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P93yanaTbI MOJIeKynspHO-reHeTU4eCKOro nccriegoBaHums

PUNO: NopaesA'l Harta poxaeHuna: 19.08.2022

Ne o6pasua: 130656 Mon: myx

Fopoa/yupexaeHne: OKBENe2 MaTepuan onsa uccneaoBaHuA: cyxme naTHa Kposu

Bpau: MoknHa A B [aTta Bblaaumn pe3ynbTaToB UCCrnenoBaHUA:
10.07.2025

HanpaBneHue. [IporpeccupyioLwias MblliedyHas AMCTpodums, B TOM Yucne Mmoamctpodums, BbldBaHHAss MyTaunsMu reHa
DMD.
MeTtoa uccriegoBaHua. Bbicokonpon3BoamTENHOE CEKBEHMPOBAHNE.

Bbinn uccnegoBaHbl TapreTHple, 06nacTn reHoma YenoBeka, NaToreHHble BapyaHTbl KOTOPbIX BbI3bIBAOT Hacned-
CTBEHHble MmonaTtumn, mmogmctpouu n nonnHenponatum (NnaHens IRN 0200509934).

PesynbTaTthl uccnegosaHmsa npuBeaeHsl B Tabnuvuax 1-3.

Tabnuvua 1. lNaToreHHble reHeTUYEeCKMe BapuaHTbl

[eH, PedepeHcHaa [OksoH/ ["[eHoMHas YacTtoTa*| Hykneo™aHbIN | AMUHOKMCIIOTHBIN OueHka
OMIM nocnegosa- WHTPOH KoopAauHata % BapuaHT BapuaHT naToreHHoCTn**
TENbHOCTL (GRCh38)
DMD, . €.1615C>T " o
300377 NM _004006.3 14 chrX:32573834 H/g (hem) p.R539 NaToOreHHbI

B o9k3oHe 14 rena DMD (OMIM 300377) BbisBNeH HOHCeHC BapuaHT C.1615C>T (chrX:32573834G>A,;
NM_004006.3; rs398123865) B reMM3MroTHOM COCTOSIHUW, NMPUBOASALLUNA K NPEXAEBPEMEHHON TEPMUHALUN TPaHCASALMK
p.R539*, HeoAWEaAHHbIV B KOHTPOMbHOM Bbibopke gnomAD v4.1.0. HykneoTuaHbii BapuaHT onnueaH B MexayHapoaHou 6a-
3e HGMD professional [CM080213], a Takke.B, 6a3e LitVar y naumeHToB ¢ MbledHoM ‘auctpoduen OioweHHa [Resch et
al., 2021]. B cooTBeTCTBUN C POCCMNCKMM PYyKOoBOOCTBOM MO MHTEpnpeTaumm gadHelx nocrnegosaTtensHocTn JHK yenose-
Ka, BbISIBITEHHBIN HYKNEOTUAHbIN BApPUaHT criegyeT pacLleHnBaTh Kak natoreHHbii. CornacHo 6ase gaHHbix OMIM, myTalmm
B reHe DMD onucaHbl y nauuMeHToB ¢ MblweyHon guctpodmen OrowenHa (OMIM 310200) 1 mblweyHon auctpodmen bek-
kepa (OMIM 300376), HacnegyembiMu no X-cLenneHHoMY peLecCUBHOMY TUMy, a Takke Yy nauMeHToB ¢ AunaTaumoHHON

kapanomuonatuen, Tnn 3B (OMIM 302045), Hacnegyemoi no X-cuenneHHoMy Tuny.

Tabnvua 2. BeposiTHO-NaToreHHble reHeTUYECKME BapuaHThbI

leH, PethepeHcHaa |3Ok30H/ eHOMHas YactoTta*| HykneotnaHbeii | AMUHOKUCIIOTHBEIN OueHka
OMIM nocneaoBa- WHTPOH KoopauHara % BapuaHT BapuaHT naToreHHocTu**
TENbHOCTb (GRCh38)

He BbigBneHo
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Tabnuua 3. HyKJ'IeOTWJ,HbIe BapUaHTbl C HEN3BECTHbLIM KITMHWNYECKUM 3Ha4YeHNEM

leH, PedepeHcHas 1| Qk30H/ "eHoMHas YacTtoTa®l HykneotnaHbii | AMUHOKUCNOTHbIN OueHka
OMIM nocrnepgosa- MHTPOH KoopauHarta % BapuaHT BapuaHT NaToreHHoCTn™*
TENnbHOCTb (GRCh38)
He BbisiBneHo

*- cornacHo 6ase gnomAD v4.1.0
**. cornacHo poccuckomy PykoBOACTBY No MHTepnpeTaumm gaHHbix JHK yenoseka

CcblIKU Ha Ucnonb3oBaHHble 6a3bl AaHHbIX'U IUTepaTypy:

https://portal.biobase-international.com/hgmd/pro
https://omim.org
https://www.ncbi.nlm.nih.gov/clinvar
DOI:20.25557/2073-7998.2019.02.3-23

OrpaHquHMe mMeTo4a n AonosfiHuTernbHas m-lcbopmauvm no nccrnenoBaHuUio nNpuBeAaeHbI B NPUNOXXeHnn

KommeHTapuu n pekomeHaaumm:
1. KoHcynbTauus Bpada-reHeTnka
2. Banupauus BbisiBfiEHHOro BapmaHTa METOLOM CEKBEHUPOBAHUA No CaHrepy
3. MonekynsapHo-reHeTnyeckoe obcrnefoBaHne BMonormyeckux pogurenen

Bpay-mabopaTopHbIVi reHeTuK, BeOYLUMI HaYYHbIN COTPYOHWK, HavarnbHuK LieHTpa,
Mypasbesa J1.B. K.6.H. Mywkos A.A. A.6:H. CaBocTbsHOB K.B.
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OrpaHuyeHus meTopa.
VMcnonb3yeMblil B UCCref0BaHUN METOL HE MO3BOSISIET BbIABNSTD:!

KONM4YeCTBO NOBTOPSIOLLMXCS 3N1IEMEHTOB reHoMa (3KCnaHCumn gu/TPUHYKNEOTUAHbLIX MOBTOPOB)

ypoBeHb MeTunuposaHusa AHK

cbanaHcnpoBaHHbIE XPOMOCOMHbIE MEPECTPONKN N NONMNIIONANN, a Takke OAHOPOAUTENLCKME ANCOMUN
aeneunn.m Hcepummn, NpoTsKeHHoCTbio 6onee 10.1.H

MyTaln'B BbICOKOTOMOJTOTMYHLIX y4acTKax, B TOM YMcre NceBgoreHax

MO3auyHble BapuaHTbl MyTauui

MyTaLMM B MHTPOHHbIX 00NacTax, HAXOAALMXCS Ha paccTosiHum 6onee 20 n.H.|OT 3K30HOB, a TaKkke MyTa-
uuKn B Apyrnx obnactax reHoma, ‘He SBnstoLLnXcst TapreTHbIM1

anureHeTUYeCKMe U HeHacrneACcTBEHHbIE (CoOMaTMYecKne) MyTaumm

DononHutenbHas nHdopmaums.

O6paboTka AaHHbIX CeKBEHMPOBAHUS NMPOBOAMIIACE C MCMOMIb30BAHMEM aBTOMAaTU3NPOBAHHOMO anropuT-
Ma, BKITHOYaloLLLEero KapTMpoBaH/We MPOYMTEHUIN Ha pedepeHCHyYo MocrnefoBaTenbHOCTbL reHoma YeroBeka
(GRCh38), noctnpoueccuHr KapTMpoBaHuUs, BbiSIBieHWE BapuMaHTOB M_uX (PunbTpaumio no KavecTsy, a
TakKe aHHOTaUMIO BbISBIIEHHBIX BApNUaHTOB MO KAHOHNYECKOMY TPAHCKPUMTY KaXxaoro reHa. BoisBneHHble
HyKneoTuaHble BapuaHTbl NPoBepeHbl ¢ ucnonb3osaHneM 6a3sst gaHHbix HGMD Professional. AHanus Bbi-
ABMEHHbIX HYKNEOTMAHbIX BapuvaHToB Obin npoBedeH C MOMOLLLI0 KOMMbOTEPHOW nporpammbl Alamut
Visual Plus (Interactive Biosoftware)

MeTtog NGS nossonseT BbISBNATb BapuaHTbl reHOMa NULlb B aHanu3mMpyeMbix TapreTHbix obriacTsax. B 3a-
KMOYEeHMU yKasaHbl BapuaHTbl C 0bLenonynsaunoHHbIMU YactoTamu, He npesbliwatowmmm 0,01% ans 3a-
boneBaHW ¢ ayTOCOMHO-AOMUHAHTHBIM M X-CLENNeHHbIM AOMUHAHTHBIM MeXaHu3MaMu HacrnegoBaHus,
0,5% onsa 3aboneBaHMin ¢ ayTOCOMHO-PELECCUBHBIM MexaHu3Mom HacnegosaHus n 0,3% ansa 3abonesa-
HUI ¢ X-CUenAeHHBIM PeLeCCUBHLIM MEXaHU3MOM HacnedoBaHus. pu 3TOM, HEBbISIBNIEHWE CTPYKTYPHbIX
BapuaHTOB, PV CEKBEHWPOBAHWK, HE UCKIYaeT ux \Hanuuus y naunenta. Mo pekomeHgaumam ACMG go-
CTOBEPHBIMW MOXHO CYMTaTb fM1LWb Te BapuaHTbl reHoma, KoTopble Obinv BanuauposaHel Metogom CaHre-
pa

OueHKa KINMHNYECKOW 3HAYMMOCTU (NIaTOreHHOCTW) BbISIBNEHHbIX BapMaHTOB-[IPOBOAUIACE Ha OCHOBaHWUU
poccuickoro PykosofcTBa no MHTeprnpeTaumm AaHHbIX nocregosaTtensHoct [IHK yenoseka, nony4yeHHbIX
MeToJaMu MacCOBOro naparnmneribHOro CEKBEHMPOBaHUS C MUCMNONb30BaHNEM anropuTMOB MnpeackasaHus
natoreHHocTun (Polyphen2_HDIV, Polyphen2_HVAR, SIFT, MutationTaster n gp.). BapunaHtsl crpynnupo-
BaHbl NO CTENEHW BEPOSATHOCTU MX MATOFEHHOCTW C YYEeTOM MPOBEAEHHOrO paHXvpoBaHWs u deHoTuna
mauMeHTa, NpeAcTaBreHHOro B CONpOBOAUTENbHbIX AOKYMEHTaxX. BapuaHTbl, He COOTBETCTBYIOLUMNE KpUTE-
PUSIM «MNAaTOrEHHbIV» U «BEPOATHO.MATOMEHHbIV», NN OTBEeYalLwue AaHHbIM KPUTEPUSIM, HO HE MOAXOAs-
wme no eHoTuny, npeacTaBReHHOMY B COMPOBOAUTENbHbIX AOKYMEHTaX,~-MOryT He ObiTb BKIHOYEHbI B
AaHHoe 3aknioveHne. OBHapyKeHHbIN paHee BapuaHT, KnaccuuunpoBaHHbIN Kak NaToreHHbIN, MOXeT He
ABNATLCA NATOrEHHbLIM AN APYroro naumeHTa.

OGHapyXeHHble B'\pesynbTate nccnegoBaHnst BapuaHTbl HEWMOTYT SBMATbCA OKOHYaTENbHbIM ANarHO30M.
OTN AaHHble MOryT ObiTb MCNOMb30BaHblI B COBOKYMHOCTW C KNMHUYECKUMU AaHHLIMW U pesynpratamu na-
H6opaTOpHBLIXU MHCTPYMEHTanbHbIX METOAO0B UCCNEA0BAHNS TOMbKO BPAa4OM reHEeTUKOM.
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