIMHCTBO MyTaluii (29 u3 47) o6HapykeHO OIHOKpaTHO. MyTauuu
E92K, S466X(TGA)-R1070Q BbIsiBIEHBI Y 9 1 5 HEPOACTBEHHBIX TMa-
LIUEHTOB COOTBETCTBEHHO. Kaxnas u3 MyTaluii
712-1G->T, 2789+5G->A, 1898+1G->C BcTperunach Tpu pasa. Ye-
ThIpe MallMeHTa U3 OJM3KOPOICTBEHHBIX OPAKOB ObUIM TOMO3UTOTHBI
o mytauusim ¢.3084_3088delinsATG, G8SE, 1506T, G1244E. Bwi-
siBrieHbl 10 paHee He ommcaHHbIX MyTtammit: ¢.3084 3088delinsATG
(p-Met10281lefsX18), c¢.1262delC (p.Thrd211lefsX21), c.1725delT
(p.Phe575LeufsX4) , ¢.264-268delATATT  (p.Leu88PhefsX21),
¢.1219delG (p.Glu407AsnfsX35), ¢.252T>A (p.Tyr84X), ¢.3930G>A
(p.Trp1310X), c.1083G>A (p.Trp361X), c.1522T>A (p.Phe508lle),
¢.1793_1795dupAAA (p.Lys598dup). M3 Hux TOABKO MyTalUs
¢.252T>A (p.Tyr84X) BbIsiBieHa y ABYX HEPOICTBEHHBIX MAIIUEHTOB.
Meton MLPA 1o3Bou/I BBISIBUTh B TPEX CEMbSIX OOLIMPHBIE Mepe-
CTPOKM: c.(?_744) (1584 ?)dup, c.(?_-1270) (1584 ?)del;
c.(?_579) (1584 _?)del; nBe mocnenHue paHee He omucaHbl. B pesy-
spTate uaeHTtuduimpoaHo 81 u3 82 myraHTHBIX ateneir. Kowr-
JICKCHBIM aHaIM3: CeKBEHMPOBAHUE KOAMPYIOIIMX PETMOHOB U
MLPA — 1o3BosvT BBISIBUTH 3HAYUTEIILHOE Pa3HOOOpas3ue CIIeKTpa
mytauuii reHa CFTR W psii TOBTOPSIOIIMXCSI MyTalluii, KOTOpBIE
MOXHO BKJIOUMTb B TIaHEJIb PYTMHHO aHAIM3UPYEMbIX MyTallMii
y POCCUICKUX MalMeHToB ¢ MB.

Paboma evinonnena npu uacmuuHOM DUHAHCUPOBAHUU 2PAHMOE
PODU 14-04-00525 u 15-04-01859.

CpaBHuTEbHBIA aHATM3 NPOGUIS IKCIPECCHH
MKPHK # reHoB-MuIIeHeil TKaHM MO3ra KpbIC NpH
¢okaibHON MIIEMUH W B TJIyTAMAT-HHAYIIMPOBAHHBIX
KyJbTHBUPYEMbBIX HEHPOHAX IHNMoOKaMmna

ITuneauc B.I.1, I'vcap B.A.1, Tumocpeesa A.B.1,
Kanun U.C.1, Illpam C.H.?

I @IBHY «Hayunoui yenmp 300poevs demeit», Mockeéa, Poccus
e-mail: pinelis@mail.ru

2 Unemumym monexyasproii eenemuxu PAH, Mockea, Poccus
119991, Poccus, Mockea, Jlomonocosckuii npocnekm, 2, cmp. 1

M3BecTHO, YTO BBI3BaHHBIE WIIEMUEH, YepEeITHO-MO3TOBOM
TPaBMOW U HEKOTOPbIMU HEHpOIereHepaTUBHLIMU 3a00J1eBaHUSIMU
TOBPEXXIEHUS HEUPOHOB OOYCJIOBIEHBI Pa3BUTHEM KacKama Mexa-
HU3MOB, BKJIIOYAsl SKCAUTOTOKCUYHOCTb, HAPYLIEHUSI MIOHHOTO TO-
MeocTasza v (GyHKIIMU MUTOXOHIPUI, OKUCIUTENBbHBIN CTpecc, BOC-
majgeHne. OQHUM U3 TIEPCIIEKTUBHBIX HAIIpaBJIeHUI B JJaHHOW 00-
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JIACTU MCCJIeIOBAHUI SIBJISIETCSl aHAIU3 YPOBHSI DKCIPECCUU MUK-
poPHK (MuPHK), meiicTByrommx Ha TpaHCKPUIIIIMOHHOM W TIO-
CTTPaAHCKPHUITLIMOHHOM ypoBHsiX. CBsa3biBasch ¢ MPHK-muiiieHbto,
MuPHK cnioco6Ha momasnsath TpaHcsiiuio MPHK mmu BeI3bIBaTH
e€ Jerpagalmio, KOHTPOJUPYSI IKCIPECCUI0 COOTBETCTBYIOLIMX T'e-
HOB. B Hactosiieit pabote M3ydeHbl MPOGUIA IKCIPECCUU MMK-
poPHK u reHoB-muleHei npu hoKaJIbHOM UILIEMUX MO3ra KPbIChI
W B IJIyTaMaT-UHAYLIUPOBAHHBIX KYJIbTUBUPYEMBIX HEMpOHAX TUII-
nokammna. [1poBen€HHBIN aHAINU3 YPOBHSI IKCIPECCUU B IKCIEPU-
MEHTAJIbHBIX TPYIINax XUBOTHBIX TTOKa3al AudhepeHIINaTbHYIO 9K-
crpeccrio 38 MKPHK B 06pa3iiax rojoBHOro Mo3ra KpbiC B ITOCTH-
LIEMMYECKOM Ttepuozne uepe3 24 1 u 48 4. Mepapxuueckoe Kiacre-
PUpPOBAHME BBIASIWIO PSIL KIACTEPOB, JUISI KOTOPBIX ObLT XapakTe-
peH ompeaeaéHHbIN naTTepH 3Kcnpeccnn MKPHK B 6monTarax ro-
JIOBHOro Mo3ra kpbic. CpaBHeHue mpoduis skcrnpeccun MKPHK
MIIIEMU3UPOBAHHOTO MO3Ta uepe3 24 4 ¢ oopasunamu MKPHK ox-
HOOIEPHUPOBAHHBIX JKUBOTHBIX MOKA3aJ10, HAIIPUMep, TOCTOBEPHbIE
otmmuus (p<0,05) mnsg mxPHK let-7f-5p, miR-21-5p, miR-27a-5p.
Ipu cpaBHeHuu npodust akcnpeccun MKPHK yepes 48 u nosyue-
HBI IaHHBIE 00 YCyryOJeHUK OCTUIIEMUIECKHX TTpoLieccoB, Takxke
ycTtaHoBieHO, uTo MKPHK, y KOTOpbIX ypoBeHb 3KCIPECCHUM A0CTO-
BEPHO YBEJIMUYMBAJICS TOJBKO B MIIEMU3MPOBAHHOM IMOJIyLIAPUU TIO
CPaBHEHUIO C KOHTPAJaTepabHbIM «MHTAKTHBIM» TIOJyLIApUEM,
HMMEIOT MOTEeHLMaIbHbIe y4acTKu cBsi3biBaHusi ¢ MPHK, xapakrep-
HBIX /ISl TEHOB, YYacTBYIOLIMX B Mpolieccax arnorTo3a, Bocrae-
HMM, HeWporeHesa M HedpornporeKuuuu. Ty ke camyro KapTHHY
MKPHK u ux reHoB-MuMIlIeHeil HAOMOAAIM B IEPBUYHOMN KYyJIbType
TUITITOKAMIIA TIPY TUIEPCTUMYJISIIUK TIyTaAMAaTHBIX PELENTOPOB.

Ciyyaii BADMAHTHOI TPAHCJIOKAIMH C yYaCTHEM
rena RARa y nangeHTKH ¢ OCTPbIM
NMPOMHEIONUTAPHBIM JIEHKO30M

Iiexanoea O.M.1, Iayp I.A.123, Kcensoea T.H.%,
Hoxpuna E.C.1, Puzep T.0.12,
Cageaves JI.H.123, ®eyuna JI.I. 12

I O6pacmnaa demckasn kaunuveckas 6oavnuya Nol, Examepunbype,
C. Jlepsbunoi, 32

2 Uncmumym meduyunckux kaemounvix mexwonoautl, Examepunoype,
K Mapkca, 25

3 Ypanvckuii eocydapemeennviii meouyunckuil yrugepcumem Mun3o-
pasa Poccuu, Examepunbype, Penuna, 3

4 Tiomenckasn obracmuaa kaunuueckaa 6onvhuya, Tromens, Komoe-
cko0e0, 55

283850@gmail.com

Tpancnokanus t(15;17)(q22;ql2) sBnsieTcss MaTOTHOMUYHOM
IUISE OCTpOro mpomuestoruTapHoro Jeiiko3a (OITMJI). OHa BbIsIB-
nsiercst B 95% cnyuaeB OTIMIL. Hapsiny ¢ 9TuM omnucaHbl BapuaHT-
Hble TpaHCIOKalKMK ¢ yyactueM reHa RARo: t(11;17)/PLZF-RARa
— meHee 5% cnyuaes, t(11;17)/NuMa-RARa, t(5;17)/ NPM1-RARa,
t(5;17) STAT5h-RARa — B coBOKYmHOCTH MeHee 1% ciydaeB
OIIMJI. BoJbIIMHCTBO BapMaHTHBIX TPAHCIOKALWA CBSI3aHBI
C MEPBUYHON PE3MCTEHTHOCTHIO K MOJHOCTHIO-TPAHC PETUHOEBOM
kucinote (ATRA).

IManuenTtka, 4 ner, moctynuia ¢ auarHo3om peuuau OITMIL.
Ilpy craHmapTHOM LIMTOTEHETUYECKOM WCCIIEIOBAHUU BBISIBJICHBI
TpucoMHus B 8 mape XpomMocom u aepuBathl 1, 3, 6, 17 xpomocom.
Ipu uccnenosanuu meronom FISH ¢ 3onn0om LSI PML/RARA DC
DF Probe (Abbott Molecular, CIIIA) B unTepdasHbIX siapax oOHa-
pyXeHo 1o 1Ba curHaia reHa PML v o tpu curHana reHa RARa,
YTO CBUACTEILCTBYET O HAJIMUMM MepecTpoiiku reHa RARa 6e3 BO-
BieueHus reHa PML. [1pu ananm3e Metada3HbIX TUIACTUHOK BBISIB-
JIEHO, 4TO (hIyOpEeCUEHTHbIN curHaa reHa RARa Obu1 ToKanIn30BaH
Ha JUTMHHBIX TIeYax XpoMocoM | 1 3, Hapsiay ¢ HOPMalbHOM Xpo-
mocomoit 17. UccaenoBannem Mmetogom OT-TILIP xumepHbIii reH
PML-RARa ue BuisiBieH. MccnenoBanue metaha3HbIX KIETOK Me-
TonoM MFISH moxasano, uto 61acTHBIE KIETKUM MMEIOT KapMOTHIT:
47, XX,t(1;6;17;3)(q42;p24;q12;q28),+8. Cpenn mydiuKkaimii, mo-

CBSIIEHHBIX LIUTOreHeTHYeCKUM uccienoBanusm OTIMJI, omwmca-
HUSI BApMAHTHBIX TpaHcaoKanuit y mamueHToB ¢ OIIMII ¢ yyactu-
eM reHa RARa v pa3HbIMM PEerMOHAMU JUIMHHBIX TUIeY XpOMOCOM |
U 3 BCTpeyaloTcsl B eAMHUYHBIX ciydasix. CydaeB TpaHCIOKALNU,
MoA0OHON BBISIBJIEHHON HaMU, He OOHApYXXEHO, OMKMCAHO yyacTue
B TpaHCIOKaLMsaX Hapsmy ¢ 17ql2 ciaemyrommx perioHoB: 3q26,
3929, 3p25, 1q12, 1922, 1p36. O6cnenoBaHHas HaMK MalMEHTKA
roru6Jia B pe3yJbTaTe Mporpeccuu 3a00JieBaHMsl ¢ KITMHUKOM 9KCT-
pameay UISIPHBIX MSITKOTKAHBIX MPOSIBIEHUI, pepakTepHbIX K Te-
panuu, 4To MOATBEPXKIAET TaHHBIC O PE3UCTEHTHOCTU K CTaHAAPT-
HOW Tepanuu mauueHToB ¢ auarHozom OTTMJI u HanuuveMm Bapu-
AHTHBIX  TpaHCJIOKAlMii (32  MCKIIOUYEHUWEM  TPaHCJIOKAlUU
t(11;17)/PLZF-RARa.

[utorenernyeckne 3¢pdeKTbl MOJEIBHBIX MYTATEHOB
B OOLMTAX MBbIIEi

Ilweuna K.JI., XKanamaee A.K., Yaiika 3.B., /[ypnee A.J].

OIbHY «HUH papmaronoeuu um. B.B. 3axycosa»,
Mockea, Poccus
kira-pligina@rambler.ru

CeromHsi OTCYTCTBYET Haj€XHasi OOIICNPUHSATAsT TeCT-CHUCTEMA
OIIEHKU XPOMOCOMHBIX HapyllIeHU B TeHEPATUBHBIX KJIETKAX MJIe-
KOTUTAIOIINX, B YACTHOCTH, aHEYTUTOUINN. DTO OOYCIOBIMBAET He-
00XOAMMOCTD MTOMCKA HOBBIX METOIOJIOTMUECKUX MOIXOIOB K OLIEH-
Ke aHeYreHHbIX 3(P(heKTOB B reHepaTUBHBIX KieTKax. OCHOBHBIC
METOINYECKNE TPYIHOCTM HA STOM IIyTH CBSI3aHbI C MOJyuyeHUEM
JOCTATOYHOTO IIMTOTEHETMYECKOTO MaTepuaja C COXpaHEHHOI
Mopdosiorueit XpoMocoM 1 6e3 apTedaKTHBIX TOTePh XPOMOCOMHO-
ro Matepuaiga, 0COOEHHO MPU padboTe ¢ OOLIMTAMM.

Hamu paspabotaHa opurnHajJbHasi METOIMKA MOJYYEHUST LIUTO-
TEeHETUYECKUX TIpernapaTtoB MeTacda3HbIX XPOMOCOM OOIIMTOB MbI-
weit. C Lenblo e€ BaIMAM3aluy MpoBeeHa OLEHKA IMTOreHeTuYe -
ckux 3¢(EeKTOB MOJETBHBIX MYTareHOB — KOJIXUIIMHA, MaKIUTaK-
cejia, 9TOMO3Ma, LMCIUIaTUHA, LMKIohocdamMuaa U TMOKCUAMHA.
MatepuasioM MCCIIeIOBAaHUS CIYXUJIU OOLUTHI MBIIIIEH, TMOTyYeH-
Hble B pe3yJibTaTe MHAYLIMPOBAHHOW FOPMOHAMHU CYMEPOBYJISILIMU.
MeTonnka BKJTHOYaa 3TaIlbl BBIIEIECHUsT OOLIUTOB, yIaJTeHUST 30HBI
MneJUTIolraa, TMIOTOHMYECKOM 00paboTKM, (uKcaluu, OKpPacKu,
MMKPOCKOITMPOBAHUS C TIOJydeHUEM ITU(POBBIX N300paKeHUI Me-
Tada3HbIX TJIACTUHOK U MX aHAIM3.

YcranosneHo, cto myrareHsl KoaxutiuH (0,2—0,4 Mr/Kr), mak-
mutakeen (2,5—7,5 mr/kr), uucriaatud (5—10 Mr/kr) u 3Tono3un
(10—60 Mr/Kr) mposIBISIIOT aHEYreHHbI 3(DdEeKT B 0OLUTaX MbI-
weit. KoJIXWImH 1 MakJIMTakces BhI3bIBAIM OCTAHOBKY CO3pEBaHUS
OOILIMTOB U MX OBYJISILIMIO Ha ctaguu Metadassl I meitoza (MI). Ha-
OJIIOATUCh OOLUTHI C TPEXKICBPEMEHHBIM PACXOXIEHUEM CECT-
PUHCKUX XPOMATH U C MOJUTUIOMIHBIM HAOOPOM XPOMOCOM. DTO-
Mo3u1, MOMMMO aHeyreHHoro sddekTa, objaman BbIpakKeHHOI
KJIACTOTEHHON aKTUBHOCTBIO, B TOM 4MCJIe, HAOMIOIAINCh XpOoMa-
THUIHBIE Pa3pbIBBI 1 OOMEHBI pa3iMyHOro Tuma. [1pu ucrnoiabp3oBa-
HMM 9Tono3uaa B 1o3ax 40 u 60 Mr/Kr HabJIIOIATUCh MHOXECTBEH -
HbIe TOBPEXICHMSI XpOMOCOM OOLIUTOB. J10303aBUCUMO BO3pacTaio
KOJIMYECTBO OOLIMTOB C TMPEXICBPEMEHHBIM PACXOXICHUEM CeCT-
PUMHCKUX XpoMaTu. He BbISIBJIEHO aHEYTeHHOI aKTUBHOCTH M KJla-
croreHHbIX 3 dexToB nuknodochamuaa (10—80 Mr/kr) u nuoxcu-
nuHa (300 Mr/kr) B 0OLIMTAaX MBbIILEH.

[MonyyeHHble AaHHbIE CBMIETEJIbCTBYIOT, YTO pa3pabOTaHHas
METOJMKA TO3BOJISIET HANEXHO M Pa3HOCTOPOHHE PErvMCcTpUPOBATh
3(hdeKThl 3aBeIOMbIX AHEYTEHOB B OOLIMTAX MBILICH, YTO SIBASETCS
HEOOXOIMMBIM 3TaraM e€ BaMAN3AINY C 1IEJTbI0 BHEIPEHUS B TTPO-
rpaMMbl TIOKJIMHAYECKOTO TeHETUUECKOTO CKPUHUHTA JIEKAPCTB.

CosepieHCTBOBaHHE PAOOTHI C AUCTIAHCEPHOIH
TPYNNOii NAMEHTOB ¢ ()eHWIKETOHYpHei
B CBepioBCKoOii 001acTu

Iloooauna B.K., Tuynosa E.IO., Huxumuna H.B.
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ThY3 Ceeponosckoi obnacmu «Kiunuko-ouaenocmuyeckuii yeHmp
«Oxpana 300poevs mamepu u pedéHKa»,

2. Examepunoype, ya. ®@aomckas, 0. 52

mgc@etel.ru

ExeronHo, B cpenHem, B CBepIIOBCKON O0JIACTU POXKIAIOTCS
10 nmeteit ¢ denmnkeronypueit (PKY). Yacrora 3abosieBaHusi co-
crapisier 1:6940. B Hacrosiiiee Bpemsi Ha aucnaHcepHoMm («[1»)
yuére B [BY3 CO «KALL «O3MP» cocrosr 191 uein. ¢ kiaccuve-
ckoit ®KY, B Tom uncie gereit — 147, mauueHTtos crapiie 18 et —
44, THK-uccnenoBanust nposeaeHsl 167 nauuentam (87%) B n1a6o-
partopuu MoJiekyysipHoi auarHoctuku Llentpa. 139 nereit (95%)
HaXomsATCSI Ha IMETOTepaliy, BCE TOJIy4aloT aMUHOKKCIIOTHBIC
cMecu. HabGmroneHre malnueHToB OCYILIECTBISCTCS B COOTBETCTBUM
¢ Poccuiickumu u MexxnyHapoaHBIMUA PEKOMEHIALMSIMMU.

B uensix nosbiieHus: adgdekTuBHOCTH «/1» HabmoneHus 60b-
Heix OKY MunucrepcrsoM 3apaBooxpaHeHus: CBepIIOBCKOI 00-
Jlacti ObuT u3naH npukas ot 13.11.2012 r. «O6 oka3aHUM MEAMLIMH-
CKOM TMOMOILU AETSIM, CTpajaloliuM (HEeHUIKETOHypHei», B KOTO-
pPOM ObLIM MOCTaBIeHbl YETKME 3aJayu AUMCIIAHCEPHOro HabJofe-
nus 3a getbMu ¢ DKV mepen neamarpudeckoii ciayx0oi. B reue-
Hue 2013—2014 rr. 6bLIM MPOBEAEHO 7 OAHOAHEBHBIX O0YUYAIOIIMX
CEeMUHApOB /ISl YYaCTKOBBIX Bpaueil, ocyuiecTBisiiomux «/I» Ha-
omonenue, Ha temy: «Kinaccuyeckass MKY, matoreHes, KIMHUKA,
neyerue. [IpuHIUIBI UeTOTEpanm», 00ydeHo 80 yyacTKOBBIX T1e-
JIMATPOB.

Brnepsoie B 2014 1. B paMKax JeTHEH 03M0pOBUTEIHHOI KaMIla-
HMM Ha 0ase 3aropogHOTrO OTAENEHHUsI BOCCTAHOBUTEIbHON Menu-
unHbel ['BY3 CO «O6nactHast netckasi KIMHUYECKast OOJIbHUIIA
Nel» mpouutu kype peabunutauuu 15 nereit ¢ @KY B Bospacre ¢ 3
no 14 ner. B meHb MOCTYIICHUSI AETSIM ONpPeaesuicsl YpOBEeHb (he-
HwiaannHa (DA) KpoBH, y BceX AeTell 0TMEYaaoCh MPEBHIICHNE
JOTTYCTUMBIX 3HaueHuit. [IpoBoAMIOCH JleueHue: HU3KOOeTKOBast
NeTa, aMMHOKHMCIIOTHBIE CMECH, MIUHEpaIbHasi BOJIa, BUTAMUHBI A
u E, neyeOHasi ruMHAcCTUKa, Maccax, 3aKaauBalollKe MPOLEAYpHI,
TEPPEHKYp, CIeJICOTepaITvsl, CyxX1e YIIIEKUCIIbie BAHHBI, (DU3UOTIPO-
uenypbl. Y 100% neteit ObUT MOJMyYeH MOJOXUTEIbHBINA 0310POBU-
TeNbHBI 3G beKT, ypoBeHb DA KpoBM MO UCTEUCHUH CPOKa peadu-
JIMTALUK Y BCEX JleTell CHU3WICS, B cpeHeM B 2,4 pasa.

C guBaps 2014 r. maurentsl ¢ ®KY crapure 18 et craam odec-
MeYMBAThCSl CIELUATM3UPOBAHHBIMU MPOAYKTAMU JIEYUEOHOTO Mu-
TaHus 0e3 (heHUTaaHWHA 32 CUET CPENCTB OOJIACTHOTO OIOIXKeTa.
[Monyyarot neyeGHbIe MPOLYKTHI 20 YeloBeK.

C 2013 r. BeneTcss MOHUTOPUHT T€YEHUsI OEPEMEHHOCTU U PO-
noB xeHinuH ¢ @KY, a Takxke crieKTpa MopoKOB U HapyLIeHMii pa3-
BUTUSI Y JIeTeil, poauBlLImnxcst oT marepeit ¢ GKY.

B 2015 r. mranupyetcs nposeneHue namveHtam ¢ ®KY yiabr-
Pa3BYKOBOW JEHCUTOMETPUM ISl JMAarHOCTUKKM OCTEOIopo3a Ha
paHHEeU cTaguu.

HTorn MOHHTOPHHIA BPOXKAEHHBIX OPOKOB Pa3BUTHS
B AMypcKoii odiacTu

Ilozoeesa T.10., Camoxeanoe B.A., Heanosa A.B.

TAY3 Amypckas obaacmuas kaunuyeckas o6oavruya. Llenmp oxpansl
3doposba cemvu u penpodykyuu. Meoduko-eeHemuueckas KoHcyabma-
yust

675028, Baazosewenck, ya. Boporkosa, 26

E-mail: samgenam@rambler.ru

ITpoBenéH aHanIM3 MOHUTOPUHIA BPOXIEHHBIX MTOPOKOB Pa3-
Butust (BITP) Ha Tteppuropum Amypckoil ob6jactu 3a INepuoj
2010—2013 rr. Perucrpauust BIIP y mnonoB u meteit mpoBeneHa
¢ ucrnosb3oBaHueM yuétHoi popmbl Ne025-11y-98. no npuHuumy
CIUIOLIHOM peructpauuu. PeructpannonHasi ¢opma 3amoHsaach
criequajucTaMu 00J1aCTHOTO TMEePUHATAILHOTO LEHTPa, POAUJIb-
HbBIX IOMOB, AE€TCKMUX CTAlIMOHAPOB U MOJUKJIMHMK, MaTOJOroaHa-
TOMMUYECKUX OoTAeeHui oonactu. 3a nepuon 2010—2013 rr. B yu-
PEXIEHUSIX POIOBCIIOMOXEHHUsI obsacTu poauaoch 45 107 HoBo-
POXIEHHBIX U 3apeructpupoBaHo 1223 ciyyast BITP. M3 xoroptbl

BITP uckitoueHbl KapThl AeTeil ¢ KOCOJANMOCTbIO U OJMHOCTOPOH-
HuM KpurnropxusmoM. Yacrora BITP B AMypcKoii o61acTu 3a 3TOT
nepuon cocrabuia 27,11. Pacnpenenenue yacrorsl BITP mo ro-
nam: 2010 r. — 27,19; 2011 r. — 24,86; 2012 r. — 26,61; 2013 r. —
29,68. B crpykrype BITP 3a ykazaHHbBIi Meproa HAUOOIbIINIA yie-
neHBIA Bec uMmenu BITP cepmeunococymucroii cucremsr 10,80%,
KOCTHO-MBILIEYHOI cucTeMbl 5,08%, HepBHOI cucteMbl — 4,23%,
MOuernojioBoit cucrembl — 3,92%, MHOXecTBeHHble BIIP —
1,88%. Xpomocomuas maronorusi — 2,02%. IpeacrasieHbl yac-
TOTHI MOHUTOPUPYeMbIX BITP HamGosee 3HaUMMBIE IJIST IIPOrHO3a
SKM3HU U 3[0POBbsi HOBOPOXAEHHBIX. CepleuHO-COCyAuCTast CUC-
TeMa: TPAHCIO3ULIMS KPYIHBIX cocynoB — 0,38; rumnoriasus je-
Boro cepaua — 0,09. Yacrorsl BITP HepBHOIi cucTembl: aHadHIIE-
damus — 0,33; sauedanonene — 0,11; cmMHHOMO3roBast rpbixka —
1,09; ruapouedanus — 0,93.Yacroret BIIP nuueBoro uyepemna:
pacuienuna ryosl — 0,80; paciienuna Héba — 0,62 Yacrorer BITP
JKEJTyIOYHO-KMILIEYHOTO TpakTa: aTpe3usi aHyca — 0,22; arpe3ust
nuiieBona — 0,24; nuadparmanbHast rpeka — 0,31; omdanonene
— 0,33; racrpomusuc — 0,33. Yactotel BITP MouemnonoBoit cuc-
TeMbl: areHe3ust mouyek — 0,07; skcTpodust MOYEBOTO MY3BIpS —
0,04; runtocniagust — 1,04; BITP KOCTHO-MBILLIEYHO CUCTEMBI: pe-
IYKIIMOHHBIE TOPOKU KOHeuHocTeil — 0,24, YBeImueHne 4acTOThbI
cunapoma Jlayna (CI1) B Teuenue nepuoaa 2010—2013 rr. cBs3a-
HO C BHEIPEHMEM PaHHEro MpeHaTaJbHOTO CKPMHMHTA Ha CUHI-
powMm JlayHa.
Yacrorsl C/[ mo uToraM MOHHTOPHHIA

2010 2011 2012 2013
>KnBopoxaéHHble ¢ CL, 6 9 9 10
MepTBOpOXAEHHbLIE ¢ CLL 0 0 1 0
Mnoabl ¢ CA, 6 4 9 15
Bcero peteii c C44 12 13 19 25
Bcero HOBOpOXAEHHbIX 11328 | 10699 | 11761 | 11 319
Yactota (Ha 1000 poxaeHnin) 1,06 1,22 1,62 2,21

MyTtanuonnslii cKpuaunr rena ATP7B
NP TenaToJeHTHKYISAPHON JereHepanan

Iosewyx B.B.%, baazodamcxux K.A.2,
Konosaaoea H.B.?, Cmenanosa M.C.1,
Kapabanoe A.B.!, Heanoea-Cmoaenckaa H.A.1

I @IBHY «Hayunwii yenmp neéponoeuu», 125367, Mockea, Boaoko-
aamckoe ut., 80

pol82@yandex.ru

2 340 «Cunmon», 127550, Mockeéa, ya. Tumupsazeeckas, 0. 42

lenatonentukynsapHas aerenepanus (I[JI, 6one3ns Bumbco-
Ha) — TSDKEJIoe ayTOCOMHO-PElleCCMBHOE 3a00JieBaHMe, CBSI3aHHOE
C CHCTEeMHBIM HapylleHMeM pacrpele/ieHUss MeId B OpraHu3Me
(IMCKYIPUHO30M) U TOCJIEAYIOLIMM MaTOJOTHYECKUM €€ NerOHU-
pOBaHUEM B OpraHax — MHUIECHSX (Te4eHu, Mo3re, rmoukax). Kim-
HMYeCKasl KapTUHA OMpeessieTcsl MOopaxeHUueM BbIlleyKa3aHHbIX
opraHoB u cucteM. [laToreHe3 3a601€BaHUsT CBSI3aH C MOBPEXICHU -
samu reHa ATP7B, pacroloXXeHHOro Ha 13-it XxpoMocoMe U KOIUpPY-
towero Cu2t-AT®asy. B HacTosuiee Bpems B reHe ATP7B u3BecT-
Ho 6osiee 500 pa3IMUHBIX MyTallWii, C 9TUM CBSI3bIBAIOT MOJUMOP-
¢usm kmmHU4YecKoit Kaptunbl [JIJI. B psine paboT Obuta HalimeHa
CBSI3b MEXKIY TUIIOM MYTallMU U XapaKTepoM TeUeHUst 3a00JIeBaHMsI,
a Takke 3(h(PEeKTUBHOCTBIO JAECHCTBUS TIPENapaToB U UX MEPeHOCU-
MOCTbIO.

B Hameit pabore o6ciemosaHo 156 marmentoB ¢ [JIJ. Ha
npeaBaputeabHOM 3Tane MetonoM I[P B peanbHOM BpeMeHM Ha
npubope «AHK-32» (Poccusi, CunTON) NpOBEAEH MyTallMOHHBIN
CKPUHUHT TMAlMEHTOB Ha HaJlM4yue HauboJjiee pacnpocTpaHEHHOU
B poccuiickoii monysiiiy Mytanuu ¢.3207C>A (H1069Q) B 14-m
9k30He reHa ATP7B. Cpenu 00CIeq0BaHHBIX MALIUEHTOB BHISIBICHO
52 ¢ romo3uroTHoi myTtanueir ¢.3207C>A u 45 mauueHToB ¢ rete-
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PO3UTOTHBIM HOCUTEJILCTBOM MyTalMu. Takum oOpa3om, 3Ta MyTa-
1Ms BCTpevanach y 62% MaluueHTOB, YTO MOATBEPXKIAET AaHHbIE O
pacrpoCTpaHEHHOCTU 3TOM MYTAaLMU B CAABSHCKOW MOMYJISILIMU.

B o6pasuax JJHK mammeHToB, retepo3urotHeix mo c¢.3207C>A
100 He MMEBIIMX 3Ty MYTalLMIO, ObUT MTPOBEAEH NadbHEUIINI MO-
JIEKYJISIPHBIA CKPUHUHT METOJIOM CEKBEHUPOBaHUsI Ha Mpubdope
«Hanodop-05» (Poccus, Cunton). beuim mpoaHaau3upoBaHbBl S5
9K30HOB (9K30HbI 2, 8§, 14, 18, 19), B KOTOPBIX MyTallMU BCTPEYAIOT-
cs1 HanboJiee YacTo, IIPU 3TOM BBISIBAEHO 10 pasIuMyHBIX MyTaluid
y 28 nauuentoB. Mucepuust ¢.2298_2299insC B 8-M 5K30He Haiine-
Ha y 1l mammeHTOB, YTO IMO3BOJSIET CAeJaThb BBIBOJA O PacIpo-
CTPaHEHHOCTH TaHHOW MYTallMM B POCCUIICKOI rmomysisiiuu. Myta-
us ¢.3809A>G B 18-M 5K30HE BBISIBIEHA y 5 TAILMEHTOB,
¢.3190G>A — y uethipéx, ¢.3942delCA+3947delG — y nBomx,
octasibHble  MyTauuu  (c.3191A>C, ¢.2128G>A, ¢.2336G>A,
¢.2333G>T, ¢.3806T>G, ¢.3818 C>T) BcTpeyasiuch TOJIBKO IO OJl-
HoMy pasy. Myrauus ¢.3806T>G B 18-M 3Kk30HE (0XapakTepu3o-
BaHHas 1o aiaroputMmy SIFT kak maroreHHast) B IuTepatrype paHee
He omnucaHa.

Hccaedosanue nposedero npu noddepicke Munucmepcmea obpazoea-
nus u Hayku Poccuiickoiu @edepayuu (coenawenue Nol14.607.21.0094
0 npedocmasgaenuu cyocuoutl).

I'ennl depmenToB OMOTPaHChOPMALHN KCEHOOMOTHKOB H
AHTHOKCHIAHTHOM 3aIUMThI KAK reHeTHYEeCKasi OCHOBA
Pa3BUTHSA MY>KCKOT0 WIMONATHYECKOr0 OeCILIONnus

Iloaonuxoe A.B., Spow C.JI., Koxmenko E.,
Coao00urosa M.A., Cmapoody6oea H.H.

Kypckuti eocyoapecmeennnlii meduyunckutl ynueepcumen,
e.Kypck, ya. Kapaa Mapkca, 3
e-mail: polonikov@rambler.ru

Pe3ysbTaThl MHOTOUMCIIEHHBIX 9KOJIOTMYECKUX U STTUIEMUOJIO-
TMYECKUX MCCISIOBAHUN NeMOHCTPUPYIOT MOTEHUIUAIbHYIO 3THO-
JIOTUYECKYIO POJib SKOTOKCUKAHTOB B BOBHUKHOBEHUM OECTLIOAUS
M HapyIICHUI criepMaToreHes3a y MyxK4uH. B 2Toii cBSI3u nipu BbI-
MOJIHEHUM TeHEeTUYECKUX MCCIIENOBAHMIA TMPEACTABISIeTCSl KpaiiHe
BaXKHOM COBMECTHAsl OLIEHKA BIMSIHUSI KOMIUIEKCA T€HOB, BO-
BJIEYEHHBIX B 9HIOT€HHYIO OMOTpaHCchHOpMALMIO KCEHOOMOTUKOB U
AHTMOKCHIAHTHYIO 3alllUTy, Ha Pa3BUTHE MAMOMATUUYECKOTO MYX-
ckoro o6ecronusi (MMB). B pamkax HacTosIlIero McciieaoBaHUs
MpoBeeHa KOMIUIEKCHAsI OLIEHKA BOBJICYEHHOCTH MOJMMOpdU3mMa
reHoB hepMeHTOB OGruoTpaHchopmMalud KCEHOOMOTUKOB U aHTUOK-
CMIAHTHOM 3aluTHl B pa3sutue MMB. Matepuanom mis ucciaeno-
BaHUsI TIOCITYXMJa BbIOOPKA HEPOACTBEHHBIX MYXUMH (203 Gosib-
Heix UMB u 227 310poBBIX MyXuMH), cchopMUpoOBaHHaAsE Ha Oase
LenTpa niuanupoBaHuu ceMbu U pernipoaykuuu Kypckoit obmactu
3a nepuof ¢ 2006 o 2008 rr. uartno3 UMb ycraHaBiuBajics B co-
oTBeTCTBUM ¢  pekomeHnmaumsmu BO3. [eHortunupoBaHue
JHK-nonumopdusmoB npoBoauaoch meronamu I1LIP u pectpuk-
LIMOHHOTO aHa/INM3a. YCTAaHOBJIEHbI CTATUCTUUECKU 3HAUMMbIE ACCO-
urau UMb ¢ nonumopdHbiMu Bapuantamu reHoB GSTT1 (del),
GSTPI (1s1695) u CYPIAI (rs1048943). TMonumop®u3Mbl reHOB
GSTTI, CYPIAL, NAT2 (1s1799929) u GSTPI accoummpoBaiuch
PMCKOM pa3BUTHS OECTUIONUST Y MYKUMH, UMEIOLINX (DaKTOPBI prcC-
Ka, MPOBOLIMPYIOLIME BOSHUKHOBEHUE OKUCIUTEILHOTO M/WIN X1-
MUYECKOT0o CTpecca, a UMEHHO KypeHue, 3J10yNoTpedieHre alkoro-
JIEM U HU3KUI YPOBEHb MOTpeOIeHNEe CBEXUX OBOILLIEH U (DPYKTOB.
Mexny nokycamu ABCBI (1s1045642), EPHXI1 (rs2234922,
1s1051740), CYPIAI, PON2 (1s7493), NAT2 n GSTPI v yka3aHHbI-
MU (hakropamu pucka HaOJIIONAJICSI CUHEPTU3M B HEraTUBHOM BJIM-
SIHUM Ha TapaMeTpbl CIEepMOrpaMMbl y OECIUIOAHBIX MYXKUYMH.
YcraHoBIeHbI TapHbie coueTanust mexay reHamu CYPIAL, GSTTI,
EPHXI, CYP2EI, GSTPI, GSTM1, NAT2 w PON2, KoTOpbie NokKa-
3y Hambostee BeIpakeHHbIe accorraru (P?0.001) ¢ puckom pas-
Butusi UMbB. Metonom MDR ycraHoBieHa TpEXJIOKycHasi MOIEIb
B3auMoeicTBusiMu  Mexay reHamu  GSTPI 1105V, ABCBI

3435C>T u Nat2 481C>T (p = 0,01), conpsk€HHast ¢ pa3BUTHEM
MUMB. Takum o6pa3om, moauMop¢HbIe BApUaHTBI TEHOB OMOTpaH-
chopmal KCEHOOMOTUKOB M aHTMOKCUIAHTHOM 3allMThl TIpe/-
CTaBJISIIOT COOOW TMOJIMTEHHYIO OCHOBY TPEAPACIIONOKEHHOCTH
K MYXCKOMY O€CIUIONMIO, a UX HeOJaronpusiTHble couyeTaHus (e-
HOTUITUYECKU TPOSIBJISIIOTCS TPU TPOBOLIMPYIOLIEM BIMSHUM He-
OJIaroNpUSITHBIX (aKTOPOB CPeibl XUMUYECKOM MPUPOIbI.

Mapképbl KJIOHAJIBHOTO reMorno33a
npu Ph-HeratuBHbx MueaonpoJungepaTuBHbIX
Heomaazusax (Pu(-)XMIIH)

Hloaywkuna JI.b., Mapmoinkesun U.C., Ilemposa E.B.,
Mapmeoinenko JI.C., Heanoea M.IL., Ilvibaxosa H.IO.,
Kaeuna E.B., XKepuaxoeéa A.A., @omunvix M.C.,
Illysaes B.A., A6dyaxaodvipos K. M.

DI'BY «Poccutickuii Hay1HO-uccae008amenbCKuil UHCMUmym 2emamo-
aoeuu u mpaucgysuonoeuu Dedepanvroeo MeouKo-0U0102UHECK020
aeenmemea»,

Canxm-Ilemepbype, ya. 2-1 Cosemckas, 0.16
polushkina.lb@gmail.com

Omny6amkoBanHble B 2013 1. pabOTHI, OMUCHIBAIOLINE TTOBTOPSI-
IoLIMecsl MyTallMi — MHCEPLMU U Aelelun — B 9 9K30He TeHa Ka-
nepetukynuHa CALR y manwmentoB ¢ Ph(-)XMIIH, mo3Bomstor
paccMaTpuBaTh IaHHbIE MyTALIMK KaK HOBbII KJIOHAJIBHBINA MapKep.

Llenbio uccaenoBaHusl ObUIO ONMpPEAEIUTh YACTOTY BCTpeYaeMo-
ctu MmyTanuii B reHax JAK2, MPL, CALR v nnpoaHaau3upoBath 00-
myto BekrBaeMocTh (OB) 6oibHbIX Ph(-) XMITH ¢ paznuyHbiMI
KJIOHAJIbBHBIMM MapKépamu. B mccienoBanue BKiIoueHb! 182 601b-
HbIX Ph(-) XMITH: 76 — ¢ uctunHoi nomuiuremuein (UIT), 63 —
¢ acceHmanbHOi TpoMmbormtemueit (9T) u 43 — ¢ TepBUYHBIM
mueaopuodpozom  (IMIMP). VYV Bcex NAUUEHTOB  U3YUYEHBI
JAK2V617F-craryc (ITUP-TIAPD), y JAK2ZV617F(-) GonbHbix U1
— 12 sk30H reHa JAK2 (npsimoe CeKBEHHMPOBaHME), Y MAllMCHTOB
¢ OT mwm I[M® — wmyraumm B 515 Komone rena MPL
(IMUP-MAPD) u myraumu B 9 ax30He reHa CALR (aHaIU3 KPUBBIX
JIaBJIEHUsI) C TIOCJICAYIOIIMM YTOUHEHUEM TUIIA MyTall|y.

Myrauus JAK2V617F obHapyxena y 74/76 (97,3%) nauueHToB
¢ UIl, y26/63 (41,27%) — c DT uy 21/43 (48,83%) — ¢ [IMD. My-
Taimu B 12 sk30He reHa JAK2 BoisiBieHbl y 2/76 (2,7%) nauueHToB
¢ UI1, myraumu B 515 konone rena MPL — 'y 3/43 (6,97%) 601bHBIX
¢ [IM® uy 3/63 (4,76%) nauuentoB ¢ DT. Yacrora BcTpeyaeMoCTH
myTtaiuii B 9 ak3one reHa CALR y naumenToB ¢ OT u [IM® cocra-
Buta 20,63% (13/63) u 13,95% (6/43) coorBercTBeHHO. AHanu3 OB
MAIUEHTOB HEe BBISIBUJI JOCTOBEPHBIX OTJIMYMIA B IPYIIAX MallMEHTOB
JAKX+), MPL(+), CALR(+) n 6e3 mytauwmii (p = 0.127). OnHako,
ObUT0 0TMeueHO, uTo npu 100% OB GONBHBIX ¢ MyTalIMSIMU B TeHE
CALR, BBIXMBAEMOCTD TMTAlIMEHTOB 03 MOJIEKYJISIPHO-TEHETUIECKHIX
MapképoB paBHsuiach 80%, B TO BpeMsl Kak y 60JbHbIX ¢ MPL(+) oHa
cocTaBuia Bcero 67%. AHau3 TaHHBIX KApUOJIOTHYECKOTO UCCIIEN0-
BaHUSI U3y4aeMOi IPyIbl OOJIBbHBIX MMOKa3aJl, YTO MPOrHOCTUYECKU
HeOIaronpusTHole XxpoMOCOMHbIe abeppauuu (+7, +8, del(5q), kom-
TJIEKCHBIN KApPUOTHUIT) OTIPEALIISUIACH Y 4 U3 6 YMEPIIUX MallMeHTOB U
crocoOCTBOBAIM yXyAlleHuto mnokasareneit OB B MPL(+) rpymme
nanueHToB. Takum 00pa3oM, KOMIUIEKCHasl FeHeTUUeCKast AMarHoc-
tuka Ph(-) XMITH ¢ nerexiueit LMTOreHETUYECKUX U MOJIEKYJISIP-
HO-TECHETMYECKMX MapKEPOB OIYXOJIEBBIX KIETOK UMEET OMPEAeIIsio-
1ee 3HaYeHUEe B YCTAHOBJIEHUM HE TOJbKO TUAarHo3a 3a00sieBaHusl,
HO Y MPOTHO3UPOBAHUHU €r0 TEUSHMUSI.

CrekTp mytammii B rene KCNQ1 y poccuiickux
NALMEHTOB C CHHAPOMOM Y IMHEHHOro uuTepsaia QT
Iloasx M.E.1, Maxapoe JI.M.2, Sxoeaeea M.B.1,
Iloaaxoe A.B.5, 3akaazomunckas E.B.1

I @edepanvroe zocyoapcmeernoe 6ioducemuoe yupexcoenue «Poccuii-
CKUU Hay4yHblll yenmp xupypeuu um. axkademuxa b.B. [lemposeckoeo»,
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Mockea, margaritapolyak @gmail.com

2 [Jenmp cuHKONAAbHbIX COCMOAHUIL U cepieuHbix apummuil y demeli u
nodpocmroe (L{CCCA) DMbBA Poccuu, Mockea

3 @edepanvioe 2ocydapcmeennoe Grodacemioe yupeincoenue «Medu-
Ko-eenemuueckuu Hayunuli yenmp», Mockea

Cunzapom ymmmuénnoro nnarepsaia QT (LQTS) xapakrepusy-
eTCsl YIUIMHEHUeM KOoppurupoaHHoro uHreppaia QTc U BHICOKMM
puckoM BHe3arHoii cepaevyHoit cmeptu (BCC) BenencTBue pa3su-
THSI TOJTUMOP(MHOM KeayI0uKOBO# Taxukapauu. B Hacrosiiee Bpe-
MsI U3BECTHO 13 reHOB, MyTallMK B KOTOPBIX TIPUBOASIT K PA3BUTHIO
LQTS. OnHako mpy CKPUHUHIE BCEX M3BECTHBIX TCHOB MYyTalluu
BBISIBIISTIOTCSE B 65—75% ciyuaeB. JIHK-auarHoctrka mpoBoauiach
OOJIbHBIM C HAIPAaBJISIIOIIMM UArHO30M «CUHIPOM YIUIMHEHHOTO
untepBasa QT» 3a mepuon ¢ 1997 r. mo 2014 r. B HacTosiueit pa6o-
T€ MbI MPEACTABISIEM PE3y/IbTaThl aHAIM3a CIIEKTPa MyTalluii B reHe
KCNQI.

3a nepuon 1997—2014 rr. 6n110 06cmenoBano 130 cemeii ¢ mua-
THO30M «CHHIPOM yminHEHHOro nHTepBaia QT». Beinenenue JTHK
MPOBOIMIOCH CTAHAAPTHBIMU MeToaMu. CeKBEeHMPOBAHUE MTOJTHOM
KOIMPYIOLIEH MOCIeA0BATEIbHOCTH M MPUJIETAIONIMX UHTPOHHBIX
00J1acTeit BBITIOIHSIOCHh HA aBTOMATUYECKKMX CEKBEHATOPAX I10 MPOo-
ToKoJIaM ¢upM. [11s1 ponCTBEHHUMKOB MpobaHaa aHaau3 ¢hparMeHTa
rena niposoauics Metogom [TL[P-TTAP®.

B rene KCNQI 6buto BbIsIBJIEHO 36 MyTauuil B 44 ceMbsx
(33,8% cayuaes). [lonydyeHHbIe TaHHBIE COMOCTABUMBI C YaCTOTOMN
myTtauuii B rene KCNQ1 B npyrux sTHU4eckux rpynmnax. Haubonee
vacTo (86%) oGHapyXuBaIMCh MUCCEHC-MyTalmn. B 14% ciydaes
ObUIM BBISBJICHBI MyTallMU CIUIaiicHra. 3a BpeMsl HaOJII0AeHWsT Ha-
MU OblJla OGHapyXeHa TOJbKO | Jesielust Co CIBUTOM PaMKH CUM-
ThIBaHUS; HOHCEHC-MYTallMii 0OHAPYXKeHO He ObLI0. BbbL10 BhIsIBIIE-
HO JIBa TeHETUUYECKUX BapUaHTa ¢ HEYCTAHOBJICHHBIM KIMHUYECKUM
3HaueHreM. Haubosbliee yucio MyTaluii ObIIO BBISIBJIEHO B 9K30-
Hax 1, 6,7, 8,9, 16, HO, HECMOTpPsI Ha 3TO, MbI CYMTAEM LIEJIECO00-
Pa3HbIM MPOBOAUTH MOUCK MYTaLIMi BO BCEW KOAMPYIOLLEH mocie-
nosatesibHocTh reHa KCNQ1.'Y tpéx (2%) npobaHIoB B Hallleii BbI-
Oopke ObUTO OOHapyXeHo 1o aBe myTauuu B reHe KCNQI. V Bcex
HOCUTeJIei IBYyX MyTallMii HaOIIoaaIMCh paHHee Havyaso 3abojeBa-
HMSI ¥ TOpasno 0oJiee TSKEIoe TeueHUe.

AnnenbHble 3200J1€BAHASA MIPH MYTAIHAX
B reHe KOHHeKcuHa 26 — GJB2

Tloasxoe A.B.1, Bausney E.A.1,
Taaxuna B.A.1, Mapxoea T.I.?

I @ITBHY «Meduko-2enemuyeckuii Hay4Hbii yeHmp»,

Mockea, Poccus

2 Qedepanvioe 2ocydapcmeentoe yupexcoenue «Poccuiickuii nayu-
HO-npakmuvecKul yenmp ayouosoauu u cayxonpomesuposarus Dede-
panvHoeo Meduko-ouonoeuveckoeo acenmemea», Mockea, Poccus

B Poccum nmpuuMHON  TOJOBUHBI ~ CIOy4aeB  TSKEIOTO
BPOXIEHHOTO JBYCTOPOHHETO CEHCOHEBPAJILHOTO HAPYIIECHUSI CITy-
Xa SIBIISIeTCS] HaJn4yue MyTaluii B reHe GJB2, KonupyloleM moce-
JIOBATEJIbHOCTh KOHHEKCHHA 26. B Mupe y maiueHTOB C TYroyxo-
cThi0 BeIsiBIeHO Oosiee 300 myTtauwmit B rene GJBZ, npeobnanaioliee
OOJIBIIIMHCTBO KOTOPBIX OOYCJIOBIMBAET CUHTE3 (PYHKIIMOHAIHLHO
HEIMOJHOLIEHHOTO KOHHEKCHMHA 26 (WM OTCYTCTBUME CHMHTE3a) U
MPUBOIUT K (POPMUPOBAHKMIO HECMHAPOMATIBHOTO HAPYIIEHUSI CITy-
Xa C ayTOCOMHO-PELECCHMBHBIM THUIIOM HacienoBaHus. OKoso
30 penkux Myrtanuii B reHe GJB2 uMeroT oco0yro JIOKaIU3aluo 1
MPOSIBJISIIOT TOMMHAHTHO-HETaTUBHBIA 3(hdEKT, 4TO MPUBOIUT
K TYTOYXOCTU WJIU TJIyXOT€ C aQyTOCOMHO-JIOMUHAHTHBIM TUIIOM Ha-
CJIeIOBaHMSI, B PSIIC CIIyUaeB COUETAIOIIMXCS C 3a00J1€BaHUSIMU KO-
ku. PacripocTpaHE€HHOCTh penKuX TOMMHAHTHBIX (DOpM Hapyliie-
HUS clyXa, OOYyCJIOBJICHHBIX MyTauusiMU B reHe GJB2, TOYHO He
ycraHoBsieHa. Jlo HacTosIlero BpeMEHUM B MHUpPE OMUCAHO OKOJIO
150 ciyyaeB HECMHPOMAJILHOW M CMHAPOMAIbHON TYTOYXOCTH /Ty~
XOTBhI JAHHOTO TEHETHYECKOTO THTIA.

B BBIGOPKE 653 HEPOACTBEHHBIX POCCUMCKUX MALMEHTOB C Ha-
pYLIEHUEM ClIyXa, 00yCIOBICHHBIM MyTallusIMU B TeHe GJB2, BbI-
sIBJIEHBI 4 TMalMeHTa ¢ MyTaluusIMU, TIPOSIBJISIIOIIMMU TOMMHAHT-
HO-HeratuBHbI 3(dekT, uto cocrasiser 0,6%. [IBa pebEHKa
MMEIOT BPOXIEHHOE IBYCTOPOHHEE HapyleHue cayxa [V creneHu
6e3 Mpr3HAKOB 3a00JieBaHUs APYTUX OPTraHOB U SIBJISIIOTCSI HOCH-
TeasiMmu Mmytauuu p.Argl84Gln (R184Q) B reTepo3UroTHOM COCTO-
SHUW. Y IBYX OPYTHX AeTeil oOHapyxeHa myTauus p.Asp5S0Asn
(D50N) B reTepo3MroTHOM COCTOSTHUM, KOTOPasi BbI3bIBACT pa3Bu-
THE CUHApOMaA Kepatuta-uxtuosa-riayxotsl (KID-syndrome). ITo-
MUMO BPOXIEHHON NBYCTOPOHHEN CEHCOHEBPAJbHOU TYrOyXOCTH
y JeTeil BbIsSIBIIEHA CYXOCTb KOXU, IPU3HAKK TMIIepKepaTo3a 1 Tv-
notpuxo3a. [1pu cemeiiHOM aHajiuM3e BO BCEX CJIydyasiX BbIsIBJIeHA
BepTHUKaJIbHAsI Mepeava 3aboseBanust. TUIT HACIeIOBAaHUST U CUH-
npomaibHasi popMa TYrOyXOoCTH ObUIM BBISIBJIEHBI HAa dTare MoJje-
KYJISIPHO-T€HETUYECKOTO MCCIACIOBAHUS, 4YTO JE€MOHCTPUPYET
BaXXHOCTb JJAHHOTO MccaenoBaHus wist auddepeHunanbHon qua-
THOCTUKM KaK HECUHAPOMAJIbHBIX, TAK U HEKOTOPBIX CHHIPOMAJIb-
HbIX (HOPM HapyLICHUS CIyxa.

Nnenrndnkanmsa npuaaHbI 32001€BaHAS
B 00JIBIIOI ceMbe ¢ mo3aHel A/l MbImevHoi
auctpodueii merogom NGS

Iloasakoe A.B., Poixckosa O.11., /ladaau E.JI

DOI'BHY «MTHIl», Mockea, ya. Mockeopeuve 0.1
oxana-ryz@rambler.ru

Mbiieunsie auctpoduu (M]I) — rpymnmna 3abo1eBaHUii, Xapak-
TepU3YIOLIAsICsl TIPOrPECCUPYIOLIE MbILIEYHOI C1a00CTbIO U Jere-
HepallMeil cKeJeTHOM MycKyaaTypbl. Ha ceromHs m3BecTHO Oouee
50 paznuuHbIX (opM, OOJblIAs YacThb KOTOPBIX HACJEAyeTcsl 1o
ayTOCOMHO-PELECCUBHOMY M X-CLIETUIEHHOMY THUITYy. AyTOCOM-
Ho-nomuHaHTHBIE (AJ]) popMmbl coctasnstior 10—15% ot Bcex M/I
U, B OOJIBILIMHCTBE CJIy4yaeB, XapaKTepu3yloTcsl 6ojiee MO3IHUM Ha-
yajioM U OoJiee JIETKOM TSKeCThio TedeHus1. [lo cux mop MpuMepHO
st mojoBuHbl AIl ¢opm MJI He ycTaHOBJIEH TeH, 00yCI0OBIMBAIO-
Ui pa3BUTHE 3a00JIeBaHUS.

B 2011 r. 6bu10 npoBeaeHo obcnenoBaHue cembu ¢ MJL BKITIO-
vajouieir 80 4vesn. B IIECTH TMOKOJEHMsX. JIeBATHaALATh U3 HUX
YMEpJIM paHee, O TBOUX He ObUIO JaHHBIX U 4 MOJIOXKE BO3pacTa Ma-
Hudecrtaumuu. JInarHo3 ObLT MOATBEPXKICH Y 8 YJIEHOB CEMbU, CO
CJIOB POJICTBEHHUKOB Y LIECTH YMEPIIUX TakKe OBUIM TTPOSIBICHUS
M. Ilpu manbHeiiiieM OMOXMMMUYECKOM WCCIECIOBAHUM YPOBHSI
K®K 0bu11 BbIsiBIEHBI e111€ 4 60bHBIX. 3a00seBaHre MaHUbECTH -
POBaJIO BO BTOPOM — TpeTheil eKane U XapaKTepu30BaloCh 10CTa-
TOYHO MSITKUM TedeHueM. HBaauau3amus HacTynaaa Ha 6—7 f1e-
Kane xusHu. [1pu aHaau3e poaoCIOBHOM ObUT ycTaHOBICH Al THIT
HacJleoBaHusI.

MeTo10M aBTOMATHYECKOTO CEKBEHUPOBaHUSI ObLIO TPOBEIECHO
HccIe0BaHre KOIMPYIOIIMX TocienoBaTeabHocTelt TeHoB LMNA
A/C, CAV3, TTID, npuBoasiuux K no3nHumM popmam A1 M/1. My-
Taluii OOHapyXeHO He ObLIO.

B 2014 r. AHK 4eTbipéx O0JbHBIX MCCIEIOBaHA B IBYX pa3jivy-
HBIX OpraHu3anusx (mo 2 oopasia) METOAOM MOJTHOTEHOMHOIO CEK-
BeHupoBanusi (NGS). B pesynbrare paboThl y Kaxk10ro U3 npodaH-
JIOB ObLIM HAMICHbI MPEANOJOXKUTETbHO 3HAUMMbIE MYTALIMU B Ie-
Hax COL6A3, NEB, TTN, ITGA7, RYRI. OnHako Tipu cpaBHEHUU
BCEX MOJYYEHHbIX 3aKJIIOYEHU HU OHOI 00l11ieii 3aMeHbI BbISIBIIC-
HO HE ObLIO.

Hamu ObutM 3aHOBO TMPOAHAIM3MPOBAHBI MCXOIHBIE TaHHbBIE
NGS s Bcex 6ombHbIX. BoigBieHbl mo 1,2—1,3 MIH pa3auyHbIX
M3MEHEHUI y Kaxaoro, B 6osee yem 20 Thicsiuax reHoB. B obnactu
9K30Ma KOJIMYECTBO M3MEHEHUN cocTapisiio 20—24 Teic. Ha Mauu-
eHTa. JlanbHelnit aHaIu3 MPOBOAMIICS TOJBKO ISl 3aMEH € J0Jei
«myTaHTHOro» amiens </ = 0,005 u HeonucCaHHbIX HM3MEHEHWH,
BCTPETUBLIMXCS B TETEPO3UTOTHOM COCTOSIHMM. VX KoJmuyecTBO Ba-
pbuposaio ot 805 1o 1202. CpaBHUB BceX MaLIMEHTOB, ObLIO OOHAPY-
3KeHO 64 o01Me 3aMeHbI B 18 pa3iMyHbIX TeHaX, He CXOAHBIX ¢ OOHA-
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

pyXXeHHbIMU paHee. Ha OCHOBe TaHHBIX JIUTEPATYPhl OTOOPAHbI 6 3a-
MeH B IISITU TeHaX, [UIS KOTOPBIX MPOBOAUTCS JaIbHEIIee UCCIIen0-
BaHUe.

Oco0eHHOCTH KIMHUYECKAX MPOSBICHHI

y 0oabHbix CMA, 00yc/I0BIEHHO#M
TOYKOBbIMH MYTAIUAMHU

B KOMNAYH/I-TE€TEPO3UTOTHOM COCTOSTHHI

¢ nenenueii 3k30H0B 7 u/umm 8 rena SMN1

Iloasxoe A.B.1, 3a6nenxoea B.B.1, Apmemvesa C.B.2,
Pyoenckaa I E.1, Jladasu E.JI.7

I @IBHY «MTHII>;

115478, Poccus, Mockea, ya. Mockeopeuve, 0. 1,
V_Zabnenkova@dnalab.ru

20CII «<HUKH» TBOY BI1O «PHUMY um. H.U. [Tupoeoeéa» Mun3o-
pasa Poccuu;

125412, Poccus, Mockea, ya. Tardomckas, 0. 2

[IpokcuMarbHas cnMHaIbHAST MbllieyHass atpodus (CMA)
[—IV tuna — omHo M3 Hambojee pacIpOCTPAaHEHHBIX ayTOCOM-
HO-PELECCUBHBIX 3a00JIeBaHMIA, XapaKTepU3YIOLUXCS B OOJIbLINH-
CTBE CJIy4yaeB TSDKENBIM WHBATMIU3UPYIOIIMM TeueHueM. K Bo3-
HUKHOBEHUIO MpoKcuManbHOii CMA mpuBOAST MyTallMK B TeJO-
MepHoit koruu reHa SMN (SMN1). OCHOBHBIM TUIIOM MYTallMii
B 9TOM TeHE SIBIISIIOTCS eIl 9K30HOB 7 U/UIK 8, KOTOPbIE BbI-
siByieHbl Y 95% GobHBIX. OcTanbHble 5% OONBHBIX UMEIOT JENEIIUI0
B OJHOM Kornuu reHa SMN1 v TOYKOBYIO MyTallMIO B IPYTOil B KOM-
MayHI-TeTePO3UTOTHOM COCTOSTHMU. Hamu mpenctaBieHbl KIMHU-
KO-TEHETHUYECKME XapaKTePUCTUKN BOCbBMHU OOJIbHBIX MPOKCHMAJIb-
Hoit CMA I—III TumoB, uMeIOINX Majble MyTauuu B reHe SMN 1
B KOMITayH/1-T€TePO3UTOTHOM COCTOSIHUM C iesieliueii 7 u/uim 8 ak-
30HOB (Tabnuia).

Anayn3 HauOoJee YaCTO BCTPEYAIOIMIMXCSA MYTAIMiA
B ree CFTR y 60IbHBIX MYKOBHCIH/IO30M
U3 pa3amyHbix pernoHos Poccun

Iloasxoe A.B.1, Cmenanoea A.A., Kpacoscxuii C.A.?

I @T'BHY «MTHI]», Mocksa
2 @I'BY HUH nynsmononoeuu ®MBA Poccuu, Mockea, Poccus

MykoBuctmno3 (MB) (kucTo3Hblil (GUOPO3 MOMKETyTOTHOM
JKeJie3bl) — TSDKENOe ayTOCOMHO-pPelleCCMBHOE 3a00JieBaHUE, BbI-

3pIBaeMoe MyTaLusiMu B reHe CFTR (TpaHCMeMOpaHHbBIN PETyIsiTop
MyKoBHcIIMao3a). Ha ceromusiminumii nenb B reHe CFTR ommcaHo
6osiee 1900 myTarmii.

[Mposeneno uccnenoBanue JJHK 6oapHbix MB U3 pasnuuHbIx
pernoHoB Poccum Uit OlleHKM 4acTOTHI BCTpevyaeMocTd 19 myra-
umit: CFTRdele2,3(21kb), F508del, 1507del, 1677delTA, 2143delT,
2184insA, 394delTT, 3821delT, LI138ins, 604insA, 3944delTG,
G542X, W1282X, N1303K, R334W u 3849+10kbC>T, S1196X,
621+1g>t, E92K rena CFTR, siBisioluxcst HauboJjiee YacTbIMU Ha
tepputopun Poccuiickoit Penepau, 1 onpeneneHus pacyE€THOIM
YacToThl MyKoBucIMao3a B PM. JInst aHamm3a ObLTN MOTyYeHBI 00-
pasiiel KpoBU OT 1175 HEPOACTBEHHBIX OOJBHBIX C BXOMSIINM JMa-
rHo30M MB 13 paznuuHbIX pernoHoB Poccru, HarpaBiieHHbIC B Jia-
6oparoputo JIHK-aunarnoctuku @TBHY MI'HLI s noarsepxie-
HUS TUaTHO3a.

B xone onpeneneHus: MOMYJISLMOHHON YAaCTOThI HOCUTEIbCTBA
19 mytaumii B reHe CFTR O6bUT0 BBISIBJIEHO 29 TETEPO3UTOTHBIX HO-
cutenst cpeau 922 obpasuos JAHK nonynsumroHHoii Beioopku. Yac-
Tota HocuTenbeTBa Mytauuu F508del cocraBuia 1 Ha 71 ven. (1,4%
(0,63—2,19%, nipu 95%11)). Yacrota HOCUTEILCTBA XOTS ObI O/~
HOl u3 19 mccnenyeMbix mytanuii coctaBuia 1 Ha 32 yen. (3,15%
(2,12—4,29% npu 95%1N)).

ITpu anammze JJHK 1175 HepomcTBeHHBIX 00JbHBIX MB 0bL10
BbisiBIeHO 17 u3 19 uccnenyembix myrtauuii. Haubosnee yacrast my-
tauust F508del BcTpeTmiach B MccienyeMoi BIOOpke Ha 425 Xpo-
mocomax. Mytauuu [507del n 3944delGT He BcTpeTunMch HU Ha
OIIHOM M3 XpOMOCOM. ¥ 269 OONBHBIX MyTalluU ObLIY BBISBICHBI Ha
00enx xpomocoMax, y 139 GosbHBIX Ha OJHOI Xpomocome. Y 767
o0ceryeMbIX He ObUTO BBISIBACHO HM OIHOM MyTauuu. st onpesie-
JIEHUs peajibHOro yncia 6oapHbIXx M B B riccnenyemoii BBIOOpKe MBI
HCIOJIb30BAJIM 3HAYEHHUST YaCTOT BBISIBJICHHBIX TEHOTHUIIOB IO MyTa-
mnu F508del. Micxomst 3 TOro, 4To HabI0gaeMoe COOTHOLLIEHHE Te-
HOTHUITOB JOJIKHO COOTBETCTBOBAThH OTHOILIEHUIO Xapau— BaitHoep-
ra, GbUIO pacCUYMTAHO OblIIee KOMMuecTBO 60bHBIX MB — 386 ver.,
a 'y octaBiuxcs 789 o0cnenoBaHHbBIX TOBpexaeHus B rene CFTR He
SIBJISTFOTCST TIPUYMHOM 3a00JIeBaHUs.

Takum oGpazom, ompezaejieHa cymMMapHas MHGOPMATUBHOCTb
cuctembl peructpaiu 19 yacteix Mmytauuii B rene CFTR — 85% u
aJlJIeIbHbIE YaCTOThI MCCJICAYEMbIX MYyTallMii: TPU MyTallMu BCTpe-
TUJIMCH ¢ yactotoi 6osee 5% (F508del — 53,98%, E92K — 6,47%,
CFTRdele2,3(21kb) — 5,35%), ocTanbHble MyTallud BCTPETUIUCH
¢ yacroroii ot 0,13% no 3,0%. Y 6onbubix MB uatie Bcero HaoGmo-
nancst reHotun — mytauus FS508del B roMO3MIOTHOM COCTOSIHUM.
Bropoii mo yactote reHOTHUIT y 00IbHBIX MB ¢ IBYMs BEISIBICHHBI-
MM MyTalusiMu oka3zajcs reHotun — myTauuu F508del u CFTRde-

KnuHuko-reHeTuyeckas xapakrepuctmka o6cnenoBaHHbiX 60nbHbIXx CMA

®.1.0. 3-4 M-B L-ko ®-Ha -aun I-ey, H-Ba C-oB
Tun CMA | | | | | | n n
Mytaums (del 7-8 + minor mut) c.43C>T c.824G>C c.836G>T c.824G>C c.835-2A>T c.815A>G ¢.684dupA c.821C>T

(p.GIn15X) | (p.Gly275Ala) | (p.Gly279Val) | (p.Gly275Ala) (p.Tyr272Cys) (p.Thr274lle)

Mon M M M X M M XK M
Bospact Havana (mec.) 0 0 0 4 4 0 12 36
Bospact ocmoTpa (mec.) 4 46 20 oH. 108 6 1 84 444
MbILLeyHas runoToHus + + + + + + + +
'vno/apednekcns ¢ pyk + + + + + + + +
['mno/apednekcns ¢ Hor + + + + + + + +
Tpemop nanbueB KucTen + —+ + + + + _ +
Tpemop a3blka + + + — + + _ +
KoHTpakTypa KoNeHHbIX CycTaBoB — + + + + + _ +
KoHTpakTypa roneHoCTONHbIX CyCTaBOB — + + — — — _ _
KoHTpakTypa f10KTeBbIX CYCTaBOB — — — — + + _ +
[bixaTenbHas HeLOCTaTOYHOCTb + + + — + + _ _
K®K (en/n) 190 70 53 139 93 125 186 186
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le2,3 B KOMIAayHA-TeTePO3UTOTHOM COCTOSIHMM, TOTIa KaK FeHOTHUIT
— wmytamust F508del B KkoMIayHI-reTepoO3UroTHOM CO BTOPOM IO
yactote Mytaumeit E92K, okazaicsi TpeTbuM 10 YacTore.

C yuérom MHGOPMATUBHOCTU MCCieNOBaHUS Torcka 19 myra-
uuit B reHe CFTR 'y 6onbHbIX MB — momnynsiuronHast yactora MB
cocrapisieT 1 Ha 26 yen., a pacuérHast yactora MB — 1 Ha 2704 Ho-
BOPOXIEHHBIX.

AyTtocomHO-peneccuBHbie (opMBI B BHIOOPKE JeBOYEK
C HaAnmpaBJIAKOIIHUM THATHO30M
«Mpbimeynas muctpodus lromenna/bekkepa»

Iloasaxosa JI.A., Poickoea O.11., 3abnenkoea B.B.,
Jlozunoea A.H., Komaposa H.B., Iloaaxoe A.B.

OIBHY «MTHIl», Mockea
oxana-ryz@rambler.ru

MpliieuyHble AUCTpOGUM — TPyINa TeHeTUYeCKUX 3a0ojeBa-
HUI, BKTIOYaromass okojo 50 pa3nuyHbIX 3a0ojieBaHUil, 00be-
JUHEHHBIX OOLIMM ISl BCEX KIMHUYECKUM CUMIITOMOM: T€HepaIv-
30BaHHOI TIpOrpeccupylolieil aTpodueil CKeIeTHbIX MBI MbI-
mweyHast auctpodus dromenHa (MJIJ1) — camoe yactoe 3abojieBa-
HUE CPeIH BCeX MBIIIEUHBIX aucTpoduii. BctpeuaeTest ¢ yactoToii |
Ha 3—3,5 ThIC. HOBOPOXAEHHBIX MaJTbYMKOB.

[TosicHO-KOHeUHOCTHBIE MblleuHble auctpobun (ITKMI) —
oOLIMpHAsT TPyMMa OTJAMYHBIX OT APYTMX MBIILEYHBIX AUCTpoduii
3aboseBaHuil. KIMHMYECKM OHU XapaKTepu3yloTcs MOpaxeHUueM
MPOKCUMAJIbHBIX YacTeil BEPXHUX U HMXKHUX KOHeuHocTeit. YacTo-
Ta 3a00JIeBAEMOCTH TMOSICHO-KOHEYHOCTHBIMU MBIIIIEYHBIMUA TUCT-
podusiMM ¢ ayTOCOMHBIM THUIIOM HACJIEIOBAHMSI COCTaBISIET
1 : 10 000 yen. Ipu sTOoM Ha momo peueccuBHbIx dopm [TKM/]
npuxonurcs 85%.

Knaunuueckue nposisienus M u AP dopm TTKM/I oueHb
CXOXH, YTO MOXKET MPUBOIUTH K OLIMOKAM IMPU MOCTAHOBKE KJIU-
HMYECKOro JIMarHosa.

Mpeimeunast auctpodust dromenHa (drwomenHa/bekkepa) —
perieccuBHOE 3a00JieBaHUE, CLETUIEHHOE C TMOJIOBOW X-XpOMOCO-
Moii. OObIYHO 3a00J1€BaHUE MPOSIBISIETCS] Y My>KunMH. Ho BO3MOX-
HbI TPU T€HETUYECKMX BapuaHTa, KOTAa JIeBOYKa, MMEs MYyTallMio
B OfHOW konuu reHa DMD, 6ynet He HOCUTEIbHULIEH JAHHOTO 3a-
OosieBaHUsI, a OOJBHOM: HAJIM4YKE TOJHON MM MO3auvYHON (hopm
cunapoma Illepemesckoro—TepHepa (XO); HecbamaHCUpOBaHHAS
JlailoHU3anus X-XpOMOCOMBI 03 MyTalliu; MyTalusi de novo B TeHE
IUCTPO(UHA BO BTOPOM KOMUU X-XPOMOCOMBI.

B pesynbraTe uccaenoBaHus reHOB IUCTPOGUHA, CAPKOTIMKA-
HOB, a Takke CAPN3, FKRP v SMNcy 38 neBouek ¢ HarpasJsiio-
UMM AMarHo30M «muoducmpoghus JAowenna/bexkepa» 6b110 TOKa-
3aHO YTO: HU y OHOM AeBouku ¢ M/IJI/MJIb nuarHo3 Ha MOJIeKy-
JISIPHO-TEHETUYECKOM YPOBHE HE MOATBEPAMICS (MyTallUM B TeHE
DMD nHe oGHapyxXeHbl), TPUMEPHO B TOJOBUHE ciyyaeB (44,8%)
o6HapyxeHbl mytauuu B reHax AP [TKMJI. Jonu 3a6osneBaHumii
pacnpenenuauch ciaeaywoinum odpazom: [NKMI2D (SGCA) —
13,2%, IKMA21 (FKRP) — 13,2%, IKMA2A (CAPN3) — 13,2%,
NKMI2E (SGCB) — 2,6%, CMA (SMNc) — 2,6%. B 33,3% cny-
yaeB ¢ HEpaBHOW JaiioHM3anKeir X XpOMOCOMBI MOATBEPXKIAEHb
AP dopmbl [TKMJI, uto moka3biBaeT, YTO JaHHBIM METOI HE MO-
JKET SIBJISITHCSI TIONTBEPXKAAIIUM i auarHoctuku MJJ1/MbB
y JeBOYEK.

B pesynbTate paGoThl ObLT MPEMTOXKEH aITOPUTM MOJIEKYJISIp-
HO-T€HETUYECKOM TUAarHOCTUKK JE€BOYECK C KIMHUUECKUM TMarHo-
3om MJIB/MJI.

Bansinue MeHomay3bl Ha 1€TePMUHHAPOBAHHOCTD
(heHOTHIINYECKUX MPU3HAKOB

Iloasxosa H.B.12, Tiomos O.C.52, Jlewes JI. B,

Tiomoe A.C.12, ITakun B.C.1, XKyxosa E.A.1,
Hacvixoea 10.4.1, Aceee M.B.1

I @IBHY «HUH ATuP um. J1.0. Omma», Canxm-Ilemepbype, Mendene-
eeckan aunus, 0.3;

irena.88@inbox.ru

2 CII6TY, Canxm-Ilemepbype, Yuusepcumemckas nabepexcnas, 7/9

3 CIlo ThY3 «lopodckas 6oavnuya Ned(y, Cankm-Tlemepoype, 2.Cecm-
popeuk, ya. bopucosa, 0. 9

4 CIIoI1Y, Canxm-Ilemepbype, ITorumexnuueckas, 29.

M3BecTHO, YTO pa3IMyYHbIi YPOBEHbB JIMITUIOB B KPOBU aCCOIIM-
upoBaH ¢ noaumopdusmMoM JJHK 1 3aBUCUT OT neiicTBUST (haKTOPOB
BHelIHel cpenbl. Pemraioniee BiusiHue Ha (GU3MOIOTMYECKUE U
OMoXMMMUYECKHEe TOKa3aTeld Yy KEHIIMH OKa3blBaeT MeHOoIays3a.
Y XEHIIMH 4acTo OTMEYAlOTCsl CHMXKEHHBIE IMoKa3aTesJnd OOLIero
xonectepuna (OX), TUIONPOTEMHOB HU3KOM mmoTHocty (JITTHIT),
HU3KUI YpOBEHb XOJIECTEPUHA JIMTIONPOTEMHOB BBICOKOM TUTOTHO-
ctu (JITIBIT). IMpoBenén ananus accoumauuu noiuMopdusma re-
HOB MeTabomm3Ma JunuaoB ¢ ypoBusmu OX, JITTHII, JITIBIT u
JITTIOHIT y XeHUIMH [0 U TIOc/e MEHOMay3bl C LeJbI0 pa3padboTKu
0011eil MOIeTI CTAaHOBJICHUS 3TUX (DEHOTUNMMUYECKUX MPU3HAKOB.
HccnenoBaHust mpoBeneHbl Ha 2X Tpymnax xeHinH Cesepo-3ana-
Horo pernoHa Poccuu (273 u 213 yenosek) B Bo3pacte oT 19 no 79
JieT. Y Bcex KeHIMH 1npoBeiéH aHaiu3 XC CbIBOPOTKM KPOBHU U €T0
komiiekcos ¢TI, JIIIBII, JIIHII, JIIOHII. Meromom
[TUP-TTIP® anann3a n3ydeHbl ajliesibHbIe BApMAaHThI (PYHKIIMOHA-
JIbHO 3HAUMMBIX TMOJUMOP(HBIX caiiToB 13 reHoB Merabonu3ma:
LPL (Rs 328), LIPC (Rs 1800588), ABCAI (Rs 3890182), FAD
(Rs 174570), LIPE (Rs 34845087), PPARG (Rs 1501282), GHS-R (Rs
572169), TFAP2B (Rs 987237), LPINI (Rs 2716609), JAZFI (Rs
849140), ApoAl (Rs 4938303), ApoB (Rs 6754295), ApoE (Rs 429358,
Rs 7412). B obenx BhIOOpKaxX yCTaHOBJICHA HecydailHasl accolya-
ums copepxanus OX u ero MeTaboIUTOB C aJUIEIbHBIMU BapUaHTa-
mu 11 renoB LPL, LIPC, ABCAI, FAD, LIPE, PPARG, GHS-R,
TFAP2B, LPIN1, JAZF1, ApoA 1. Pa3paboTaHbl MOJeIH, TTO3BOJISIO-
1IMe MPOBOAMTDL MEPBUYHYIO OIICHKY M3YYEHHBIX OMOXMMUYECKHUX
apamMeTpoB C MOMOIIIBIO TECTUPOBAHUS COOTBETCTBYIOIINX TE€HETHU -
YeCKMX MapKEpoB sl 0benx BbIOopoK. [IpoBeneHo cpaBHEHME MO-
niesiell Ha OCHOBE CKOPPEKTHPOBAHHOTO KO3Gh(UIIMEHTa 1eTepMU-
Hammu (adjusted R2). 3HaueHMe CKOPPEKTUPOBAaHHOTO KO3DhUIIN-
eHta netepmuHauuu (adjusted R-squared) Bblllie 1o BceM M3ydae-
MBIM ITapaMeTpaM B TPYIIIe KEHIIWH ITOCJie MEHOIIay3bl 10 CpaBHe-
HUIO C TPYMIOii 10 MeHomay3bl. [losydyeHHbIe pe3yibTaThl 10Ka3bl-
BalOT HecyJyaiiHylo accouManuio ypoBHst OX U JIMMUAHOTO 0OMeHa
C aJuleIbHBIMU BapuaHTamMu 11 M3y4yeHHBIX T€HOB.

ITomamopgusmbl renoB TLRs
| PACKH Pa3BUTHSA HH(EKIHMOHHOTO SHIOKAPIUTA

ITlonacenxo A.B., Xymopnas M.B., Kymuxun A.I.

Dedepanvroe eocyoapcmeentoe 0100NCemHoe HAYYHOE YupexcoeHue
«Hayuno-uccaedosamenvciuii uncmumym KoMnAeKCHbIX npobaem cep-
deyHo-cocyoucmouix 3a601e6anuLl»,

Poccus, e.Kemeposo, ya.Cochosbiii 6yaveap, 6

e-mail: ponasenkoav@yandex.ru

Toll-mono6nsbIe penienitopsl (Toll-like receptors — TLRs) sBisi-
10TCsl KITIoueBbIMM 3¢ heKTopaMu BPOXKIEHHOTO UMMYHHUTETA, UT-
past BaXXHYIO pOJib B pacro3HaBaHUM MH(EKIIMOHHBIX areHTOB. B TO
JKe BpeMsI B ITaToreHe3 MHGeKIMoHHOro 3HaoKapauTa (MD) Boie-
YyeHbl OakTepueMusi, TpaBMa HIOKapAa U U3MEHEHUEe UMMYHHOTO
pearvpoBaHusi. ChenaHo TPENNoOXeHUe, YTO HAcJeACTBEHHbIE
MEXUHAMBUAYAIbHBIE PA3TMYUs CTPYKTYPbl 7L RS MOTYT BIMSThH Ha
BOCIPUMMYMBOCTb K OaKTepUaJIbHBIM areHTaM W SIBJISITbCS I'€Ha-
Mu-kaHaugatamu 1UD.

JUnist MoATBEPKAEHMSI TUIIOTE3bl Mbl MPOAHATM3MPOBAIU pac-
npeaeJeHre TeHOTUNOB M ajieneil 8§ moauMopdu3MoB 4 TeHOB:
TLRI (rs5743551, 1s5743611), TLR2 (rs3804099, rs5743708),
TLR4 (14986790, rs4986791), TLR6 (13775073, rs5743810). OmnbIT-
Hylo rpyniy coctapuin 110 6onbHbIx M3, npuHamiexammx K pyc-
ckomy aTHocy. KoHTpoabHas rpynna chopmupoBaHa u3 300 acum-
MTOMATUYHbBIX 3[0POBLIX JTOHOPOB KPOBM 0€3 UCTOpUM Ccepley-
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HO-COCYIUCTBIX M ayTOMMMYHHBIX 3a00JieBaHMii, 0e3 OCHOBHBIX
(akTOpOB prcKa pa3BUTHSI UILIEMUYECKUX COOBITUI, a TAKXKE COTIO-
CTaBMMBIX C OIBITHOW TPYMIONA MO MOJy, BO3pacTy U 3THUYECKOM
MPUHAIIEKHOCTH. Bce ydacTHUKM MCCIeI0BaHMS TMOXMUBAIOT Ha
Tepputopun 3ananHoit Cubupu. ['eHOTHUNMpPOBaHUE TTPOBOIMIOCH
B 96-myHOYHOM (hopmate MeTOaOM autenb-creruduunoit TTLP
B peajbHOM BpeMeHU. CTaTUCTUUYECKUIT aHAIU3 Pe3y/IbTaToOB reHO-
TUIUPOBAHUSI IIPOBOAMIICS ITOCPEACTBOM mporpaMMbl SNPStats.

Onpenenena accoumauusi reHoruna C/C  nomumopdusma
1s3775073 TLR6 co cHikeHueM puicka passutust MO (O = 0,51,
95%1U = 0,26-0,97; p = 0,032) 1o perLieCCUBHON MOJIEIN HACIEN0-
BaHUs. pyrux CTaTUCTUYECKM 3HAUYMMBIX aCCOLMALIMI MEXIY MC-
cJ1eIoBaHHBIMU HaMu nionuMopdu3mamu reHoB TLRs ¢ UD He BbI-
siBeHo. Takke He ObLIO HalIeHO CTaTMCTMUYECKU 3HAYMMBIX pa3-
JIMYUI TIpU CTpaTU(UKALIMKA OIBITHOW Y KOHTPOJBHOW TPYIIT IO
TeHAEPHBIM M BO3PACTHBIM MOATPYIINaM, a TAKXe TMPU CPaBHEHUU
YacTOT TaIUIOTUTIOB B OTIBITHOM M KOHTPOJIBHOM TpPyIITax.

BbisiBiIeHO, 4TO HACIEACTBEHHBIE MEXUHANBUIYaIbHBIE PA3JIU-
4usi B CTPYKType reHOB cucteMbl TLRS ornpenenstor pucku pa3su-
st UD. OnHAKO OKOHYATEIbHBIE Pe3YIbTAThI €Il He MOTyJYeHBl 1
HEO0OXOIMMO MPOBENEHUE AATBHEUIINX UCCIIEI0BAaHUI MO OMpe/ie-
JICHUIO BKJIaAa IMOJMMOP(U3MOB reHOB BPOXIEHHOTO MMMYHUTETA
B pazutuu UD.

Anamm3 craryca metmumpoBanus LINE-1 nosropos
B mupkyaupywomux JIHK kpoBu B MOHMTOpHHTE
pakKa JIérkoro

Ilonomapeea A.A.13, Puxosa E.IO.?, Yepovinuyeea H.B.14,
Bonoape A.A.2, Jlo6podees A.10.1, 3aevaioe A.A.l, Tysuxoe
C.A.1, Mepkyaosa T.H.°, Baacos B.B.2, Jlaxmuonos II.11.2

! Tomckuti HUH ouxonoeuu, Tomck, Poccus
2 UXEDOM CO PAH, Hosocubupck, Poccus
3 Ty, Tomck, Poccus

4 TTY, Tomck, Poccus

S UIlul' CO PAH, Hoeocubupck, Poccus

Ananmus ¢parmeHToB JIHK, xapakTepHBbIX 115 OIyXOJIu, B IIUP-
kymupytonmx JHK xpou (upAHK) siBisieTcst mepcrieKTUBHBIM
HarpaBJeHUeM pa3pabOTKKU METOIOB JUIsl HEMHBA3UBHOW IUArHOC-
TUKM M MOHUTOpMHIa paka Ji€rkoro. B Hacrosiuieir pabore ObL1
MPOBENEH CPAaBHUTENIbHBIN aHAIN3 YPOBHS METUJIMPOBAHUS PETPO-
TpaHcno30HoB cemeiictBa LINE-1 B ump/IHK kpoBu 21 6onbpHOTO
pakoMm sérkoro (PJI) mo nedeHus m 23 310pOBBIX JIOHOPOB.
HupAHK Boigensiu u3 mia3msl 1 ¢pakuuu mupAHK, cazanHoit
C MOBEPXHOCTHIO Ki1eToK Kposu (ckmn-uuplHK), koropyio nosyya-
JIM TIOCJIeIOBAaTEIbHOI 00pabOoTKOI KiIeTOK hochaTHbIM Oydhepom
U pacTBOpoM TpuricuHa. KoHUEHTpalnio MeTUJIMPOBAHHbBIX (par-
meHToB LINE-1 paiiona 1 (LINE met) onpenensiin METOIOM KOJIM-
yecTBeHHOI MeTtmi-crienuduunoit [P ¢ ucnons3oBanuem Taq-
Man 3oHna. 1151 HOpMUPOBAHMS JTAHHBIX 110 METUIMPOBAHUIO OLIE-
HUBaIM KOHUeHTpauuio Bcex (parmentoB LINE-1 paiiona 2
(LINE Ind) metomom konuuectBeHHoi ITLIP ¢ kpacutenem EvaG-
reen. BblsiBieHa TeHAEHLMSI CHUXEHUS KOHUEHTPALUU METUIUPO-
BaHHBIX (hparmeHTOB LINE met (B 1,4 pa3a) B CBsI3aHHOI ¢ KJIeTKa-
mu pakunn unpAHK kposu y GonbHbix PJI (kpurepuit Man-
Ha—YutHu, p = 0,16). Okazanocsk, 4to B rpyiie 60abHbIX PJI KOH-
neHtpauust Bcex ¢parmeHToB LINE Ind, kotopast He 3aBucHUT OT
cTatyca MeTWJIMPOBAHUSI, HYXKE B 3 pa3a OTHOCHUTEIBHO 3M0POBBIX
noHopos. [Toatomy B ckn-uup/IHK kposu npu PJI B7Mecte ¢ oxu-
JIaeMbIM CHUXeHreM oOuieit koHueHTpauuu LINE met BoisiBieHO
HEOXUIAHHOE YBEJMYEHUE MX OTHOCHUTESbHON KOHLEHTpALUU
(LINE met/LINE Ind) 3a cuéT 3HaUMTEIbHOTO CHIXEHUSI OOIIETO
koiuyectBa LINE Ind. CornacHo nanubsiM ROC-aHanu3za oleHka
uHaekca wMetwiupoBanusi LINE-1 mosropoB B ckm-ump/IHK
pakiy Mo3BOJNISIET ¢ YYBCTBUTEIBHOCTHIO 78% W crielubUIHO-
ctbio 80% nauarHoctupoBath 60sbHBIX PJI. TloydyeHHbIe pe3ynbra-
Thl TIOATBEPXKAAIOT HALIKM OoJiee paHHUE TaHHBIE O TOM, YTO (pak-

mmst ckn-uupAHK siBasiercsi BbICOKOMH(MOPMATUBHBIM MCTOYHM-
KOM MaTepuaja JJisi TMarHOCTUKK pakKa JIETKOTO.

Paboma noodepucana llpoepammoti hyndamenmansHoix uccaedosanuii
IIpesuduyma PAH «Dyndamenmanvhvie uccredosanus 04s paspadom-
Ku  Ouomeduuyunckux — mexwonsoeutr» — Ha  2014—2016  ee.
(DUMT-2014-208), u 6 pamxax npoecpammol «I[locmoox ¢ TITV».

DK30MHOE CEKBEHHPOBAHHE JIJIsi MOJIEKYJISIPHOI
JMATHOCTHKH HACJIEJCTBEHHOM MOTEPH CIyXa

Ilocyx O.J1.1,2

I Hnemumym yumonoauu u 2enemuru CO PAH, 2. Hoeocubupck, Poccus
2 Hoeocubupckuii HayuoHanbHblil UCcae0o6amensckuii 20Cy0apcmeenHblil
yHueepcumem, e.Hoeocubupck, Poccus

e-mail: posukh@bionet.nsc.ru

IMotepst cmyxa, 0OycC/IOBIEHHAs] CPEIOBbIMU M(WIIM) TeHETHYe-

CKMMU TIPUYMHAMM, 3aTparuBaeT 3HAYMTEIbHYIO YacTh HACEJIeHUSsI,
MPUBOJNUT K MHBIMIHOCTU U CYILIECTBEHHO CHKAET KaueCTBO K13~
HU GosibHBIX. [eHeTnueckre (hopMbI OTEPU CIyXa B HACTOSIIIEE Bpe-
Ms1 He TMOIAI0TCS JIGUEHUIO U OCHOBHBIMU 3aa4aMu SIBJISIIOTCSI pa3-
paboTka Hanbojee 3(PhHEeKTUBHBIX METOIOB MOJICKY/ISIPHOM AMArHOC-
TUKU U TPUHATUE CBOEBPEMEHHBIX MEp COLMATIbHON peadbuiInTaluu
rIyxux Jofeit. [eHeTuuecKnit KOHTPOJIb HanboJIee YacTo BCTpevaio-
LIeiCsT HEeCMHAPOMAJIbHON HEWPOCEHCOPHOM TYrOyXOCTH/TJIyXOThI
(HHT) xapakrepu3syeTcst 9KCTpeMaJIbHO BBEICOKOM reTepOreHHOCTBIO:
yXe u3BecTHO ~140 reHeTMUeCcKKX JIOKYCOB U 6osee 90 reHoB, acco-
muupoBaHHbIX ¢ HHT, uTo 00ycoBIMBaeT CIOXHOCTH pa3pabOTKU
YHUBEPCATbHOM MOJIEKYJISIPHOM TUAarHOCTUKM 3TO matojoruu. To-
JIKO B HEMHOTHX JIA00PATOPUSIX MUPA OCYIIECTBIISIETCS] MOJICKYJISIP-
Hasl IMarHOCTHMKA HECKOJbKMX HamboJjiee 3HAUMMbIX «I€HOB IJIyXO-
Tbl», U BO MHOTMX CJIyJasiX TeHETUYECKUE TIPUUUHBI MTOTEPU CIIyXxa
ocraloTcsl HesicHbIMU. [locnenoBarenbHoe ceKkBeHUpoBaHue 1o CaH-
repy MHOXeCTBa TeHoB, KoHTpommpytomux HHT, BecbMa mpo6iema-
TUYHO B OTHOLUCHMM BPEMEHHBIX M MaTepUaIbHbIX 3aTpar. B mo-
cyieiHee BpeMsl, B KaueCTBe Haubosiee aneKBaTHOM AMarHOCTUYECKOM
METOIOJIOTUH MIPUMEHSIIOTCSI HOBEMIIIME TEXHOJOTMU CEKBEHUPOBa-
Hus JIHK, Bkiiouast 5K30MHOE CeKBEHUPOBaHKE, KOTOPBIE MTO3BOJISI-
10T HE TOJIbKO BBISIBJISITH OMMCAHHBIE paHee MU HOBbIE MYTAallUU B YKe
M3BECTHBIX «T€HAaX IJTyXOThI», HO M OCYLIECTBJISITh MOUCK HOBBIX Ie-
HOB, aCCOLMMPOBAHHBIX C MATOJOrUei ciyxoBoil dhyHkuuu. Kpome
TOTO, pa3paboTaHbl OMpPeAeNIEHHbIE TTOAXOIbI (CTPATETUH), TO3BOJISI-
foue Haubosee 3(hHOEKTUBHO BbISBIATH MATONEHETUYECKHUE Bapy-
aHTBI AaHAJIM3UPYEMBIX MTOC/IEIOBATEILHOCTEIl T€HOB B 3aBUCMOCTH
OT XapaKTepa Hacjell0OBaHUsl MaTOJOIMU B CEMbE U JOCTYITHOCTH €€
YJIeHOB JUIst 00cienoBaHusi. Briepsbie B Poccun, HalMM KOJUIEKTH -
BOM ObUI UCIOJb30BaH METO[ MOJHOI€HOMHOIO 9K30MHOTO CEKBe-
HupoBaHus (whole exome sequencing, WES) uTo mo3sosimio Bbisi-
BUTb F€HETUYECKUE TMPUUMHBI MOTEPU CIyXa B HECKOJbKMX ayTaii-
ckux ceMbsix (Pecnybmmka Asnrait) ¢ periecCHBHO HaclenyeMoil Tty-
XOTOW HESCHOM 3TUOJIOTUU.
Paboma evinonnena 6 pamkax 6a3068020 0100XHCeMHO20 NPOEKMA
NeVI.58.1.1., npu wacmuunoi unancosoi noddepicke epanma Ne2. 1.
Ipoepammer  Tpesuduyma PAH «Dynoamenmanvhvie ucciedosamus
0451 pazpabomru OUOMEOUYUHCKUX MEXHON0ULD.

Anamm3 3kcnancum TanieMubix CAG- n CCG-noBTopos
npu 0ose3Hu ['€HTHHITOHA B POCCHIACKO# MOMYJISIIAI

Ilpuxoovro JI.A., Abpamoiuesa H.IO.,
Cmenanosa M.C., Kiomnuroe C.A.

DI'BHY «Hayunoui Llenmp Hesponoeuu»,
125367, Mockea, Boaokosamckoe w., 0.50
dmitry2910@gmail.com

bonesnp Tl'entunrrona (BI)) — omHo u3 Hambojee pacmpo-
CTPaHEHHBIX ayTOCOMHO-IOMUHAHTHBIX HepoereHepaTuBHbIX 32a00-
JIEBAHUI, TIPUUMHON PA3BUTUS KOTOPOTO SIBJISIETCS SKCIAHCUS TPU-
HYKJICOTUIHBIX UUTO3UH-aIeHUH-TyaHUHOBBIX (CAG) MOBTOPOB CBbI-
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me 39 kommid B rene HTT (nokyc 4pl16.3). Tlpuiexariuii
K CAG-T1pakTty yyactok CCG-TIOBTOPOB TaKKe SIBIISIETCS TIOTMMOPd-
HBIM U, BO3MOXHO, OKa3bIBaeT BIMsIHUE HAa (DEHOTHIT 3a00JIeBaHMSI.

Lesblo vccenoBanus ObUIO U3yYeHUE CTPYKTYPBI yuacTKa re-
Ha HTT, conepxaiiero mukpocatesuiuTHeie CAG- u CCG-no-
BTODBI, C LIEJbIO OTIPEAeIeHUs KIMHUYECKOW 3HAYUMMOCTHU TOJIHU -
Mopbu3MoB, npuiexauux Kk oonactu CAG-TpakTa.

[TpoBenén aHamm3 obpasioB JHK 355 cuMITOMHBIX GOJIBHBIX
¢ BI' ¥ TOKJIMHMYECKUX HOCUTEJIe TeHa U3 IPYIIIbl PUCKA B BO3PACTe
ot 12 1o 72 ner uz 270 poccuiickux cemeit. TunmpoBaHue KCaHCUKU
TaHaeMHbIX CAG- u CCG-1mtoBTOpoB B reHe H 7T ipoBOAMIOCH METO-
JIOM (hparMeHTHOrO aHaIM3a, NpaiMepbl ObUTH MOJ00PaHbI C TIOMO-
10 porpammbl «Primer3». dnyopeciieHTHO MeueHHbIi [TL[P-mpo-
NYKT aHAJIM3MPOBAIM Ha reHeTnyeckoM aHammzarope ABI Prism 3130
(Applied Biosystems/HITACHI), ucronb3yst pa3mepHbIii CTaHaapT
Liz 500, ¢ nomolupto nporpammHoro obecrieueHust Data Collection
Software v3.0, pe3yabTaThl 00padaTHIBAIM MPY ITOMOIIY ITPOrPaMMBbI
GeneMapper v.4.0 (Applied Biosystems).

KomaectBo CAG-IIOBTOPOB B MyTaHTHEIX XpPOMOCOMAaX BapbU-
posasio B nipenenax ot 37 o 81 (cp. 43,9 £ 4,8). V 318 nauueHToB U
JNOKJIMHUYECKUX HOCHUTENIel MyTaHTHOTO reHa (89,6%) KonmuecTBo
CAG-noBTopoB coctapisiio 40-50. B CCG-Tpakre nipeobianan aj-
nenbHbI BapuaHT ¢ 7 moBtopamu (7,0 £ 0,99), oOHapyxeHHBbII
B 291 o6pasie IHK (81,9%). B «310pOBbIX» XpOMOCOMaX TaKOii aJi-
nenb Betpevanicst B 194 cnyuasix (54,6%), cleayloumm 1Mo 4yacToTe
okasajicsi BapuaHT ¢ 10 rmoBropamu, KOTOPbIN ObLT OOHapyxeH
B 101 o6pasue AHK (28,5%). Takum oGpa3oM, ObUIO BBISIBICHO
3HauuTeNIbHOE HepaBHOBecHoe cueruieHue amienst (CCG)7 ¢ my-
TaHTHBIM TeHOM H7TT B pOCCUIACKO# MOMYJSILIUU, YTO COOTHOCUTCS
C JIAaHHBIMU 3aMaJHOEBPONENCKUX UCClenoBaTeIell 1 MOXET ObITh
00BbsSICHEHO (hakTOM Ipeobjamaoieii pacmpoctpaHéHHocTn BI0
Cpe/iv eBPOIEOUIHOM pachl MO CPABHEHUIO C JIPYTMMU STHUYECKH -
MU TpynmnaMu. BbIsiBIeHO Takke Haluuue OOJIBIIOr0 KOJIUYeCcTBa
MMHOpPHBIX ajuteibHbIX BapuaHToB CCG-monuMopdusmMa: Harnpu-
Mmep, autenb (CCG)10, xapakTepHbIii 1 nauueHToB ¢ BI' B asnat-
CKMX TOIYJISILIMSX, ObLT OOHAPYXKEH B LIECTH Ciydasix. B 1eom Obl-
J10 BBIsIBIIEHO 9 pasnuuHbix BapuaHToB CCG-nomumopdusma (ot 4
10 12 TOBTOPOB), YTO OOBSICHSIETCS 3HAYMTENLHON TeTepOreHHO-
CTbIO POCCUMCKON MOMYJISILIUUA.

Paboma noddepacana epanmom PODPHU Nel3-04-01718A.

IIpo6aemsl penpoxyKuu
M CTPYKTYPHBIE€ AHOMAJIHM XPOMOCOM.
Mo3auusM M0 CTPYKTYPHBIM MEPECTPOMKAM AyTOCOM

IIposoposa M.B.I, Ilanmosa H.I.!, Xumpuxosa JI.E.I,
Ilandaopenxo C.K.!, Kosaseea H.B.?

1 CIl6 I'KY3 «[luacnocmuueckuii yenmp (Meouxo-eenemu4ecikuii)»,
194044, Canxm-Ilemepbype, ya. Toboavckas, 0.5
mvprozorova@mail.ru

2 @QIBY «Hayuno-uccredoeamensckuti demckuil opmoneouseckutl uH-
cmumym um. I'H. Typuepa» Munzopaea Poccuu

Crygan mo3autim3ma (M) 1o CTPYKTYpHOI TIEpecTpoiike Xpo-
MOCOM OYEHb PEKM, TTOITOMY SMUIEMHOJOTHS TAKUX HapyLIeHU
He pa3paboraHa. [IpoGiieMa roHaIHOTO MO3auIIM3Ma YacTo yCyryo-
JISIETCS1 €r0 HEOUEBUIHOCTBIO BCJIEACTBUE OTCYTCTBUSI aHOMAJIbHBIX
KJIETOK B KpoBW. JIMarHocTMKa Mo3auMiM3Ma B KJIETKaX KpoBu 0e3
MOATBEPKICHMSI €ro HaJIM4YMsl B TePMUHATUBHBIX TKaHIX Mpu Oec-
rwionuu (b) m npuBbiyHOM HeBbiHalMBaHuuM (ITH) npeanonaraer
HOCUTEJILCTBO TOHAJHOTO MO3aulM3Ma, Npy 3TOM MHMOpMaLus o
TOM, KTO W3 TIAPTHEPOB SIBJISETCSI HOCUTENIEM, OOJIeTYaeT MeIu-
KO-TeHETMYECKOe KOHCYJIbTHPOBAHUE.

[To naHHBIM LIUTOTEHETUYECKOI JJabopaTopuu MennKo-reHeTH-
YeCcKOro LIeHTpa, cpean 594 myxuunH u ux 590 mapTHEPOB, HAIMpPaB-
JICHHBIX Ha LIMTOT€HETUYECKYIO IMArHOCTUKY 110 ooy b, Hocute-
mu M He obHapyxeHbl. Cpenu 3736 naumentok ¢ ITH u 3390 ux
napTHEPOB OOHAPYXKeHBI ABOe Hocuteseir M.

IMarmenTka I'. 36 net, oOcienoBaHa 1Mo MoBO/IY CIIOHTAHHOTO TTpe-
pBIBaHUS TPEX OepeMeHHOCTell Ha cpokax 12—19 Hen. u 3amepiiieit Oe-
pemenHoct 16—18 nen. Kapuorun 45, XX, der(13;14)[40]/ 46,XX]5].
V mioa OTMEYEHbI TIOPOKKM Pa3BUTHSI.

IMauument H. 30 set, o6cnenonan mo mopomy ITH y skensr. IepBast
OepeMeHHOCTh JBOMHEN 3aBepIlniach Ha 11 Hem. CrioHTaHHBIM abop-
TOM, BTOpast M TPEThsl OEPEMEHHOCTU — CITIOHTAHHBIM abOPTOM Ha 6
nen. Kapuorun narmenra 46,XY,t(6;18)(p10;q10)[23]/46,XY[9]. TTpu
MocJeayolleil 6epeMeHHOCTH Ha cpoke 13— 14 Hel. MapKEpbl XpOMO-
COMHOM TMaToJIOrMK TUtoa He oOHapyxeHbl. OT MpeHaTaJbHOW aura-
THOCTUKM POIUTEM OTKA3aJIUCh.

MertaaHaau3 COOCTBEHHBIX JAHHBIX M JaHHBIX JTUTEPATYPhI MO-
Kazaja, yTo y nmauueHToB ¢ b yactora M mo cOasaHCHpPOBaHHOM
TpaHcnokauuu cocrasiser 0,15%o (5/32782). V nauuenros ¢ [TH
yactota M 1o cbaiaHcHpoBaHHOI nepecTpoiike coctapiser 0,25%o
(9/36148), uto KOoppenupyeT ¢ Gosee BHICOKON YaCTOTOM CTPYKTYp-
HBIX MEPECTPOEK B 3TOUl rpymIe Mo cpaBHEeHUIO ¢ rpymnmnoi ¢ b. M
1Mo HecOaJaHCHPOBAHHOMW TEPECTPONiKe OOHAPYXKEeH y OTHOrO W3
68 930 oOcieoBaHHbIX. DTH IaHHBIE MO3BOJISIIOT MPUOIUUTETBHO
CYIUTh O 4acTOTe OECCUMITOMHBIX HOCHUTEJei M B TMOMYJISILIMU.
M3BecTHO, YTO MpPOOGJIEMbl PEMPOAYKIMKM HUCMBITHIBAOT 15—20%
HaceJieHUsl. 3Hasl JIOJI0 HAceJeHUsl PernpoayKTHBHOTO BO3pacTa
B MCCJIEyeMOii MOMYJISILUY, JOJIIO JIMLL C MPodJeMaMu penpoIyK-
MM M YaCTOTy MCCIEyeMOil XpOMOCOMHOW aHOMAaJWK B 9TOM
rpyrnre, MOXHO IOJYYUTb OCHOBHYIO SMUAEMHUOJOTMYECKYIO Xa-
PaKTEPUCTUKY aHOMAJIMK — TOMYJISLIMOHHYIO YacTOTY.

Hosopoxaénnas ¢ nejnenueil KOpOTKOro rmieya
XpoMOCOMbI 18 W KIMHMKO-PEHTTeHOI0rnYeCcKoi
KAPTHHO# CHHAPOMA KayJAJIbHOI perpeccun

Ilpoxogpvesa A.JI.1, Xumpuwoea JI.E.I, Copoxuna H.C.2,
Tpy6una H.B.2, Copoxuna M.J].?, Ioay6eea M.B.?

I CIITKY3 «Jluaenocmuueckuii yenmp (MeOuko-eeHemuueckuii)»,
Cankm-Ilemepbype, Toboavckas, 5;

petergen @yandex.ru

2 Jlemckas eopodckas 6oavnuya Nel, Canxm-Ilemep6ype, Aéanzapo-
Hasa ya., 14

IIpobann ot 1-it GepeMeHHOCTH, TIepBbIX poaoB B 39—40 Henenb
MyTEM SKCTPEHHOTO KecapeBa CeueHusl, PU POXIECHUM JUTMHA Tesla —
45 cM, mMacca Tena — 2770 T, OKpy>KHOCTb T0JI0BbI — 34 cM. KimmHuue-
CKU: CY>KEHHBIi1 JI00, HU3KOBATO PACTIOIOXEHHbIE YIIHbIE PAKOBUHbI
C KPYIHBIMHU TPUPOCIIMMHU MOUKAMU; TUTIEPIIIa3Ksl BEPXHEH YesIOCTH,
TUIOIUIA3UsT HYDKHEW YeTIOCTH, pacllie/IMHa TBEPIOTO U MSITKOTO HEDA;
3amasilias MEepeHOCULIA; aHOMaJIbHasl JAepMaTorIMGKKa; TMIONIa3ust
CTOI, KAMITONAKTU/IMSI TIEPBOTO Majiblia JIEBOW CTOIbI, MPOKCUMAITb-
HOE PacroJioKeHKe TIePBOro Maiblia ¢ IePeKPhIBAHMEM BTOPOTO Maslb-
11a Ha MPaBoi CTOIe, OOLIMIT KOPeHb BTOPOTO—YeTBEPTOTO MaIbLIEB HA
obeux cronax. HapyxxHbie reHUTaIMu 1o >keHckoMy Tutty. HapyieHnue
(yHKIMM TA30BBIX OPraHoOB (HeynepxkaHue Mo4M U Kasa). [1o naHHbIM
Y3 BHyTpeHHUX OpraHOB: MMHUMAIBHOE OTKPHITOE OBAJIbHOE OKHO,
OTKPBITBIN apTepUasIbHbII MPOTOK; HEOOJbIIAS TeraToMeranusi; Kuc-
TO3HasH IMCIIIa3Ksl TIPaBOii TOYKKM, MOYEKUCIbI HGapKT. [To taHHbBIM
PEHTIeHOJIOMMYECKOTO UCCIIEIOBAHUS: B LLIEHHOM OT/Ie e TO3BOHOYHU-
Ka BBINPSIMJIEH JIOPIO3, UMEETCsl TeHAEHIMsT K Koy, arasus Tena
YeTBEPTOro MO3BOHKA; B IPYIHOM OT/IENE BBIPSIMIEH (hr3nonoruye-
cKuit Knudo3; TopakoIn3alusi TepBoro MosICHUYHOTO MO3BOHKA; B T10-
SICHIYHOM OTziesie umeeTcst KudoTuueckas aedopmaiys Ha YpoBHE
TPEThEr0o—UeTBEPTOrO MO3BOHKOB C 00pa30BaHMEM KIMHOBUIHOCTH;
MMeeTCsl arvia3usi KpecTHOBO-KOMUMKOBOrO OTeNa, COMMXKEeHUe TMOJI-
B3IOLIHBIX KOCTEl C yMEHbILIEHMEM 00bEMa Ta30BOT0 KOJIbLIA; POTALIUS
CeATMIIHON KOCTU CIpaBa; BEPTIY>KHbIE BMAJAMHbI YETKO He audide-
PEHLIMPYIOTCS, YIUIOLIEHBI BEPXHUE Kpasi KPbILLL; MPOSKIIMOHHO MeTa-
(uzapHble rIACTUHBI HEHTPUPYIOTCS HA Y-00pa3Hble XpsILy; alleTady-
nsipHbIi nHAeKe — 10 40°. Tlo manubiM MPT, mmeercst coyeTaHHBII
MOPOK Pa3BUTHSI MO3BOHOYHMKA M CIIMHHOTO MO3Ta: ariasusi KpecTua
M KOIMYMKa, YTONMIIEHWEe TEPMUHAIBHON HUTH C MpU3HaKamMu (hrkca-
MM CIMHHOIO MO3ra; JIMIOMa MO3BOHOYHOro KaHana. Kapuorur:
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

46,XX,del(18)(p11.2). Cnyuaii vHTEpeceH HEOOBIYHBIM COYETAHMEM
JIAHHOM XPOMOCOMHOM aHOMAJTM 1 M3BECTHOTO (DEHOTHIIA, HE CBI3aH-
HBIX IPYT C IPYIOM, IO JAHHBIM JIUTEPATYPhI.

HccnenoBanne MoJeKyIsIpHO-TeHETHIYECKHX OCHOB
paka smuHuKoB B Pecny06imke Bamkoprocran

IIpoxogpuesa JI.C.1, Dayzemounosa J.C.1, Pomanoea A.P.1,
Hypeaauesa A.X.1, Xycuymounosa 9.K.1?

I @edepanvhoe 2ocydapcmeentoe 6roducemmoe 06pazoeamenvioe yu-
pedcdenue bawrkupckuii eocydapcmeennbiii yrugepcumem, 2.YVpa, ya.
3axu Baaudu 32

2 Hnemumym Guoxumuu u eeHemuku Ypumckoeo HayuHozo ueHmpa
Poccuiickoi axademuu nayk, e.Ygpa, npocn. Oxmaopsa, 71
dager-glaid@yandex.ru

B Poccuu exeronHo BbISIBISIIOT 0ojiee 12 ThIC. ciiyyaeB 3a0osie-
BaHUs pakoM sitnuHukoB (P4). B mepByto ouepens, passutue PS5 ac-
COLIMMPOBAHO C MAXXOPHBIMU MYTALIMSMU B BBICOKOTEHETPAHTHBIX
reHaXx BRCA1/2, onHako OHM OOBSICHSIIOT He Oosee 15% Beex ciy-
YaeB MaToOJOTUHU.

Lenb uccnenoBaHus — M3ydyeHue reHeTUUeCkux (hakTopoB pu-
CKa pa3BUTHSI paka SIMYHMKOB y XKeHIIMH 13 Pecryonuku baiikop-
toctaH (PB).

B uccnenoBanuy mpoBeaéH CKpUHUHT MyTaluii B reHax BRCA 1
(¢.5266dupC, c.4034delA, c.181T>G), BRCA2 (c.5946delT),
CHEK2 (CHEK2dele9,10(5kb), c.444+1G>A, c.1100delC wu
¢.470T>C), NBN (c.657delS), ATM (c.5932G>T), BLM (p.Q548X)
M TIOUCK M3MEHEHUI HYKJICOTHIHOW TMOCIeI0BATEIbHOCT B TeHE
PALB2 y 6onbhbIX PA (n = 253) 1 310poBbIX XeHLIUH (n = 374).
ITpoananusupoBanbl 10 3k30HOB reHa RADS1D y malmeHToK ¢ ce-
MeliHoi opmoit 3aboseBaHus (n = 15). B pabote mcrnoab30BaHbI
COBPEMEHHBIE METOJIbI MOJIEKYJISIPHO-TEHETUUECKOTO aHaJIN3a.

B pesynbrate ckpyuHuHTa MyTanuii B reHe BRCA1 BbIsiBIeHa TyTI-
ykanmst ¢.5266dupC ¢ yactoroit 5,3% y malmMeHTOK pa3HOro STHUYE-
CKOTO TIPOMCXOXAECHMS (PyCCKUe, TaTapbl, OallKMpbl M YKPAWHIIbI).
MyTauus accouuMmpoBaHa ¢ BBICOKMM puckoMm passutus P4, OR:
10.3, 95% CI (2,3—46,0), p = 0,0005. Takxe B rene BRCAI ¢ yacto-
Toit 1,2% oGHapyxeHa 3ameHa c.181T>G. B rene CHEK2 y xeHIIMH
¢ P pycckoit 1 Tatapckoil 3THMYECKON MPUHAUIC)KHOCTH MACHTH-
duumposansl Mytatmu dele9,10(5kb) (0,8%) u p.R145W (0,8%). W3-
menenust ¢.4034delA (BRCAI), c¢.5946delT (BRCA2), ¢.5932G>T
(ATM), c.657del5 (NBN) n p.Q548X (BLM) y 6onbHbix P4 1 B KOHT-
posie He BbIsiBIeHbl. B reHe PALB2 y MauMeHTOK ¢ HU3KOI 4acTOTOM
(0,4%) obHapyskeHa mytaiusi ¢.172_175delTTGT u BriepBble MaeHTH-
dumposan momuMopdHbIil  BapraHT ¢.26T>A  (0,4%). B reHe
RADS 1Dy XeHIIWH ¢ ceMeitHoU (hopMoii 3a001eBaHMsI UAEHTUDULIM-
POBaHbI HeWTpasibHbIe MonMMopdHbIe BapuaHThl 159901455 (20%) 1
154796033 (13,3%). MyTaiuii He BBISIBICHO.

B uenom, 8,5% ciydaeB paka siM4HUKOB B PecryGiuke Bari-
KOPTOCTaH MbI MOXEM OOBSICHUTh HAJIMYUEM OJHON U3 U3yYEHHBIX
mytaiuit B reHax BRCAI, BRCA2, CHEK2 w PALB2.

Ocooennoctn npoduieii sxcnpeccun 20 mukpoPHK
npH paKe MOYKH

Ilponuna H.B.12, Jloeunos B.HU. 12, Bypdemnviii A.M.2,
®Dpuoman M.B.5, Kazybcxaa T.I1.%, Koanaxoe A.B.%,
Kywauncxuii H.E.#, Kapnyxun A.B.!, Bpaza 9.4.12

! @TBHY «Meduxo-eenemuueckuil Hayunoii yenmp», 115478, Mockea,
ya.Mockeopeuve, 0. 1

e-mail: eleonoral(0) _45@mail.ru

2 @I'BHY «Hayuno-uccredosamenvckutl uncmumym ooueii namoaoeuu u
namoguzuonoeuw», 125315, Mockea

3 OT'BYH Hucmumym obueii zenemurcu um. H. M. Basusosa Poccuiickoli
akademuu nayk, 117971, Mockea

4 @I'BHY «Poccuiickuii onxonoeuueckuil nayunoiti yenmp um. H.H. Bno-
xuna», 115478, Mockea

K COBOKYMHOCTH 3MUT€HETUYECKUX MEXaHU3MOB OTHOCHUTCS
MoJaBJIeHKE SKCIPECCUU TEHOB MO BO3IEHCTBUEM PETyJISITOPHBIX
MukpoPHK, cBsi3bIBatomxcst ¢ 3’-HeTpaHCIMPYEMbIM YUaCTKOM
marpuyHoit PHK rena-muimenu. McciemoBaHo n3MeHeHHE COIEp-
xanus 20 mukpoPHK (miR-124a, -125b, -127, -129, -132, -137,
-148a, -17, -191, -193-5p, -203, -212, -219, -24-2, -339-3p, -34a,
-34b, -34c¢-3p, -375, -9) B mapHbIX 00pa3lax CBETIOKIETOYHOrO M0~
yeyHokJieTouHoro paka (ck[1KP) meronom xonunvecrsennoit [1LP
B peaJlbHOM BpPEMEeHU C NMPUMEHEHUEeM JIMIEH3UOHHbIX HAabOpOB
¢dupmbl Applied Biosystems: Taq Man MicroRNA Reverse Transc-
ription Kit u Tag Man MicroRNA Assays Kit (CLLIA). B kauecTBe
KOHTpPOJIbHOTO TeHa ucnonb3oBain MPHK rena RNU6. TlokasaHo,
yto npu cKITKP noMuHupoBano 3HauMMoe CHUKEHUE COfepKaHuUsT
kaxmoit m3 20 umcciaemoBaHHbIXx MUKpOoPHK. Tombko mBe MmMK-
poPHK mnposiBuIM enMHUYHBIE Cayyad TOBBILIEHUsI DKCIPECCUU
Hapsimy ¢ 0ojiee YaCcThIM CHUDKEHUEM, a MMeHHO: miR-203 (1moBbI-
mieHue B 26 pa3) 1 miR-9 (mo 161 pasza). MakcuMaabHOE 1O aMILIN -
Tyie W HamboJiee 4acToe CHUXEHME BbIssBIeHO Yy miR-129 (mo
350 pas, B 86% ciyyaeB), miR-375 (mo 265 pas, B 80%), miR-34b
(63 paza, 79%), miR-124a (200 pa3s, 60%), miR-127 (50 pa3, 50%),
miR-125b (50 pa3, 50%) u miR-34c-3p (24 paza, 50%). Cuctemy u3
otux 7 MukpoPHK MoxHO ucronb3oBaTh s BeisiBaeHUsT cKITKP
C BBICOKOW UYYBCTBUTEIBHOCTBIO. [loJyueHHBIE pe3yJabTaTbl COMO-
CTaBJIEHbI C HALIMMM JAHHBIMM 110 U3MEHEHMIO DKCIIPECCUU psila
OIYXO0JIb-aCCOLIMMPOBAHHBIX TEHOB XPOMOCOMBI 3, TIpeICKa3aHHbIX
kak wmwunienn coraacHo miRWalk (http://zmf.umm.uni-heidel-
berg.de/ apps/zmf/mirwalk2/index.html), 4TO MO3BOJIMIO BBISIBUTH
00paTHble 3aBUCUMOCTH MEXI1y MU3MEHEHHUSIMU YPOBHEH 3KCIpec-
cuu B HeKoTopbix nmapax MUKpoPHK — ren-muiens. Ha ocHoBa-
HMM HaWJIEHHBIX KOPPEISILUIA MOXKHO TMpEeAnoJarath CylecTBOBa-
HUE TIpSIMBIX B3auMONEWCTBMI, Hampumep, Mexay MPHK
RASSFIA 1 miR-129, miR-9 u miR-148a, uto BaxHO /1 aHanm3a
PETyJISITOPHBIX CeTeil M /sl MOMCKa HOBBIX TeHOB-MUILICHEH U Jie-
KapCTBEHHBIX CPEACTB B TapreTHoit Tepanuu cKITKP.

Paboma evinonnena npu noddepocke epanmom PODHU 13-04-00828.

Buoxummnyeckue Mapképsl
npu 6one3nn Humanna—IInka tuna C

Ipowaaxosa T.10.1, Muxaiirosa C.B.?, baiidaxosa I.B.1,
Havuna E.C.2, Pyoenckaa I.E.!, Karownuxos C.A.5,
Byiamuuxosa M.A.#, 3axaposa E.10.1

I @TBHY Meoduko-eenemuueckuti HayuHolil yenmp,

115478, Mockea, ya. Mockeopeuve, 0.1,

t.proshlyakova @mail.ru

2 @IBY Poccuiickas demckasn Kkaunuueckas 6oavhuya Munzopasa
Poccuu,

117513, Mockea, Jlenunckuii np-m, 0 117

3 @IBHY Hayunwiii yenmp neeépoaoeu,

105064, Mocksa, yauya Obyxa 0.5, cmp. 1

4 Meouyunckuii yenmp Iloxpoeckuii,

199166, Canxm-Ilemepoype, boavwoii np. B.O., 0. 85

bonesns Humanna—Iluka tun C (HI1C) — nHacnenctBeHHOE
ayTOCOMHO-PELIECCUBHOE TIporpeccupyioliee 3abojieBaHue Hep-
BHOI CUCTEMBbI U3 TPYIIbI JU30COMHBIX OOJI€3HEH HAKOIUICHUS.
s HIIC noka He onucaHbl OMOXMMUUYECKME MapKEPHI, KOTOPbIe
MOTJIM OBl CYIIECTBEHHO YIPOCTUTH MPOLEAYPY MTOCTAHOBKM Ha-
THO3a, XOTsl B JIUTepaType MOsIBJIseTCs] Bce OOJIblle JaHHBIX O BO3-
MOXHOCTH MCIIOJIb30BaHUS PA3IMYHBIX MAPKEPOB LTSI CEIEKTUBHO-
ro CKpMHMHIa Ha JIaHHoe 3aboseBaHue. Llenb uccrenoBaHus —
olleHKa MH(MOPMATUBHOCTH OMOXUMHMUYECKUX MApKEPOB XUTOTPUO-
31Ia3bl 1 OKCUCTEPOJIOB (XOsiecTaH-3,5,6-Tprosia u 7-KeToxoecre-
poxa) ipu 6one3nu HIIC.

JI11 GMOXMMUYECKOro aHaju3a MCMOJIb30BAIACH TIa3Ma KPOBU
naureHToB. B uccienoBanmne BkitodeHb! 49 OOJNBHBIX: 7 — ¢ ycTa-
HoBieHHBIM auarHo3oM HIIC, 8 — ¢ COMHUTEIbHBIM pPe3yIbTaTOM
(1 3aMeHa B TE€TEPO3UTOTHOM COCTOSIHMM), 4 — C YCTaHOBJICHHBIM
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npyruM auardHo3oM (Gml-raHrmo3uno3, CUHAPOM AJTAXWUJIsI, CUHI-
pom JIu, cuanpom Kepac—Ceiiepa) u 30 MaliMeHTOB ¢ HEU3BECTHBIM
JIMATHO30M, HO MCKJIIOYEHHBIM MOJICKYIsspHbIMU MeTomamMu HIIC.

Konnentpamms okcucreposioB. [ToBbIILIEHHBII TOKa3aTeNb ObUT 00-
HapyxeH y 100% nauuentoB ¢ auardosom HIIC (7/7), y 0% (0/8) —
¢ coMHMTENbHBIM pesyibTatoM, Y 0% (0/4) — nmpyrux AMarHo3oB U
y 20% (6/30) ¢ uckmouéuubiM HITC. Cratuctiiecku TOCTOBEpHbIE
pazmuus Mexuy 4 MCCeI0BaHHBIMU TPYNIaMyi OOHAPYXKUITUCh TOJb-
Ko ¢ 6onesnbto HITC (p<0,05). TToka3zarean KOHLUEHTPALUN OKCHCTE-
POJIOB Y 3TUX MAaLMEHTOB JOCTOBEPHO OTJIMYAIOTCS OT BCEX OCTATbHBIX
rpyr naipeHToB. YyBcTBuTeIbHOCTD TecTa coctaBmia 100% (AU 95%
60—100), cietduunocts — 82% (AW 95% 74—82), monoxuTtebHast
nporHoctryeckasi ieHHoctb — 53% (AN 95% 32—353), otputiatesnbHast
nporgocTiyeckas neHHoct — 100% (AW 95% 90—100).

AKTHBHOCTb XMTOTPHO3HIA3bI. [1OBBIIIIEHHBIN TTOKA3aTe b ObLT 00-
HapyxeH y 86% mnaumenToB ¢ auartosom HIIC (6/7), y 0% (0/8) —
C COMHMTEJIbHBIM pe3y/ibTatoM, Y 25% (1/4) — ¢ npyrumMu MarHo3amu
ny 17% (5/30) ¢ uckmou€éHubiM HITC. Cratuctyecku 10CTOBEPHBIC
pazIMuMsl MKy YEThIPbMsI MCCIICNOBAHHBIMU TPYIIIaMU OOHApYKK-
ek Mmexay 6omne3nbto HITC, coMHUTENbHBIM pe3y/ibTaToM M UCK-
mouéHHbiM auarHozoM HIIC (p<0,05). ITokaszaTtenu akTUBHOCTU XH-
ToTpro3unasbl y 6ombHbIX HITC 1 ycTaHOBJIGHHBIX IPYrHX AMArHO30B
JIOCTOBEPHO He oTanyarorcs. YyBcTBUTENBHOCTH Tecta — 85% (AU
95% 45—99), cneuuduurocts Tecta — 82% (AW 95% 74—85), nono-
JKUTEJIbHAsI TporHocThueckast LieHHoct — 50% (AU 95% 26—57), or-
puIaTeTbHasT MPOTHOCTHYeCKast ieHHOCTh — 96% (AW 95% 86—99).

AKTUBHOCTb XUTOTPUO3UIA3bl U KOHILIEHTPALIMSI OKCUCTEPOJIOB
— 7Ba OMOXMMMYECKUX Mapképa, onpeaeseHHe KOTOPBIX MOXET
3HAYUTEJIBHO YCKOPUTH MOCTaHOBKY nuarHo3a HIIC.

MyTauun B reHaxX JIM30COMHBIX 00JIe3Hell HAKOILIEHS] —
(hakTOp BHICOKOIO pHCKa pa3BUTHS

oonesnn IlapkuncoHa:

BO3MOKHbIE MOJIEKYJISIPHbIE MEXaHN3MbI

ITueauna C.H.

[lepsoviii  Canxkm-Ilemepoypeckuti  20cyoapcmeeH bl MeOUUUHCKULL
yHueepcumem um. axkao. U.I1. [laerosa

HUI] «Kypuamoeckuii uncmumym», Ilemepbypeckuii uncmumym
s0eprotl pusuku um. b.I1. Koncmanmunosa

bonesnb [MapkuHcona (BIT) — xpoHuuYeckoe porpeccupyrolee
3a00JIeBaHNe, CBSI3aHHOE C arperaiyeil HeipOHAILHOTO Oesika ajib-
da-cuHyKJIeMHa M pa3BUTHEM HelipomereHepauu. B mocnenHee
BpeMsI HaKaruIMBaeTcst Bce 0oJbiiie (haKTOB, CBUAETETHCTBYIOIINX 00
OOIIHOCTH MOJIEKYJISIpHBIX MexaHn3MoB BIT 1 peakux HacaeacTBeH-
HBIX 3200JIEBAaHUI, OTHOCSIIIMXCSI K KJIACCy JIM30COMHBIX OOJe3Heit
Hakorienust (JIBH), cBsa3anHbIx ¢ qucdyHkimeit tmzocoM. Hamu u
3apyOeXHBIMM aBTOpaMM TIOKa3aH BBICOKMIT puck paszputusi BIT
y Hocuteneii mytauuii B reHe GBA. Puck passutus BIT ¢ Hauanom g0
50 net y Hocuteneit myrauuii L444P u N370S GBA Bo3pactaet 10 15
pa3. B To xe Bpemsi U3BECTHO, UTO MyTaluu B reHe GBA B roMo3u-
TOTHOM COCTOSTHUU SIBJISIFOTCSI IPUIMHON pa3Butusi 6oneznu [oie,
Haubosiee pacnpoCTpaHEHHOTO 3a00JieBaHMSI M3 HAC/IEACTBEHHbIN
Oone3Helt, oTHocsmmxcs K kinaccy JIBH.

Hamu BniepBble OKa3aHO, YTO TAaKOW BBICOKUI PUCK PAa3BUTHUS
BIT npu nuchynkumu nuzocomHoro dbepmerHra GBA mMoxeT ObITh
00yc0BIeHO (hOPMUPOBAHKMEM TOBBIIIEHHOTO YPOBHS OJUTOMEp-
HbIX (opM anbda-cuHyKIeuHa. BblsiBIeHHOE HaMU TOBbILIEHUE
OJIMTOMEPHBIX (opM anbda-CUHYKIEHHA B TIa3Me KPOBU y TMallM-
eHToB ¢ paznunyHbiMu JIBH (6onesnbio [oie, 6ose3nbio Boibma-
Ha, 6ose3Hbpi0 Kpabbe), mo3BoIMIO MPEAnoa0XNUTh, YTO Hapylle-
HUSI aKTUBHOCTU U IPYTUX JIM30COMHBIX (DEPMEHTOB MOXET MPUBO-
JIUTh K YBEIMYEHUIO YPOBHS HEMPOTOKCUYHBIX (hOpM asiba-CUHYK-
nerHa. Hamu Obuia BriepBble onucaHa oOpaTHasi KOppessius ypoB-
Hs1 anbda-CUHYKIIEHHA TJ1a3Mbl KPOBU ¢ aKTUBHOCTBbIO GBA num-
(ouuToB KpoBHM y nmareHToB ¢ 6ose3Hblo [olle, a TakxKe BbIsIBIIE-
HO CHUXEHME YPOBHS OJMIOMepHbIX (opM asbba-CUHYKIenHa
MJ1a3Mbl KPOBU B 3aBUCUMOCTH OT JUIMTEIBbHOCTU (hepMeHTO3aMe-

cTUTeNIbHOM Tepanuu. [lonyyeHHbIe pe3ybTaThl MO3BOJMIN TIpe/-
MOJIOKUTh MOJIEKYJISIDHBIN MEXaHM3M MOBBIILICHUS] PUCKA PA3BUTHSI
BIT y HocuTeneir myTtauuii B reHe GBA, a Takxke 00CyXaaTh nepc-
niekTuBbl Teparuu GBA-accoumnunpoBanHoit popmsr BIT.

Hccenedosanue noodepucaro epanmamu PODOU Nel3-04-01510; Nel4-
04-31665.

Ananu3 cnekTpa u 4actoTel GJB2-myTtaumii
Y MANMEHTOB C BPOXKAEHHBIMH HAPYLHICHHAMH CIyXa
B Pecnyosmke Caxa (Akyrus)

TTuennuxosa B.I'12, Bapawxoe H.A.12, Tepiomun ®.M.12,
Coaosves A.B.2, Kiapos JI.A.3, Pomanos I.11.2,

Tomoeues H.H.2, Cassunosa K.E.?, Konceenurxoe A.A.5,
Cudoposa O.I'#, Bacuaveea JI.M.5, ®Dedomosa ).E.5,
Moposoe HU.B.%%, Bondaps A.A.S, Coaosveea H.A.12,

Kononoea C.K.%2, Pagpausoe A.M.2, Casonoe H.H.2,
Aaexceee A.H.7, Ilocyx O.J1.5°, Jlwcemunesa JI.Y. 10,
Xycuymounosa 5.K. 1011, Dedoposa C.A.1?

I @QIBHY «Symciuil HayuHblil UeHmp KOMNACKCHbIX MEOULUHCKUX npod-
aew», e Hkymek

E-mail: psennikovavera@mail.ru

2 @IAOY BIIO «Cegepo-Bocmounblii gedepanviiviil yHusepcumem um.
M.K. Ammocosa», e Sxymck

3 I'BY PC(A) «Pecnybauxanckas 6onbruya No2 — Llenmp sxcmpentoil
MeQuyUHCKOL noMowu», 2.5kymck

4 IBY PC(A) «Meduyunckuii Llenmp e.Hxymcka», e.Skymek

5 I'BY PC(4) «Pecnybnuranckas borvnuua Nel — HI[M», o Hicymex

6 @IBYH Hucmumym xumuueckoii 6uosoeuu u @ynoameHmanvHoi meou-
yunet CO PAH, e.Hosocubupck

7 OTBYH Hncmumym 2ymanumaphoix uccae006anuil u npooaem mMaiouc-
senHbix Hapodos Ceeepa CO PAH, e.flkymck

8 @I'BYH Hucmumym yumonoeuu u 2enemuru CO PAH, 2. Hosocubupck
9 @I'BOY BI10 «Hosocubupckuii nayuonanbiblil ucciedoeamensckutl 2o-
cyoapcmeennbill yHusepcumen, e.Hosocubupck

10 @IBYH Hnemumym 6uoxumuu u eenemuxu YHI] PAH, 2.Ypa

11 @IBOY BII0 «bawkupckuil 20cydapcmeeniblil yrusepcumem», 2.Ypa

Myrtaimu B reHe GJB2 (Cx26) mpusHaHbI OCHOBHOI TPUYMHOMN
BPOXIEHHBIX HapylleHuii cryxa. B reHe GJB2 usBectHo 6osee 150 an-
JIEJIHBIX BapMAHTOB, CIEKTP M YacTOTa KOTOPbIX CYLLECTBEHHO OTJIM-
YaeTcs B pa3IMuHbIX 3THUYecKuX rpymmax [Chan et al., 2014]. Jo Ha-
cTosiiiero BpeMeHu tepputopust Bocrounoit Cubupu (SIkytust) nosnHo-
CTBIO He OblTa 0XapaKTepr30BaHa 110 CIIEKTPY U YacTOTe MyTalluil TeHa
GJB2. BriepBble NpoBeeHO MOTHOE PeCeKBEHUPOBAHUE MPOMOTOPHOM
¥ Kooupyroleit obnacreit reHa GJB2'y 393 mauueHToB ¢ BPOXKIEHHDI-
MU HapylIleHUsIMA ciyXa ¥ 187 MHAMBUIOB C HOPMAIBbHBIM CIIYXOM.
Bcero 6bu10 BBISIBIIEHO 13 a/utebHBIX BapuaHTOB reHa GJ/B2, 13 KOTO-
PBIX 8 SIBJISIIOTCS MyTAHTHBIMU, 5 — TIOMIMMOP(MHBIMU WM TIOKA He-
KiaccuGuIMpoBaHHBIMKM BapuaHTamu. Cpeny manumeHToB (n = 393)
HauboJiee pacrpocTpaHeHbl Tpu Mytauun: c.-23+1G>A, c¢.35delG u
¢.109G>A, puuéM I MAlMEeHTOB SIKYTOB, HanOoJee 4acToil oKasa-
nach mytauust ¢.-23+1G>A (94.17% Bcex MyTaHTHBIX XPOMOCOM), a
[utst pycckux manueHToB — €.35delG (73,07% Bcex MyTaHTHBIX XPOMO-
coM). B 1iesiom, y marmeHToB ObLT BbIsiBIICH 21 pazinyHblii GJB2-reHo-
TUT, U3 KOTOPbIX 10 ObUIM C ABYMSI peLieCCMBHBIMU MyTalsiMu. Bxian
MyTauuii reHa GJB2 B 9THOJIOTHIO MOTEpU Cllyxa y HacesneHust SKyTuu
—45,55%, siBisieTcs MAKCHMAJTBHBIM CPE/IM BCEX paHee M3yYeHHbBIX pe-
rMOHOB Azun. CpeHsisl pacpoCTpaHEHHOCTD TOTEPU CITyXa 00YCIIOB-
JIEHHOI IByMsI peliecCUBHbIMU GJB2-MyTtaimsimul B SIKyTvM cocTaBuia
2,00 £ 0,14 Ha 10 000 HaceneHMsI, C JTIOKAJTbHBIMU «OYaraMi HaKOILIe-
Hus» B Hiopounckom (9,50 = 1,94 na 10 000) n YypamumHckom
(7,84 £ 1,96 Ha 10 000) paitoHax.

Paboma  noddepycana  epanmamu  POOUH  (14-04-01741_a),
(15-44-05106-p_socmok_a), (14-04-9010_ben_A), 'K Ne6.656.2014/K u
unmezpayuonrvim npoekmom CO PAH No92.
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I'eneTnyeckue noanMopu3mMpl y NaMEeHTOB
€ ACHMIITOMHBIM ATEPOCKJIEPO3OM
opaxuonedaibHbIX apTepHii

Packypances A.A., Tanawsn M.M., Hasapuowrun C.H.,
Abpamoviuesa H.IO., Jlazoda O.B., Xamuoosa 3.M.

OI'BHY Hayunwii yenmp negponocuu,
Mockea, Bonrokonramckoe ui., 0.80
e-mail: rasckey@live.com

leHeTMUECKMEe MEXaHU3MBbl UTPAIOT BaKHYI, OMHAKO HEOIHO-
3HAYHYIO POJIb B Pa3BUTUM aTepPOCKIEpO3a.

Lenblo Hactosiieit paboThl cTajia MACHTU(hUKALIMS TOTEHLIN-
aJIbHBIX T€HOB-KaHAMAATOB aTepockiiepo3a OpaxuoledalbHbIX ap-
TepUil y KIMHUYECKU aCUMITOMHbBIX MAllMeHTOB.

I'pynna uccnenoBanus Bkiovana 98 «acMUIIMTOMHBIX» Mally-
eHTOB (cpeaHuii Bo3pact 65,7 roaa, u3 Kotopbix 59% (n = 58) co-
CTaBJISIN MYXYMHBI) ¢ 50% uau Oosiee CTEHO30M OJHOI M3 BHYT-
PEHHUX COHHBIX apTepuii (MOATBEPXAEHHBIM TMPHU IYIIEKCHOM
cKaHMpoBaHUM). B rpymimy koHTpostst Bowen 191 310poBbIii UCTTBI-
TYeMblii, COITOCTaBUMBIE 1O T0J1y. MeTOI0oM MOoJMMepa3HoM Lier-
HOM peaklMu B pexume «real-time» MPOBOAUIOCH OMpeneieHre
CIeAYIOIIUX  OMHOHYKJIECOTUAHBIX  MojauMopdusmoB (SNP):
MTHFR (C677T, Al1298C), PON-1 (GInl92Arg), SELP
(Thr715Pro), PAI-1 (5G/4G), SERPINA-1 (G1096A), AQPY
(G435C), BRAP (T270C).

l'eteposurotHeiii Bapuant MTHFR A1298C nabmionancs ya-
11Ie B TPYIIIe UCCIIeI0BAHMS IO CPABHEHUIO C KOHTPOJIBHOM TPYyII-
noit (49,0% vs 34,7% cootBercTBeHHO, p = 0,0441). Pacnipenene-
HUE MYTAaHTHOTO ayijiesist B reHe SELP Obl1o BhIlIE B IPyIIe KOH-
tpoast (35,2% vs 22,0%, p = 0,0385), uTo MOXET yKa3blBaTb Ha
€ro aHTUaTeporeHHoe aeiicTBue. [OMO3UTOTHBIN «MYTaHTHBIN»
BapuaHT reHa PAI-14G/4G yaiie BCTpeuascsl B IpyIine KOHTPO-
JIs IO CpaBHEHMIO ¢ rpymnmnoi uccienoBanus (40,2% vs 26,7%,
p = 0,023). SNP G1096A rena SERPINA-1 1ocTaToOuHO pEeNKUii:
OH ObUT MAEHTUGULIMPOBAH Y TPEX MALMEHTOB C aATEPOCKIEPO3OM
(mpu4éM B OMHOM Cllyyae — rOMO3UTOTHAsl MyTaHTHas (popma) u
y JIByX MALMEHTOB B rpyrie KoHTposs. [Toaumopdusm reHa ak-
BarnopuHa-9 Habmoganuch B 6% ciydaeB B IpyIINe UCCIEI0BAHUS
¥ B OIHOM TIPOIIEHTE — B IpyIIe KoHTpoJis. PactipeneneHue Ba-
puaHTOB TeHa PON-1 He pa3nuyanoch Mexny rpynmamu. Hu
B OJTHOM TpyIirie He ObLIO UAEHTU(MULUPOBAHO HOCUTEIBCTBO MY-
Taluu B reHe BRAP.

YKazaHHbIe MOJIMMOPGU3MBI TEHOB MIPAIOT JTOCTATOYHO IPO-
THBOPEUYMBYIO POJIb B aTeporeHese. Co3naHue «reHeTHUECKOTo Mpo-
uns» maumeHTa ¢ COCyAMCTON MaToONOTHEN TOJOBHOTO MO3ra MO-
XeT craTh 3(DHEeKTUBHON IMArHOCTUUECKOW MOJATbHOCTBIO, OIHA-
KO HEOOXOIMMBI JTaJIbHEUIINEe UCCIeIOBAHMS.

IMonumopdu3M reHoB CUCTEMBbI FeMOCTAa3a Y KEHIIUH
C HapyIIeHHO# penpoayKTHBHOH (yHKIHUeH
B VIBaHOBCKOi1 001acTH

Pamnuxosa C.I10Q., Koneea T.I., Bunoepadosa T.10.,
Komaosa U.C., XKykoea T.11., 3aiiyesa E.C.,
Demucos H.C., ITopoeesa A.B., Demucosa H.H.

DI'BY «Hesanosckuii HUH mamepurcmea u demcmea
um. B.H. Topookosa» M3 PP

153045, e. Hearnoso, ya. Ilobedwt, 20

svet.mt@mail.ru

C 2010 r. B 1abopaTopuu MeXpernoHaJIbHONW MEINKO-TEHETH -
yeckoit koHcynbrauun (MI'K) MBanosckoro HWUM marepuHcTBa
M IeTCTBA BHEIPEHO TECTUPOBAHUE TEHOB CUCTEMbI FeMOCTa3a Me-
TOJOM TMOJMMEPA3HOW LIEMHOW pEeaKklMM B PEXUME PEaJTbHOIro
Bpemenu (FV G1691A, FII G20210A, MTHFR C677T, MTHFR
A1298C, MTRR A66G, MTR A2756G, PAI-I -675 5G/4G, ACE
I/D, FGB C1643T, Gpllla T1565C). 3a nepuoxn ¢ oktsiopst 2010 .

o nekabpb 2014 1. 66110 00caenoBaHO 4325 MalKMeHTOK (45 ThiC.
uccaeoBaHuil), ooparuBinuxcs 3a Koucynaprarueit B MI'K o mo-
BOJIy HapylleHUs pernpoayKTuBHoi ¢hyHkiuuu (HP®): 6ecruionust,
HEBBIHAIIMBAHUS OEPEMEHHOCTHU, OCIIOXHEHHOTO TeYeHUs: Gepe-
MEHHOCTH, HeYJIa4HbIX UCXOI0B MPOLEAYPbl SKCTPAKOPIOPATbHO-
ro oriogoTBopeHusi. CorlacHO pe3ysibTataM MCCIeI0BaHUsI, TeTe-
PO3UTOTHOE HOCUTENLCTBO JleiineHoBCKO MyTaluu reHa V gak-
topa (FV Leiden) y xenumd ¢ HP® B nonynsiuun MBaHoBcKoit
00J1acTH OBUTO OTMEUYEHO B 5%; TOMO3UTOTHBIE TEHOTUITBI IO YKa-
3aHHOI MyTallMW BBISIBJIEHBI He ObLIM. B reHe mporpoMOuHa Tak-
Ke ObLIO IMarHOCTHPOBAHO JIUIIb TeTePO3UTOTHOE HOCUTEIbCTBO
MytaHTHoro autenst (3% o6cnenoBaHHbIX). ClelyeT OTMETHTb,
4TO TOMUHAHTHBIN XapakTep HaclenoBaHusi Bapuanrta FI120210A
onpeesisieT TMOBBIIIEHHYI0 9KCIPECCUI0 TeHa U, KakK CJIeICTBUE,
YCUJIGHHYIO MPOJYKILIMIO MTPOTPOMOMHA, U B TOMO- U T€T€PO3UTOT-
HOM COCTOSIHWM, M, CJIEIOBATeIbHO, MOXET pacleHUBAThCS KakK
dakTop pucKa MOBBIIIEHHOTO TpPoMO00oOpa3oBaHus. OOpalaeT
BHUMaHUe (DaKT BHICOKOW YACTOTHI MPUCYTCTBUSI B TCHOTUIIE Y Ta-
reHToKk ¢ HP® Hu3kohyHKIIMOHANIBHBIX ajjeieil B reHax (o-
natHoro tvkia MTHFR 677T (47%) u MTRR 66G (83%), a Takke
HEraTMBHOTO ajjiesi B reHe cepnuHa (y 79% o0ciaeqoBaHHbIX,
nmpuyéM y TPETH IMAalMEHTOK MMesal Mecrto reHotun PAI-1 -675
4G/4G). Beicokast yacToTa BbISIBJISIEMOCTH HEOJIaronpusITHBIX 1O~
JMMOP(MU3MOB TeHOB CUCTEMbI reMocTasa y Jjuil ¢ HP® aBropam
MpeacTaBaseTcsl HecaydyalHol M oOycioBjleHa, BEpOSITHO, KOH-
TUHTEHTOM 00CJIeI0BaHHBIX JIUL, Y KOTOPbIX HapylieHue hepTu-
JILHOCTU B psifie CIyyaeB M CBSI3aHO C HapyllIEHUEM CBEPThIBAIO-
1Ieii, TPOTUBOCBEPTHIBAIOIIEH 1 (PUOPUHOIUTUUECKON CUCTEM OpP-
raHu3Ma.

I'eneTnyeckoe BIMSHHE OTXO0B
I‘OpHO-OﬁOI‘ﬂTI/lTeJleOI‘O KOMOHMHATA HA HAceJleHHe

Peymoea H.B.12, Jlpeesa @.P.12,
Peymosa T.B.12, Illeguenko A.A.1

1 Kabapouno-baakapckuii 2ocyoapcmeennblil yHusepcumen
um. X.M. bepbexosa

360004, KbP, e.Hanvuuk, ya. Yepuouuesckoeo, 173

2 Kabapduno-bankapcxuii nayunviii yenmp PAH

360002, KbP, 2. Haavuuk, ya. baskaposa, 2
reutova371@mail.ru

[pennpusiTss LBETHON METAUTYPIUM TIPEICTABISIIOT OCOOYIO
OMaCHOCTb, TaK KaK 3arpsi3HSIIOT OKPYXKAIOILYIO CPeay TSKEIbIMU
MeTaJlJIaMU, KOTOPbIC MPAKTUUECKN HE BBIBOMSTCS M3 OMOTEOIEHO-
30B. Jlaxe mocie npekpauieHus: padboThl 3TUX MPEANPUITHI, OTXO-
IIbI, HAKOTUICHHBIC B pe3yJIbTaTe MX NEeSITEJIbHOCTH, €I HeoIpe-
NEeJEHHO JUTMTEIbHOE BPEMsl MOTYT MPECTABIISITh yrpo3y sl Hace-
JIEHUSI, TIPOXMBAIOIIETO Ha TPUJIEKALIUX TEPPUTOPUSIX, TPUIEM
0oco0yI0 TpobsieMy OyaeT MPeaCcTaB/IsiTh X TeHOTOKCUYECKOE BIIMSI-
HUeE.

VYxe Ha IpOTSDKeHUH 15 JIeT HaMy MPOBOAUTCS U3yYeHUE BIIUSI-
Hust ThIPHBIAY3CKOTO TOPHO-000TaTUTEIbHOTO KOMOMHATA Ha Hace-
JIeHMe, TIPOXKMBAIOIIee B palioHe ero pacrnonoxeHusi. KomomHaT Ob11
3amylieH B 3kcrutyatanuio B 1961 1. 3a BpeMsi ero nesiTeIbHOCTH
B OTBaJIaX HAKOMWJIOCH 253 MIJIH TOHH OTXO/IOB, B XBOCTOXPAHWJIMIIIC
oborarutebHON (habpuku KomOuHarta Turomianbo 170 ra cocpeno-
TOYEHO CBbIIE 125 MJIIH T OTXOIOB BTOPOTO KJjacca OMacHOCTH, CO-
NepXKalIUX MBIIbSIK, BOJIb(ppam, MOJUOAEH U APYrve MeTaJUIbl.

B pesynbraTe NMpoBenEHHBIX MCCACIOBAHMI ObLIO BBISBICHO,
YTO B paiioHe pacrosioxeHusi KoMOMHAaTa He MoBbllIeHa 3a00JeBae-
MOCTb HAaCeJIeHHUsI, HET TIPEBBILICHNST YaCTOThl 3a00J1€BaHUI HU TIO
OJITHOIi U3 HO30JIOTHii, B TOM YUCJIE U 110 OHKOJIOTMYECKUM 3abosie-
BaHusiM. Ho, BMecTe ¢ TeM, ObUla MOBBILLIEHA YaCTOTA CIIOHTAHHBIX
abopTOB, YTO TOBOPUT O HAJTMYMK T€HETUYECKOTO BIIUSHMSI.

C 2001 r. koMOMHAT MPEKPaTUI CBOIO pabOTy, HAa €r0 XBOCTOX-
paHwIMIe 3aBeplieHa pekyabruBalus. C 1eablo U3ydeHUs BO3-
MOXHOTO T€HETUYECKOTO BIMSHUSI 3aXOPOHEHHBIX OTXOIOB Ha Ha-
ceJieHUe B HAacTosIIee BpeMsi HaMU ObUIO MPOBEIeHO 00cienoBaHe
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JeTeil MJIaIIero IIKOJIbHOTO BO3pacTa, MPOXMBAIOLUIMX B HEIO-
CPEeICTBEHHOM GJIM30CTH OT XBOCTOXPAHWIIMIL, C UCTIOIb30BaHUEM
MOJIMOPTAHHOTO MUKPOSIIEPHOTO TecTa. Mbl UCCIIeI0BAIN LIUTOTe-
HETMUYECKHe ToKa3aTe/u KJIETOK OYKKaIbHOTrO anuTenus. Boisisie-
HO, 4TO 00lllee YUCIIO KJIETOK C UTOTeHETUUECKUMU HapylLIeHUs -
MU y 9TUX JieTeil B 4,1 paza MpeBbICUIIO MOKA3aTe Il YUCTOM 30HbI,
YTO TOBOPUT O HAJIMYMKM MYTAareHHOTO BJIMSIHUS JAHHOTO THIIA 3a-
rpsis3HeHuil. Takske ObLIO BBISIBJIEHO YCUIIeHUE TTposindepalnu Kiie-
TOK, YTO TOBOPUT O HAJIMUMU U TOKCUUECKOTO BIIMSIHUSI.

Paboma ewinoanena npu noddepycke Poccuiickoeo nayunoeo ¢honda.
Coenawenue No14-17-00474 om 01.07.2014 .

MoJiekyIsipHO-TeHETHYEeCKHE ACTIEKTHI
cunapoma Mapdana

Pozoxucuna FO.A., Pymanuyesa B.A., 3axaazomunckas E.B.

Poccuiickuii nayunbiil yenmp xupypeuu
um. akademuka b.B. [lemposckoeo
Mockea, Abpukocosckuti nep., 0.2
Julia.rogozhina@gmail.com

CunapoM MapdaHa — HaclaenCTBeHHasl TaTOJIOTUSI COSAMHMU-
TeJIbHOW TKaHU. Y OOJBIIMHCTBA MAIIMEHTOB OOHAPYXXUBAETCS MY-
Tauusi B reHe FBNI, cocTosiiuM M3 65 KOIUPYIOIIMX 3K30HOB.
B cBs131 ¢ OOJIBIIMM pa3MepoOM IreHa M OTCYTCTBUEM «TOPSTYMX» yda-
cTKOB auarHoctuka CM 3aTtpynHeHa. Llenabio Haleit paboThl ObLIa
onTuMU3anus auarHoctuku CM.

IMouck wmyTaumii Bo Bcex 3k30Hax FBNI Obul TNpoBeAEH
10 GosbHBIM, y 19 anmMeHTOB OBUT MCCIeI0BaH TOJIBKO KJIacTep U3
9 5k30HOB (24—32). YV Bcex MallMeHTOB MOJHOCTHIO BBIMOJHSUIUCH
NMarHOCTUYeCKUe Kputepuu cuHapoma Mapdana. Mosekynsip-
HO-TEHeTUYECKUIA aHaIM3 TIOJIHOM MOC/IeI0BATeIbHOCTH TeHa Mpo-
BoamJcs ¢ momonibio NGS (IIpUroToBieHNEe TEHOMHBIX OMOIMOTEK
M3 aMIUIMKOHOB) C MPOBEPKOM HAMIEHHBIX 3aMeH MyTEM MPSMOTO
cexBeHupoBaHus 1o Cenrepy. McciaenoBanuch Koaupyolme yya-
CTKU M MpUJIeramlinre MHTpoHHbIe obacTu reHa FBNI. Bce reHe-
TUYECKUE BapUaHTbl MPOAHAIM3MPOBAHBI C TOMOILIBIO PECYpCcOB
NetGene2, PolyPhen2 u Sift.

[1pu uccnenoBaHUM OeBATA 3K30HOB FBNI MucceHC-MyTallui
oOHapyxeHbl Y 3 nauueHtoB u3 19 (p.C921R, p.C950S, p.11048T).
[pu uccneqoBaHUM TOTHO# MOCIEA0BATEIbHOCTH 3HAYMMBbIE TeHEe-
TUYECKME U3MEHEHHUs HaiineHsl y 7 mauueHtoB u3 10. [Tpu atom y 3
oOHapyXeHbI cTor-KomoHbl (p.Y181*, p.R516*, p.G1811%); y | ma-
LIMEHTa — CIOBUT PaMKW CUUTBIBAHUS C TIPEXAEBPEMEHHbBIM TMOSIB-
JICHUEeM CTOT-KomoHa B 3k30He 9 (c.661delT). Takke oOHapyKeHbB
3 HOBble HecHMHOHMMUYHbIe 3aMeHbl (p.C2468R,p.C739W,
p.C1095S), ouieHnBaeMbie OMOMHMOPMATUIECKIMU PECypcaMu Kak
MOBPEXAAIOILNE CTPYKTYPY OeJka.

JlnarHocTuyeckast cucTeMa, OCHOBaHHasi Ha UCCIIEIOBAHUU TO-
JIKO JIEBSITU 3K30HOB, He 00JagaeT A0cTaTouyHOi 3(hdEeKTUBHO-
CTbIO, M1 MBI CUMTAEM LIeJeCOOOpPa3HbIM TPOBOAUTH aHAIM3 BCETO
reHa METOIOM CEKBEHHMPOBAHMSI HOBOTO MOKOJIEHUSI.

Cesa3b nomumopdubix anneneil reaa COMT
C PHCKOM Pa3BUTHS IecTo3a y 0eJ0pyCCKUX JKEeHIUH

Poovkun M.C., Cusuyrasn JI.H.

THY «Uncmumym eenemuxu u yumonoeuu HAH beaapycu»
Pecnybauxa beaapyce, e. Munck, Axademuueckas, 27
maxim 111290@inbox.ru

lecto3 mpeacTaBnsieT co6oil cepbE3HOE OCIOXHEHME, BOZHUKA-
Ioliee y OepeMeHHbIX XeHIUMH rocie 20-HeaeabpHoro cpoka recra-
LIMY, a TaKXe MPU poIax.

OcoO0blif MHTepeC MPU U3YYeHUU MaToreHe3a MpeicTaBiseT reH
depmenTa katexoa-O-metunrpanchepassl (COMT). JanHsbiii dbep-
MEHT OTBEYAeT 3a CUHTe3 2-MeToKcuacTpaauona (2-M3) — coenu-
HEHUsI, CIIOCOOHOr0 WHIMOMPOBATH TUIOKCHUSI-UHAYLIMOEIbHbIN
dakrop la (HIF-101), a Takxke peryavpoBaTb UHBA3UIO LUTOTPO-

dobnacta. Takum ob6pa3omM, 2-MD BoBJIeUEeH B pa3BUTHE Hapyllie-
HMIA, COMYTCTBYIOLIMX TecTo3y. C BEIUUNHOM aKTUBHOCTH (DepMeH-
Ta, konupyemoro reHom COMT, cBSI3bIBAIOT 4 OMHOHYKJICOTUIHBIX
niosiumopdusma: 156269, rs4680, rs4633 u rs4818.

Jliist uccnenoBaHust ObLTM ChOPMUPOBAHBI 2 TPYIIITLI GepeMeH-
HBIX XEHIIMH (CTpagaionmx recto3oM — 103 4en. ¥ 3M10pOBBIX —
62 yer.), 0O6pa3iibl KOTOPBIX MOCTYIWIN M3 TOPOJCKOTO KIMHUYE-
ckoro poauiabHoro moma Ne2 u PHIILL «Matb u auts» r.MuHcka.
MoJieKyIsIpHO-TeHETUYECKMIA aHAIU3 TPOBOAMIM TPU MOMOLIU
mertona [TLP-TTIP®.

CTaTUCTUYECKU 3HAYMMBIX Pa3IMYKMil MEXIy YaCTOTaMK FeHO-
TUIIOB B CPaBHUBAEMbIX Ipynmax He BbisgBieHO. OQHAKO cpeau
3M0POBBIX XEHIIMH J0JsI MPOTEKTUBHOIO reHotuna AA B JIOKyce
Vall58Met (rs4680) Obita Ha 14,6% Gosbliie, 4eM y MAIlMEHTOK
(p>0,05). IIpencraBiennsie moauMopusMel reHa COMT obpa3y-
IOT HECKOJIBKO TarIoTUIIOB, ACCOLMMPOBAHHBIX C AKTHBHOCTbHIO
aroro pepmeHTa. HecMOTpst Ha TO, YTO MPOCIEKMBATACH TEHACH-
s K yBeJaudeHuto noiau Hocuteneit ramiotuna GCGG (rs6269,
rs4633, rs4818 u rs4680 cCOOTBETCTBEHHO) (MOBBILICHHAS! aKTUB-
Hocte COMT) cpenu 3mopoBbix XeHinuH u ramoruna ACCG
(TMOHVXKEHHAsT aKTUBHOCTD) CPEIM MAllMEHTOK, YaCTOThI TarIoTH-
OB B OCHOBHOIM M KOHTPOJILHOI Ipymmax AOCTOBEPHO He pasiu-
YaJIUCh.

C OTHOU CTOPOHBI, pacripelie/ieHue NCCIeNOBAaHHBIX TCHOTUTIOB
TOBOPUT O TOM, YTO HYKJEOTUIHBIA COCTAB B YETHIPEX TMOIUMOP-
dusmax rena COM T He BiusieT Ha TeueHre bepeMeHHocTH. C Ipy-
TOW CTOPOHBI, VIS MOJyYeHUs] OMHO3HAUHBIX PE3YJIbTATOB CJASIYeT
YBEJIMYUTH BBIOOPKY M MPOBECTH GoJiee NeTalbHOE UCCIIeNOBAaHUE
MaTOreHeTUYECKON POJIU MOJUMOPGU3MOB JTaHHOTO TeHa B Mpo-
ecce GOpMUPOBAHUS TeCTO3a.

Meauko-reHeTH4ecKas MoMoIib CEMbIM
HA COBPEMEHHOM JTame

Pomanenxo O.11.

CII6 T'KY3 «/luaenocmuueckuii yenmp (Meouko-eeHemu4ecKuiL)»
Cankm-Ilemepbype, ya. Toboasckas, 0. 5
E-mail: gkdmgenc@zdrav.spb.ru

B coBpeMeHHBIX COLMATbHO-29KOHOMMYECKUX YCIOBUSIX Ha3pe-
Jla He0OXOIMMOCTb COBEPIIEHCTBOBAHUSI METONOB MPOMUIAKTUKH,
paHHel AMarHOCTUKM HACJIENCTBEHHBIX M BPOXIEHHBIX 3a00jeBa-
Huit (HB3) y rutona, HOBOPOXAEHHBIX M IETEi, YTO OYyIET CIIOCO0-
CTBOBAaTh CHMKEHMIO IETCKON MHBAIMAHOCTU M JIeTaJbHOCTU. [Jist
JNOCTHKEHMS TOCTABICHHbBIX 1ieJIei HEOOX0AMMO BBITIOJIHEHUE TPO-
rpamMM IO Pa3BUTHUIO 3[IPaBOOXpAaHEHUsI, YTBEPXKIEHHBIX [IpaBuTte-
nectBamMu PO 1 CI16 Ha nepuon 2015—2020 rr. [porpaMMbl Ha-
LIeJIEHbl HA TIOBBILICHME KayeCcTBa M JOCTYIMTHOCTH MEIUIIMHCKOM
MOMOILM JUISl HACEJICHMSI M ONTUMU3ALMIO BbIAICJICHHBIX PECYPCOB.

OpraHu3aliysi ¥ OKa3aHhe MEeIMKO-TeHETUUECKOW TMOMOIIMK
(MTIT) npoBonuTCs B COOTBETCTBUM C Mopsiakamu okazanus MI'TI
MO0 HO30JIOTHSIM, BKJTIOYAIOLUIMMKM OpPraHM3allMOHHbBIC AaCIEKThI,
KJIMHUYECKWE pPEeKOMEHIAMK (TIPOTOKOJIBI) MO OOC/IEIOBAaHUIO U
JICUCHUIO, CTAHAAPThl MEAMLIMHCKON MOMOIIM, KOTOPBIC SIBISIOTCS
HOPMAaTHUBHBIMU JIOKyMeHTaMU. [J1aBHBIM B ITOMOIIY TTALIMEHTY SIB-
JISIETCSI TPABUJIBHO MOCTaBJICHHBIN IMarHo3. B HacTosmit MOMEHT
OoJIbLIME HAIEX/bl 110 TMArHOCTUKE BO3JAraloTcsi Ha MOJIEKYJIsIp-
HO-TeHeTHuYeckue Metoanl, ocodeHHo Ha JIHK-texnomornu. Ho
€CJIM YYeCTb IUIEHOTPOITHOE IeiiCTBUE I'eHa, FEHETUYECKYIO IeTepo-
T€HHOCTb, KJIMHUYECKUI MOIMMOP(dU3M, MOJIMOPTaHHOCTH MOpa-
KeHUs rpu ofgHoi Hozosoruu HB3, To 0e3 yuéra kimHMYeCKUX
MpOsSIBJICHUI 0GO0JIE3HU OAHO TOJBKO MOJIEKYJISIPHO TEHETHUECKOe
HCClleIoBaHMe He MPUHeceT oxuuaemoro pesyibrara. Ha ceron-
HSIIHUI neHb auarHo3 HB3 moarBepskmaeTcsi COBpeMEHHBIMU J1a-
OOpaTOpHBIMM METOJAMU — LIUTOr€HETUYECKUMU, MOJIEKYJIsIp-
HO-LIMTOTeHETUUECKUMU, OMOXMMUYECKUMHU, MOJIEKYJISIPHO-TeHEe-
TUYeKUMHU. [IpUIMHHO-CIeACTBEHHbBIE CBSI3W OOJIE3HU MOTYT OBITh
YCTAHOBJICHBI TOJBKO COBMECTHO BpaYOM-KJIMHULMCTOM, Bpa-
YOM-T€HETUKOM U BPauyOM-J1ab0pPaTOPHBIM IT€HETHKOM.
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Matepuansi VIl Cbe3pa Poccuiickoro o6uecrtsa MeanLUHCKUX FreHETUKOB

MTI1] npoBOAUT HeOHATaNbHBI CKPpMHMHT co 100% oxBaTtom
HoBopoxnéHHbix Ha DKY, BI', AI'C, MB, I'AJl. ExxeroaHo BbISIB-
nsiercst 40—45 GOoNbHBIX MO JaHHBIM HO30J10THsIM. CeleKTUBHBIM
ckpunrHroM Ha TMC o6cnenyetcst 1500—1800 neteit mo 1 roga Ha
30 Ho3os0rMiT peakux (opdaHHBIX) 3a00JE€BaHUiIl C BbISIBICHUEM
3—5 GoNbHBIX B rof. Bce BHISIBICHHBIE OepyTCsT Ha YUET U JICUCHHUE,
co3naéTcsl perMoHaibHblii peructp. MI'K exerogHo mosyyaioT
22 147 cemeii, B TOM 4YKCJIe MEPBUYHBIX 12 226 10 IMArHOCTUKE
BH3, 3a mporHo3om 310poBoro nmotoMcra obpaiiaercst — 20% or
MepBUYHBIX ceMeil. 82% GepeMeHHBIX XEHIIUH 00CIeayloTCs mpe-
HaTaJIbHBIM CKPUHUHTOM.

Takum 0O6pa3zoM, MEIMKO-TeHETUYeCKasi TTIOMOIIb CEMbsIM OKa3bl-
BAETCsl HA COBPEMEHHOM YPOBHE B TIOJITHOM O0BEME OT MOTPEOHOCTH.

YacroTa accopTaTUBHBIX OPAKOB CpPeIH TIYXHX H
caabocapmmammx Joaeii B Akyrun

Pomanos I.ILY, Bapawxos H.A.%2, Tepiomun D.M.25,
Kaapoe JI.A.#, Huxoaaesa JI.A.°, Tapoxuna O.H.5, Cxpaou-
na EJI.5, Coaosvee A.B.1, Tomoeuyee H.H.!, ITmennuxoea
B.I'12, Pagpaunoe A.M.5, Casonoe H.H.S, Mopozoe H.B.7S,
Bonoape A.A.7, Anexcees A.H.1, Jlucemuaesa JI.Y.5, Xycuym-
ounoea 3.K.%19, ITocyx 0.J1.1512, Pedoposa C.A4.1?

I Hayuno-uccaedosamenvckas 1a60pamopus MOAKYAAPHOI OUO0A02UUL,
Hnemumym — ecmecmeennvix  nayk ~ @®rA0Y  BIIO  «CBOY
um. M.K. Ammocoea», e.Slkymck

e-mail: gpromanov@gmail.com

2 Jlabopamopusa monexyasproii eenemuru, PIEHY «dxymekuii nay4-
HOL YEHMP KOMNACKCHbIX MeOUUUHCKUX npobaem», 2. Slkymck

3 Pecnybaukanckuii yenmp npogeccuonasvioii namosoeuu, I'BY
PC(4) «Pecnybauxanckas oonvhuya No2 — [[DMI]», e Hdxymck

4 Omoen ayueeoii duaernocmuxu, I'BY PC(4) «Pecnybauxanckas 6016~
nuya No2 — [[DMID», e Slkymck

S Sxymckoe pecuonansioe omoenerue obuecmea uneaiudos «Beepoc-
cutickoe obujecmeo enyxux», e.Slkymck

6 Kagpedpa buoxumuu u 6uomexronoeuu, Hucmumym ecmecmeeHHbix
nayk, ®rAOY BI1O «CB®Y um M.K. Ammocosa», e.Axymck

7 LKII «Ienomuxa», OTEYH Hucmumym xumuueckoil 6uonoeuu u
gynoamenmansroti meouyunsr CO PAH, e. Hogocubupck

$ Kagpedpa monexyaaproii 6uosoeuu, buonroeuueckoe omoenenue, Pa-
Kyabmem ecmecmeennvix Hayk, @ITbOY BI10 Hosocubupckuii nayuo-
HAAbHBLIL UCCAe008aMenbCKUL 20cy0apcmeenHblll yHusepcumem, 2. Ho-
8ocUbUPCK

9 Jlabopamopus mosexyaaproii eenemuku ueaosexa, OIBYH Hncmu-
mym ouoxumuu u cenemuku YHI] PAH, . Ypa

10 Kagpeopa cenemuru u gpyndamenmansroti meouyunv,, @I50Y BI10
«bawkupckuii eocydapcmeennviil ynusepcumem», 2.Yga

11 Jlabopamopus monexyaapnoii eenemuru yenaosexa, PIBYH Uncmu-
mym yumonoeuu u cenemuxu CO PAH, e.Hogocubupck

12 Kagpedpa yumonoeuu u eenemuxu, Paxyiomem ecmecmeeHHbix Ha-
vk, @IBOY BIIO Hosocubupckuii HauuoHarvHvli ucciedosamens-
ckuil eocydapemeennviil yrusepcumem, 2. Hoeocubupck

[MosiBieHue o6Iero crocoba KOMMYyHUKAIIMKM — SI3bIKa JKeC-
TOB (sI3bIKOBasi TOMOTaMusi) CIIOCOOCTBOBAJIO POCTY YacCTOTHI ac-
copTaTuBHbIX OpakoB (AB), uTo, BeposSITHO, MpUBEJIO K ociadie-
HUIO JaBJEHUSI 0TOOpA MO HeOJArompusTHOMY MPU3HAKY (TIyX0-
T€) W TOBBICHJIO PETIPOAYKTHBHBIC BO3MOXHOCTHU TIIYXUX JIIOICH.
[Ipenmonaraercsi, 4To omnpeacaéHHbIe TUIIBI AB Mexmy riyxumu
MOTYT BBICTYNATh B POJIM MEXaHM3Ma, YCKOPSIOIIEro (Gpukcauuio
«TeHOB IIyxoThl» B momyasuuu (Nance et al., 2004). IToxa3saHo,
4TO BbICOKAs 107151 AB cpenu miyxux Morjia CyleCTBEHHO YBeIu-
YUTh YACTOTY CaMOI pacrpoCTpaHEHHOU (hOPMBI TIYXOThI, OMpe-
neisieMoit mytarusimu reHa GJB2 (Cx26), B CIIA 3a nocnenHue
200 net (Nance et al., 2004; Arnos et al., 2008). ¥ sikyToB 3auK-
CHpOBaHa BBICOKAsl pacmlpocTpaHEHHOCTh GJB2-accoumupoBaH-
HO# ryxoThl. Kpome TOro, u3BecTHO, UTO B SIKyTMHM MaccoBOe
BBEJICHME XECTOBOTO SI3bIKa B LIKOJIAX ISl TJIIyXUX TIPOU3OILLIO OT-

HOCUTEJIbHO HemaBHO (~60 jer Hasanm). s MPOrHO3MPOBAHUS
pacnpocTtpaH€éHHOCTH GJB2-TiyXoTHl B SIKyTHMU HEOOXOOUMO M3y~
YyeHMe CTPYKTYpbl OpaKkoB Iyxux Jioneil. [IpoBeneHo aHKeTMpoBa-
Hue 121 "HOIUBUAYYMa ¢ HapylIeHUsIMU ciyxa u3 Pecnyonmku Ca-
xa (dxytust) B Bo3pacte oT 25 10 67 yer (CpeaHMii BO3pacT
44,8 + 9,3 rona), COCTOSIINX Ha UHBAIMIHOCTH TIO CIIyXY, JUISI BbI-
SICHEHUSI UX CEMEHOro MmojiokeHusl U yucia neteid. boiio ycra-
HOBJIEHO, uTO 114 m3 121 pecnmoHAEHTOB ¢ HApPYIICHUSIMU CIyXa
(94,2%) coctosiiu B Opake W/WIM MMEIN AETE, aHAIU3 CTPYKTY-
pBI OpakoB moka3zaj, yto 107 U3 HUX UMeIu OpadyHOTro MmapTHepa
C HapylleHueM ciayxa. Takum oOpasoMm, yactota Ab mo riyxore
B SAkyrun cocraBuna 93,9% (107/114), 4to BbIlIe TIO CPaBHEHUIO
¢ CHIA (79,0%), Typuwueii (46,8%), Mounronueii (37,5%), TyHu-
com (10,0—30,0%) u ¢ peruonom Bapmuana Llseunu (10,0%).
CpaBHumyto ¢ SIkyrueit yactoty AB Mo riayxore MMeeT permoH
Hapke LlBeunu (99,0%). Takum oGpa3oM, B HacTosiiliee Bpemsi
B SIKyTMU perucTpupyeTcsi OTHOCUTEIbHO BbICOKasi yactota Ab
CpeIy TIyXUX U CIa0OoCIbIIIAIIMX JTIOACH.

Paboma evinoanena npu unancoeoii noddepicke epanmoe PODUH
(15-04-04860_a), (14-04-01741_a), (15-44-05106-p_socmok_a), I'K
No6.656.2014/K u Humeepayuonnoeo npoekma CO PAH No92.

Hosble mapképbl anoMasibHOro MeTumiimpoBanusa JTHK
NpH OCTPOM MHEJIOHIHOM JIeKo3e y JeTei

Pyodenxo B.B.1, Hemupoeuenxo B.C.2, ITona A.B.2,
Tanac A.C.13, Kazaxoea C.A.1, Kysneyoea E.b.!,
3asemaee J.B.53, Cmpeavnuxoe B.B.13

I @edepanvroe eocydapcmeentoe 0100xcemuoe HayuHoe yupevcoerue
«Meduko-eenemuueckuii nayunsiil yenmp», Mockea, 115478, ya. Mo-
ckeopeuve, 0.1

e-mail: Shkarupo@mail.ru

2 Qedepanvoe eocydapcmeentoe 0100xcemuoe HayuHoe yupedcoerue
«Poccuiickuii onkonoeuneckuu Hayynoii yenmp um. H.H. Baoxuna»,
Mockea, 115478, Kawupckoe ut., 0.24

3 TBOY BI10 «PoccuiicKuii HayUuOHaAbHbLIL UCCAe008amensckull Meou-
yunckui ynueepcumem um. H.U. Ilupocosa» Munzdpasa PP, Mock-
6a, 117997, ya. Ocmposumsnosa, 0. 1.

3/10Ka4eCTBEHHbIE HOBOOOPA30BAHUSI XapaKTEPU3YIOTCS MOJIe-
KYJSIPHO-TEHETUYECKON  TeTepPOreHHOCTbI0.  MaXopHble — MyTa-
LIM1/TEeHOMHBIE TEPECTPOMKKU OMUCAHbI HE [UISI BCEX TUIIOB OITyXO-
JIeid, 9TO 3aTPYyAHSIET Pa3pabOTKy IMarHOCTUYECKUX U TIPOrHOCTHYE-
CKMX KJIMHUYECKUX TECTOB. B TO ke BpeMsi CyIIeCTBYeT KJlacc MoJie-
KYJSIPHO-TEHETUYECKUX M3MEHEHWH, MPUCYIIMIA BCEM 3JI0KauyecT-
BEHHBIM OIMYXOJISIM — 3TO aHOMAJbHOE METUJIMPOBAHME T€HOMHOI
JHK. Llenb HacTOSIIIEro Uccaea0BaHUsT — (POPMUPOBAHKME CHCTEMbI
MapKEPOB METUJIMPOBAHUSI OJHOTO U3 OCHOBHBIX MTPOTHOCTUYECKUX
KpUTEpUEB OCTPOro MueaouaHoro Jeiikoza (OMJI) y neteit — Mu-
HUMaTbHOU octatouHoi 6omesnn (MOB). B uccnenoBanue BoBie-
YeHbl 00pa3ibl OMOJIOTMYECKOro MaTepuasa KOCTHOTO MO3ra Matiu-
enroB ¢ OMJI. Mpentudukanus adbeppaHTHOTO METWIMPOBAHUS
MPOBOAUTCSI C UCIOJIBb30BAHUEM aBTOPCKOTO METOA HEIpPeIB3sTOro
CKpUHUHTA AU(GhEPEeHIINATBHOTO METWIMPOBAHUS TE€HOMOB Ha
OCHOBE aMIUIM(DUKALMU UHTEPMETWIMPOBAHHBIX caiiToOB. B xozie mc-
CJIeIOBAaHUSI BBISIBIEHO 16 HOBBIX T€HOMHBIX JIOKYCOB, aHOMAJIbHO
MeTHIMpoBaHHBIX Tipu OMJI y meteit. 15 mpuHamIexkar IpoMOTOp-
HbIM CpG-0CTpOBKaM T€HOB, ofrH — MexXreHHOMY CpG-0CTpOBKY
(7p21.1). [IBa reHa, aHOMaJIbHOE METMJIMPOBAHUE KOTOPBIX MTPH JET-
ckom OMIJI BeIIBIEHO B paboTe, KOOMPYIOT OEIKM, BOBICYEHHBIC
B TPOLIECCHI SIMUTEHETUYECKON pPeryasiuuu aKcrpeccun: RXRA u
KHSRP. TlpemnoxeHa cucteMa u3 13 MapkEpoB MeTUIMPOBAHMS
JHK, cooTBeTCTBYOIIMX TIPOMOTOPHBIM 00J1acTsIM reHOB EGFLAM,
RXRA, MAFA, TMEMI1764/TMEMI176B, KHSRP, TMEMZ200B,
ABCG4, GSGIL, CLDN7, CXCL14, DLK2, AIFM3 w SOXS, nns
omnpeneneHuss MOB mipu nerckom OMUJIL.

Hccaedosanue evinonneno npu unancosoii noddepicke PODU ¢ pam-
Kax Hayurnoeo npoexkma No14-04-32295 mon_a.
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Hacaencrsennsie HelipoMeTadoImIecKne 00J1e3HH
B IOHOLIECKOM M B3POCJIOM Bo3pacre

Pyoenckaa I.E., 3axaposa E.IO.

OI'BHY Meouko-eenemuueckuii nayyunwiii yenmp (MI'HIL[), Mockea
rudenskaya@med-gen.ru

HacnenctBenHble HelipomeTabonuueckue ©Ooaesnu (HMB)
TPAAMLIMOHHO CBSI3BIBAIOT ¢ MJIaJIEHYECKUM UM JIETCKUM BO3PAaCTOM:
Ha paHHue HMDB npeumyliecTBEHHO OpPMEHTUPOBAHbI KIMHM-
KO-TeHeTHYecKasi JAMarHOCTUKA, MEIMKO-TeHETUYECKOe KOHCYJIb-
TupoBanue (MI'K), pazpaboTka HOBBIX METOMIOB JIEUEHHUSI, OHU 11K -
pe ocBellieHbl B JuTepatype. BMecte ¢ TeM, CylleCTBEHHbI BKJIA
B cTpykTypy HMB BHOCST (hopMBbl ¢ HauyaaoM B IOHOILIECKOM U
B3pocyioM Bo3pacte. K HUM OTHOCATCSI HO30JOTMHU, Ul KOTOPBIX
TaKkoe Hayajao TMUIUWYHO (aTpodust 3puTeabHbIX HEpBOB Jlebepa —
camasl JacTas MUTOXOHIpMajibHasi 0o0Jie3Hb, Oosie3Hb Pedcyma,
4yacTb HelipoaereHepaluii ¢ HaKOIJIEHUEM Kejle3a B MO3re U 1Ip.) U
no3gHue ¢deHorunsl HMB ¢ pasHbIM Bo3pacToM MaHHMbeCTalnu
(OOJBIIMHCTBO JIeiiKoaucTpobuii/neiikoaHIehantonaTuii 1 MUTO-
XOH/IpUAJIbHBIX Oosie3Heit, bone3nu Bunbcona, Humana—IIuka C,
®abpu, raHrIMoO3uaA03bl, mopdupun u ap.). B mpouecce KinHU-
Ko-JlaboparopHoit tuarnoctuku HMbB u MI'K cemeit Hamu Hakom-
JIEHO 3HAUMTEJIbHOE YMCIO BepuMUIMPOBAHHBIX HAOMIOACHUI
Mo3aHUX (GOpM, BKIIOYAsT <HOBBIE» M 0C000 peakue. [loyist Mo3aHuxX
¢eHoTUIIOB NpU OTAeAbHBIX HMbB BapbupyeT oT eAMHUYHBIX CIy-
yaeB (raHmmo3unossl) a0 40—50% (ampeHoseiikonucTpodusi).
[TpuunHbl UX GOPMUPOBAHUS TOXKE PA3TUUHbI (TTOJUIOKYCHAs Te-
TEPOTeHHOCTb, KaK MPY HEMPOHAIBHBIX LIEPOUI-IUTO(YCINHO3AX;
CMEeKTp MyTallMii, KaK MPU MeTaxpoMaTUUeCcKO# Jeiikoauctpoduu
u 6ose3nu Kpaboe; MomudukaTopsl, Kak MmoJi pu aTpodun 3pure-
JIbHBIX HepBOB Jlebepa; reTeporuiasMust Mpy psiie MUTOXOHIPUATb-
HBIX OoJie3Heit) u st MHOrux HMB He BbISICHEHBI: TIpu Helipojie-
TreHepaluu ¢ HaKoIUIeHreM kelie3a B Mo3re | tumna, POLG-cBsizaH-
HBIX 0OJIe3HSIX, JIeWKOIHIIehANIONMaTU C BOBJIEYEHHEM CTBOJIA U
CMMHHOrO Mo3ra, 0oie3Hu AjieKcaHaepa TeHO-(heHOTUITMYECKue
KOppEJISILUY He HAUICHBI, TP aApeHOIEHKOIUCTPODUN PaHHKE U
no3aHue (HEHOTUIIBI COYETAIOTCS BHYTPUCEMEIHO. BOJIBIIMHCTBO
no3naux HMbB kimmHnueckn BaprabeTbHbI, HEPEIKO MAaCKUPYIOTCS
MO/ PACCESTHHBIN CKJIEPO3, MapKMHCOHU3M, MICUXMUYECKUE U APYTHe
yacteie 6one3Hu. MPT undopmatusHa npu mHorux HMB (Jiefiko-
nuctpobun /neiikosHiedanonatuu, HeiipoaereHepalu ¢ HaKoI-
JIEHWEM Kejieza B Mosre), Ho He mpu Bcex. MI'K mpu moszmHumx
HMBb umeer ommuust ot MI'K cemeit ¢ 6onpHbiMU 1eThMU. CBoe-
BpeMeHHOe BbisiBlIeHHe psiaa mo3nHux HMB BaxkHo s jedyeHus.
Hapsiny ¢ u3BecTHBIMU MeTOAaMM (XeaaThl Meau npu 6one3Hu Bu-
JICOHA, XEHOJEOKCUXOJIeBasi KUCIOTa TP LEePeOPOCYXOXKMUIBHOM
KcaHToMaTo3e, AueTa mpu O6osesHu Pedcyma) mosiBUIMCH HOBBIE
BUIBI Tepanuu (Muriyctat nipu 6onesnn Humana—Iluka C), mis
HekoTopbix HMbB crienmdbuuHoe neyeHue pa3pabaTbiBaeTCs.

Ilonck HOBBIX '€HOB MOABEPKEHHOCTH TYOEpKYJIé3y
C MCIOJIb30BAHUEM PE3YJbTATOB IMOJHOI€HOMHbBIX
HCCJIeI0OBAHNIA AYyTOMMMYHHBIX 3200JI€BaHMI

Pyoxo A.A.1, @peiioun M.B.1, Bpazuna E.F0.1,
An A.P.2, I'apaesa A.D.1, ITyzvipee B.I1.1:2

I @TBHY «Hayuno-uccredosamenvckuil uHcmumym MeoOuyuHCKoll 2e-
HemuKu»

634050, 2. Tomck, Habepexcnas p. YVwaiika, 10

E-mail: aleksey.rudko@medgenetics.ru

2 TBOY BIIO Cubupckuii 20cy0apcmeenHbiii MeOUuUUHCKULl YHUGEPCU-
mem M3 PO

634050, 2. Tomck, Mockoeckuti mpakm, 0 2

Ha ¢one ycriexoB B M3ydyeHUM TeHOMa 4ejloBeKa, BCe OOJb-
LIYIO TIOMY/ISIPHOCTD MPHUOBPETAIOT TTOJIHOTeHOMHbIE ACCOLIUATHB-
Hble uccienosanus (GWAS), obnanaioniyie BBICOKOH MOLTHOCTBIO

U TO3BOJSIIOLIME MICHTU(MUIIMPOBATh HOBbIE T'€HbI-KAHIUAATHI.
Mcxonst U3 KOHUETIMU OOLIMX MATOreHETUUECKUX MEXaHHU3MOB,
pesyibratbl GWAS, ycTaHOBMBIIME JIOKYChl BOCIIPUMMYMBOCTH
JUTSE Pa3IMYHBIX MIMMYHHBIX TIATOJIOTUI, MOTYT OBITh UCIIOJIb30Ba-
HbI U JUIs1 IOMCKA HOBBIX TeHOB nojBepxkeHHocTH Th. [laHHast tu-
roTe3a Jieryia B OCHOBY HacTosIlIel paboThl: B 3THUYEeCKU audde-
PeHUMPOBAaHHBIX Monyasiusx Cuoupu (pycckue v TYBUHLIbI) ObLI
BBITIOJTHEH MoucK accornaiuu Th ¢ moniuMopdHbIMU BapuaHTaMu
TeHOB, MPOSIBUBLIMX paHee accolranuio ¢ 6onesHno Kpona (bBK).
[ns mpoBeneHus uccienoBaHus y pycckux r.Tomcka (304 6osb-
HbiX TH u 149 310poBbIX) M KOpeHHOTO HacesneHust Pecrybnuku
Tysa (238 GonbHbIX TH 1 263 310pOBBIX) MPOBEAEH aHAIU3 acCO-
uvanuu Th ¢ moaumMop@HbIMU BapMaHTaMu T€HOB, CBSI3aHHBIX 110
JNAHHBIM TOJHOTeHOMHBIX MccnenoBaHuit ¢ BK. Ienorunuposa-
HUE BBIOPAHHBIX MOJUMOPMHBIX MAapKEPOB BBLIMOJHEHO C MOMO-
wpio iPLEX-ananmn3a monmnmmMop¢du3MOB Ha MaccC-CIEKTPOMETpe
«MassARRAY System SEQUENOM». B pe3yibrate mpoBea¢HHO-
rO UCCJEIOBaHUS B TOMYJSIIIMU PYCCKUX BIIEPBbIe OOHAPYXEHBI
cratucTruecku 3Haunmbie (p<0.05) accoumarnmu Th co cienyro-
mwumu - onumopdusmamu: 12872507 (ORMDL3), 153810936
(TNFSF15), 1810192702 (ATGI6LI), 19286879 (1q24.3),
rs10507523 (13q14.11). ¥V TyBuHIIEB accouuaiuu ¢ 3aboaeBaHIEM
BBISIBJICHBI TSI TOJTUMOPGHBIX BapuaHTOB 151407308 (TNFESF15) u
rs1736135 (21g21.1). CornacHo 6a3aM JaHHBIX TEHETUYECKHUX aC-
CcollMalMi, HU OJMH M3 T€HOB, MPOSBUBIIMX accouuauuio ¢ Th
B HACTOSILIEM MCCIIEI0BAHUM, PaHEee B OTHOLICHUY TIOABEPXKEHHO-
cTu 3a0ojieBaHMI0 He ObUT M3ydeH. OOHapyXXeHHbIe acColMalliu
MOTYT OBITb 00YCJIOBJIEHbI (DYHKIIMOHAIBLHOM POJIbIO KOAUPYEMBIX
0EKOB M UX MAaTOTeHETUYECKUM BJIMSIHUEM Ha MMMYHHBIC peak-
LMK, CBSI3AHHBIE C PAa3BUTHEM MHMEKIINHU.

HacaencTBennasi MOTOpHO-CeHCOpHAs Hesponatusi 1A u
HACJIEIICTBEHHAS HEBPONATHS C MPEAPACTIONOKEHHOCTHIO
K Napajmyam oOT COABJIEHAS —

OJIUH MEXAHH3M 00pa3oBaAHNS

JBYX HEBPOJIOTHYECKHX 3200J1eBaHMi

Pymanueea H.B., Ocaouyx T.B.,
Haymuux U.B., Kauan I0.11.

Pecnybauxanckuii Hayuno-npaxmuueckui yenmp «Mamov u oums»,
Munck, beaapyco

70—80% wabmoneHuit HACASACTBEHHONW MOTOPHO-CEHCOPHOI
HesponaTtuu IA (HMCH IA, OMIM 118220) u HacaenCcTBEHHOI He-
BpPOMNATUM C MPEAPACHONOXKEHHOCTbIO K MapajvuyaM OT CHABJICHUsI
(HHIIIIC, OMIM 162500) 00yc/ioBiIeHbI CyOMUKPOCKOMNYECKUMU
M3MEHEeHUsIMU XPOMOCOMHOTO0 yyactka 17p11.2, conepxaiero mue-
JIMHOBBI TeH PMP22. B Meiio3e MOXET MPOMCXOMUTh HEPaBHBIM
KPOCCUHTOBEP MEXIY BbICOKOTOMOJIOTMYHBIMU 2JIEMEHTaMU, (hiaH-
KMPYIOLIMMHU TeH, ¢ 00pa3oBaHMEM [IBYX aHOMAaJbHBIX XPOMOCOM:
OJTHA CONEPXMUT TaHIeMHYIo ayruikauuio 17pll.2, npyras — nene-
umto. Hacnenosanue ramer ¢ QyriiMKalueil MPUBOIUT K Pa3BUTHIO
HMCH IA, neneums nexur B ocHoBe HHIIIIC. Pesynbsrarom emu-
HOTO MYTallMOHHOTO COOBITHSI, OOYCJIIOBJIEHHOTO Pa3HOHAIpPABJIEH-
HBIMU HapylIeHUsIMU 103l TeHa PMP22, ssnsiotes 2 3a0oseBaHusl,
UMeEIOLINEe ayTOCOMHO-IOMUHAHTHOE HACJEIOBAHUE, CXOAHBIE MO-
TOPHO-CEHCOPHBIE PACCTPOICTBA, NeMUETMHU3UPYIOLIME TMPOsIBIIe-
Hust HAa OHMI, o61mii mpuHIMI IMAarHOCTUKH.

Mpbl npesacTaBisieM JaHHBIe Oenopycckux namueHToB ¢ HMCH
IA u HHIIIIC c uenbio onTuMu3aiuyu IMarHoCTUKU U MEIUKO-Te-
HeTHYeCcKoro KoHcyabTupoBanusi (MI'K).

JHK-ananu3 obpasuos renomuoil JIHK u3 neiikouutos nepu-
(epuueckoit KpoBM C HCIOJIb30BAHUEM MUKPOCATEJTUTHBIX
MapképoB xpomocombl 17 (D17S2218, D17S2220, D17S2223,
D17S2226, D17S2229), mMO3BOJISIOIIUX ONPEAEITh AyIIMKa-
uuo/neneunto rena PMP22, 61 poBeEH MalleHTaM C MposiBie-
HUSIMU HEBPOIIATUU U UX POJCTBEHHUKAM. BbIsiBIeHO 86 Juil ¢ My-
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Tauueii rena PMP22 (BodpacT BapbupoBai ot 4 1o 60 jer). dyrim-
kanus reHa PMP22 ycraHosneHa B 42 ceMbsix y 77 TTaniueHTOB (ce-
MeiiHble caydan — 54,7%). HMCH IA neGlotupoBaia Ha 1—2 je-
Kaae KM3HW CUMMETPUYHBIM IMOPaXXCHUEM JMCTATbHBIX MBbILLIEY-
HBIX T'PYNN KOHEYHOCTEM, BbIMaieHHeM pedeKCcoB, pacCTPOMCT-
BOM YYBCTBUTEJIbHOCTU, TIpPU3HAKAMHU AeMUeTnHu3auu Ha DHMT
— cKOpocCTb npoBeaeHus: umiyJibca (CITN) o cpeamHHOMY HepBY
cocrapisuia 12—28 m/c.

Heneuns rena PMP22 (HHIIIIC) BeisiBieHa B 5 ceMbsix y 9 00-
cJIeOBaHHBIX. Y 2 JeTeil-nipobaHmoB ¢ neboToM Ha 1—2 mekane
KM3HM Uy 3 B3pOCIBIX TPo0aHI0B (Ie010T Ha 3—4 mekaje) oTMeva-
JIMCh Tape3bl/Tapajudy OTAEIbHBIX HEPBOB C ITOCIEIYIOIIUM IO~
HBIM/YACTUYHBIM BOCCTAHOBJICHUEM; B TMHAMUKE OTMEYaJIOCh Ha-
pacTaHMe MOTOPHBIX U CEHCOPHBIX PAaCCTPOMCTB, NeMHUETUHU3UPY-
omme m3MeHeHus: Ha DHMI, cooTBeTcTByIOIIME MOpPaXKEHHBIM
HepBaM, CerMEHTapHBII XapakTep TopaxeHus, cHuxkenue CIIU,
OJIOKM TTPOBEICHMSI UMITYJIbCA.

ITpoBeneno MI'K mo mporHody moToMcTBa M BO3MOXKHOCTSIM
npeHartanbHoi JIHK nuarHoctuku.

AHanM3 3HAYMMOCTH aJIEIbHBIX BADUAHTOB reHOB
penapanuu ABYHUTeBbIX pa3psiBos JTHK
y xuteneii Ky3bacca, 00JbHBIX pakoM JErkoro

Poiockoea A.B., MununaB.U., baxanosa M.JL.,
Tumoe P.A., Kyiemun FO.E., Boponuna E.H.

OI'BYH «Hncmumym sxonoeuu venosexa» CO PAH
2. Kemeposo, npocnexkm Jlenunepaockuii 10
kotia 1490@mail.ru

Pak nérkoro (PJI) 3aHnMMaeT mepBoe MecTO B OHKO3aboJeBae-
MOCTH MYxXcKoro HaceneHust Poccuu (18,9%) u umeer HanGob-
LU yIeabHBIN BEC B CTPYKTYpPEe CMEPTHOCTU OT 37I0KAYeCTBEHHBIX
HoBooOpaszoBanwuii (17,4%). Psnom uccnenoBaHuii ObIIO TTOKAa3aHO,
YTO Ha MPEeAPACIIONOKEHHOCTD K 3JI0KAYeCTBEHHbBIM 3a00J1eBaHUSIM
BJIMSIIOT HACJEICTBEHHbIE OCOOEHHOCTH (DEPMEHTOB perapaluu
JAHK. Myrauuu JITHK-penapupyollnx reHoB yBeJIUYMBAIOT PUCK
BO3HUKHOBEHUSI OTMYyXOJeBOM TpaHchopMmauuu. B cBsizu ¢ aTuM,
LIEJIBIO IAHHOTO MCCIIEI0BAHMSI CTAIO U3yYeHUe oJmMopdu3ma re-
HOB (hepMEHTOB perapalyy ABYHUTEBHIX pa3pbiBoB JHK: ATM
Asp1853Asn (rs 664143), NBSI Glul85GIn (rs 1805794), XRCC2
Argl188His (rs 3218536), XRCC3 Thr241Met (rs 861539) y 6G0IbHBIX
PJ1 u 3n0poBbix kuteneit KemepoBckoit obsact. OOBEKTOM HC-
cnemoBanust Obutn 387 wen. (337 myxkumH, 50 XeHIIMH) OOJBHBIX
PJI, moctynuBimx Ha jedyeHre B KeMepoBcKuit 00JaCTHOM OHKO-
JIOTUYECKUi 1eHTp M 316 3mopoBbIX Xutenedl (255 MyxX4mH,
61 xeniunHa) KemepoBckoii obmactu. Bee 00cienoBaHHbIE O~
CBIBAJIM MPOTOKOJ MH(popMupoBaHHoro cornacust. JIHK Boimensu
U3 JIEHKOLMTOB NepudepruuecKoil KpoBU METOIOM (heHOI-XJI0PO-
dopmHOil  dKcTpakumMu.  [eHOTMIUpOBaHME  MOJIUMOPGHBIX
mapképoB ATM Asp1853Asn, NBS1 Glul85GIn nmpoBoawiu ¢ Ucro-
nb3oBaHueM MeToma «SNP-akcmpecc» 1 Habopa peaKTHUBOB, pa3pa-
ooranHoro HII® «Jlutex» (r.Mocksa). TumnmupoBaHue TeHOB
XRCC2 Argl88His, XRCC3 Thr241Met mpoBOAMIA METOIOM MYJIb-
turuiekcHoit TILIP ¢ duyopecueHTHO# neTekiueit pesyabTaToB
B pexXuMe peajibHOro BpeMeHu. CraTrcThueckasi o0paboTka pesy-
JILTATOB TMPOBOAWIACH C MCIIOJb30BAaHMEM [aKeTa TMPUKIAJIHbBIX
nporpamMM «STATISTICA for Windows 6.0». O11eHKY COOTBETCTBUSI
pacripeiesieHnit  oMMMOPGhHBIX BapUaHTOB pPaBHOBECHIO Xap-
nu—BaitHOGepra OCYIIECTBISUIM C UCIOJIb30BAHUEM JIOCTYITHOTO
uHTepHeT-pecypca: http://ihg.gsf.de/ cgi-bin/hw/hwal.pl. Tlpu
CpPaBHEHUU YACTOT FEHOTUITIOB MPUMEHSIIM CTAaHAAPTHBINA KPUTEPUit
%2 Tlupcona. Paznuuus cuMTany CTaTUCTUUECKH 3HAYMMBIMU TIPU
p<0,05. BBomnnu nompaBky boHdepponu mist n3dexkaHus OIMOKN
1 pona.

B pesynbrate mccienoBaHus ObITM BBISIBACHBI OTIMUMS MEXIY
rpynnaMu Myx4uH ¢ PJI u 300poBBIX MO YacTOTe BCTPEYaeMOCTH
renotuna Asp/Asn (x2 = 4,27; p = 0,0387) rena ATM, 1 110 TeHOTH-

nam Thr/Thr (32 = 4,25; p = 0,0393), Met/Met (2 = 4,20;
p = 0,0404) rena XRCC3. Y XeHIIMH pa3JIMyuil 4aCTOT FeHOTUIIOB
U ajuiesieil BeisiBeHO He Obuto. [IpuHMMas BO BHUMaHUE HEOOXO-
JIMMOCTb y4€Ta MOMpaBKM Ha MHOXKECTBEHHOCTb CPaBHEHUI (KpH-
tepuit boudepponu 0,05/4 = 0,0125) monyueHHble pe3ynabTaThl
MOXHO paccMaTpuBaTh Ha JaHHOM 3Tare KakK CTaTMCTHMYECKU He
3HAYMMBbIC, HO CBUIETENLCTBYIOIINE O MEPCIEKTUBHOCTUA MPOIOJI-
JKEHUSI TTOMCKA acCoLMaluii B JTAHHOM HaIpaBJIeHUU.

Hccnedosanue nposedeno npu gpunarcogoll noddepoicke 20cyoapcmeeH-
Hoeo 3adanusi Munobpnayku P®D No201464, npoepammer «YMHHUK»
no Kemeposckoui obaacmu.

Ilepsbriii onbiT npuvenenns NGS
C LeJbI0 NPAKTHYECKON IUATHOCTUKY
Ha npumepe MJII/MJIB B PD

Poiocxosa O.11., Iloaaxoe A.B.

OI'BHY «Meduko-eenemuueckuti nayunoiii yenmp», Mockea
oxana-ryz@rambler.ru

MbiiieyHast auctpocdus Jdiomenna/bekkepa (MAA/MIB) —
OJTHO M3 CaMbIX YAaCThIX HACJEACTBEHHBIX 3a00JIeBaHMIA, BCTpEUalo-
muxcst ¢ yactoroir 1 Ha 3—3,5 ThIC. HOBOPOXAEHHBIX MaJTbUUKOB.
I'en DM D nokanu3oBaH Ha JTMHHOM Tuiede X-XpPOMOCOMBI U SIBJISI-
€TCsI OMHUM M3 CaMbIX MPOTSKEHHBIX TeHOB (3mb). B ¢Bsi3u ¢ atum
BO3HUKAIOT CYILIECTBEHHBIC TPYIHOCTH TIPU €r0 MOJEKYJSIPHO-Te-
HETMYECKOM MCClieoBaHuU. B GosblIMHCTBE j1abopaTopuii B PD
TPOBOAMTCSI aHAJIU3 TOJBKO MPOTSIKEHHBIX AEIEINiA/MyTTUKALIAIA
B reHe DM D, xotopbie coctaBisiioT okojio 70% Bcex mytauuid. Ene
TPEeThb COCTaBJISIIOT TOYKOBBIE 3aMEHBI, a TakKe HeOOJIbIINe aese-
LIVW/MYTUTUKALIMK, [UIST KOTOPBIX He pa3paboTaHbl JelieBble U 3¢-
(exTHBHBIE MOAXOABI K aHAIU3Y. Lleblo taHHOI paboThl CTajIo CO-
3nanue cucreMbl NGS, MpUroaHoi wisi KIMHUYECKOTO MCIOIb30-
BaHMs, Ha MPUMepe AeTeKLMKU TOYKOBBIX MyTauuii B reHe DMD.

Hamu 6but1 nepepaboTaHbl U yaydLIeHbI TPOTOKOJIbI UCCIEI0-
BaHUS, TIpencTaBieHHble (GupMamu-nponsBonuteasiMu NGS-Tex-
Houstoruii. Tak Kak B KIMHUYECKOI MPaKTUKe HEOOXOAMMO MaKCH-
MaJIbHO CHM3UTb BO3MOXHYIO OIIMOKY, Mbl BBEJIM BO3MOXKHOCTD
BHU3YaJIbHOTO U TEXHUYECKOTr0 KOHTPOJISI Ha BCEX ATarax Co3laHusl
oubnrorek. Takke Mbl YAYYIIMIM <«BbIpABHMBAaHME» KOHIIEHTpa-
LM KOHEYHBIX IMPOAYKTOB aMIUIMPUKAIMK W YHUDUIMPOBAIU
npaiiMepsbl, Ul TIOJTyYeHUsT KOJIOHMIA (hparMeHTOB OMOJIMOTEKN Ha
TBEPAbIX HOCUTENISIX, YTO JAET BOZMOXKHOCTb 00Jice PAaBHOMEPHOTO
CEeKBEHUPOBaHMsI (PParMEeHTOB U MEHBIIIETO pa3dpoca B X «ITOKPHI-
TU». HamMu ObLT MpoBen€H Ou3aiiH COOCTBEHHBIX ITpaiiMepoB, UTO
3HAYMTENILHO CHU3MIIO CeOECTOMMOCTD UCCIeOBAaHUS Ha oOpasell U
JAJI0 BO3MOKHOCTD JTAJIbHEMIIETO amanTUPOBAHUST MCITOJb3yeMOit
METOAVKHU JUTS IPYTUX UcclaenoBaHuil. Takke MBI MTPEIyCMOTPEITH
BO3MOXHOCTb PaCHIMPEHHUsT W YIYIILICHUS MpeliaraeMoil HaMu CH-
ctembl. B pesynbrate paboThl ObUIa co3maHa cHcTeMa AETCKIIMK
TOYKOBBIX MyTaumii MetogoM NGS, BKitouaroliasi aHaJin3 TeHOB
DMD, EMD, FHLIwn LMNA A/C. K HacTosiiieMy BpeMEHU TIPOBe-
neHo uccnenoanue JJTHK 12 60JbHBIX ¢ KIMHUYECKUM IMarHO30M
MIA/MIB. B onHoM ciiyyae paHee BbIsIBIEHA ITPOTSKEHHAS eJie-
st (48—52 9K30HOB), B OCTaJbHBIX HE OBLIO BBISIBAECHO IIPO-
TSKEHHBIX eennii/nyniaukaunit B DMD, a Takxke 4acTbIX MyTa-
uuit reHoB CAPN3, FKRP, SMN. B pesynbTate ucciaenoBaHus y 3
0OJIbHBIX OOHapyXeHbl MyTtauuu B reHe DMD (c.650-2A>G,
¢.1544dupT u ¢.2929C>T), y ogHOTO GOJBLHOTO BBISIBJICHA ACIICLIMS
¢.69delC B rene LMNA A/C. bbina nonTBepkaeHa BbIsIBIEHHAs pa-
Hee TpoTsDKEHHas nesenus. Takum obpasoM y 36,4% GonbHBIX 0€3
paHee WuccleoBaHHBIX MyTtaumii aumarHo3 MJIB/MJJ mox-
TBEPKJIEH MOJICKYISIPHO-TEHETUYECKUMU METOTaMMU.
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Onurenernyeckue JIHK-mapképbl B KpoBu:
COBpPeMeHHble MOIXO0/Ibl K JUATHOCTHKE PaKa

Poikosa E.FO.1, Moposxun E.C.1, ITonomapeea A.A.%3,
Kanuyxaa K.10.%, Aucuxuna T.J1.%, Cxeopyosa T.9.1,
Bondape A.A.1, Yepowinueea H.B.%5, Baacoe B.B.1,
Jaxmuonoe II.I1.7

I UXE®OM CO PAH, Hoeocubupck, Poccus
2 Tomexuii HUH onxonoeuu, Tomck, Poccus
3 TIY, Tomck, Poccus

4 UBX PAH, Mockea, Poccus

S TTY, Tomck, Poccus

Jlist ycrielHoi Tepanuy paka HeOOXOAMMbI TEXHOJIOTUYHBIE
TECTbl, TMPUIOIHBIC [Vl PEryJSPHOrO O0CIeN0BaHUS OOJNBLIMX
TPYII HaceJeHMsI M BBISIBJICHUSI OIMYyXOJed Ha PAaHHUX CTaIMsIX.
IlepcrieKTUBHBIM TOAXOJOM K JAMAarHOCTUKE SIBJISIETCSl aHaIu3
JAHK-mapképoB B cocraBe umpkympyommx JAHK kposu
(uupk/IHK). Onnako BbisiBIeHHMe oryxoiecneipuyeckux JHK
OCJIOXKHSIETCSI MX HU3KUM COJiepXKaHueM B KPOBU, (pparMeHTarrei
mpkJIHK, Hanmmyuem 3HauuTenpbHoro kosuuectBa LupkJIHK u3
HOPMaJIbHBIX KJIeTOK. Llenbio HacTosiieir paboThl sIBJIsIacCh pa3pa-
6oT1ka noaxoaoB K aHanuzy JIHK-MapkEépoB B KpoBu /151 CO3MaHMSI
BBICOKOUYBCTBUTEJIBHBIX U CIHEU(PUUHBIX IMArHOCTUYECKUX TeC-
TOB. AHanu3 upKIHK 310poBbIX JOHOPOB U MAlMEHTOB MPOBOIM -

JIM MpU TMOMOLIM MeTonoB KoauuyecTBeHHoU ITIIP, mMukpouurmnos,
MacCOBOTO MapajlieIbHOrO ceKBeHUpoBaHus. J1Jist mpoOGOMoAroToB-
KM MCIOJb30BAIM METO/bI CHelMpUUecKoro o0oraleHusi, MmoBbl-
meHust 3¢GGEKTUBHOCTH JAMArHOCTUKKM 3a CYET MCIOJIb30BAHUS
upkJIHK, cBsI3aHHBIX ¢ TOBEPXHOCTHIO KJIETOK KpOoBU. B KauecTBe
MapKEPOB UCTIONB30BAIM M3BECTHBIE paHee abepPaHTHO METUIIMPO-
BaHHbIC TeHbI, 1 HOBbIE MapKEPbI, BBISIBICHHBIE B pe3yJbTaTe aHa-
JIM3a Ha TEHOMHOM YpPOBHE. AHAJIM3 JUTEPATypHBIX TaHHBIX U CO-
CTOSIHUSI TMarHOCTMYECKON 0a3bl KIMHUYECKUX J1abopaTopuii mo-
3BOJISIET HAJIESIThCS HA paclIMpeHre HOMEHKJIATYPhI SMTUTeHeTHYe-
CKMX MapKEépoB, KOTOPbIE MOXHO Oy/IEeT MCITOJIb30BaTh [UIsl paHHE!
JIMarHOCTUKY paka. PazpaboTaHHbIe HAMM BHICOKOUYBCTBUTEIbHBIE
metun-cneuuduunsie TagMan TTLP HanpaBiaeHbl Ha BbISIBICHUE
abeppanTHO MeTuanpoBaHHBIX JIHK B KpoBu ¢ abCOMIOTHOM crie-
mubuyHocThio. OnpenencHue MaHean U3 TpEx Hambosee 3hdek-
TUBHBIX TUIIEPMETHWIMPOBAHHEIX MapKEpoB B cocTtaBe LMpKIHK
KPOBU MO3BOJISIET AMATHOCTUPOBATH OOJILHBIX PAKOM JIETKOTO C YyB-
CTBUTEJILHOCTBIO 92%, crieumpuaHocTbio 97%. JlanbHeimii mo-
HUCK ONTUMAJbHBIX a0eppaHTHO METUIMPOBAHHBIX MapKEPHBIX
JHK Heobxomum mist moBbILIeHKS 3(P(HEKTUBHOCTA HEMHBA3UBHOM
JIMarHOCTUKMU.

Paboma noddepucana npoepammou yHOAMeHMANbHBIX UCCACO08AHUIL
IIpesuduyma PAH «Dyndamenmanvhsie uccredosanus 04s paspadom-
Ku  Ouomeduyunckux — mexuonoeui» — Ha — 2014—2016  ee.
(DUMT-2014-208), u 6 pamxax npoecpammol «I[locmoox ¢ TIIV».
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