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M3yyeHue cnekTpa MyTaLuii M COBEPLUEHCTBOBAHME ANArHOCTMKM cHpoma Awepa (CA) ocobo akTyanbHbl B CBA3M C pa3pabaTtbiBa-
eMbIMV NOAX0oAaMU K reHHoW Tepanuu 3abonesaHus. Cpean 46 naumeHToB ¢ npu3Hakamu CA natoreHHble MyTaLluy BbiABNEHbI HaMy
y 40 (87%) naymnenTos. CA | n Il Tunos onpepeneHbl y 26% 1 57% npobaHA0B NCXOLHOW BbIGOPKM, COOTBETCTBEHHO. Y MALMEHTOB C
CA | BbiABneHbl MyTaumu B reHax MYO7A (73%), CDH23 (7%), PCDH15 (7%), n USH1C (13%). Hanbonbluyto YacToTy nokKasana myTa-
una MYO7A p.Q18*. OnucaHo 6 HoBbIx MyTauuii B reHe MYOZA, n aee — B reHe PCDH15.Y nauneHTos ¢ CA Il BbiiBneHa 21 myTauma
reHa USH2A, 5 13 KoTopbix onucaHbl Briepsble. Hanbonbluyto yactoTy nokasana myTauua USH2A p.W3955*. Y aByx naLMeHTOB BbiAB-
NIeHbl MyTaLUn B reHax HeCMHAPOMANIbHOrO NUIrMeHTHOro peTnHuTa RHO 1 RPGR, 4TO NO3BOAMO YTOUHUTb KIMHUYECKNI ANarHo3.
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Studying the mutation spectrum and improvement of molecular verification of the Usher syndrome (USH) are of particular rele-
vance as gene therapy emerges. Among 46 patients with signs of Usher syndrome we identified mutations in 40 (85%) patients,
establishing a diagnosis of USH1 and USH2 for 26% and 57% of the probands of the initial sample, respectively. Patients with USH1
showed mutations in the MYO7A (73%), CDH23 (7%), PCDH15 (7%), and USH1C (13%) genes. MYO7A p.Q18* mutation showed the
highest frequency. We have identified 6 new mutations in the MYO7A gene, and 2 in the PCDH15 gene. In USH2 patients, 21 USH2A
gene mutations were identified, 5 of which are novel. The USH2A mutation p.W3955* was most frequent. Two patients showed
mutations in the non-syndromic retinitis pigmentosa genes RHO and RPGR, which made it possible to clarify the clinical diagnosis.
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unapom Aiuepa (CA; USH; yacrora 3,2—6,2 Ha
100 000 yemoBEeK) — ayTOCOMHO-PELIECCUBHOE 300~
JIeBaHUe, IIPUYMHA [TOYTHU OJIOBUHBI BCEX CIydaeB
COYETAHHOI HACJIEACTBEHHOM ITOTEPU 3peHMs U ciayxa [1].
B 3aBUCHMOCTH OT TSDKECTU HAPYLLUIEHMS CIyXa, BeCTUOY-
JISIPHOM IUCOYHKLIMN 1 BO3PACcTa Hayasla MMIMEHTHOTO pe-
tunuta, CA noapasaessieTcss Ha TP OCHOBHBIX KIIMHUYe-
ckux rmontura — USH1, USH2 u USH3. USH1 — nau6o-
Jiee Tspkenast hopma, 00yCIOBIEHHAS! MyTalUsSIMKU B OTHOM
n3reHoB: MYO7A, USHIC, CDH23, PCDH15, USH1G unu
CIB2. Tpu rena accouyupoBanbl ¢ USH2: USH2A, ADGRV1
u DFNB31. USH3 — naubonee penkast (oopma, 00yCiIoB-
JleHHasT MmyTanussymu B reHe CLRN 1.
Ieab: oxapakTepr30BaTh CIIEKTP MYTalIMil Y POCCHIA-
ckux nauueHToB ¢ CA.

MaTepvlanbl n metoabl

O06cenoBaHo 46 HEPOACTBEHHBIX MALIMEHTOB C IIPHU-
3HakamMu CA. CKpUHUHT MYyTalii TIPOBOIUIN METOIOM
NGS ¢ ncnonb3oBaHueM naHeau mpaimepoB AmpliSeq
Inherited Disease Panel (Thermo Fisher) u SureSelect Hu-
man All Exon V7 (Agilent). IToricK mpoTsoKeHHBIX TEISIIAi
B reHax CA mposBonunu metonoM MLPA ¢ Habopamu
SALSA MLPA P361 USH2Amix1, P362 USH2A mix2,
P292 PCDH15 (MRC Holland).

Pesynbratbl

Myrtaunmu B reHax CA BoisiBiieHbBI y 40 13 46 rmanMeHToB
(87%), 4TO COOTBETCTBYET MOKA3ATE/ISIM, TIOJyYEHHBIM pa-
Hee B Poccun u B mupe [2,3]. Y manmenToB ¢ USH 1 BhIsiBIIE-
Hbl MyTauuu B reHax MYO7A (73%), CDH23 (7%), PCDH15
(7%),u USHIC (13%). Haubounbuiyio yactoty (25%) moka-
3ama mytanust MYO7A p.Q18*. Becero B rene MYO7A BbI-
sBjeHo 11 mMyTanuii, 6 U3 KOTOPbIX OMMCAHbl HAMU BIIEP-
BbIe. BriepBbie onmcaHbl 2 HOBbIe MyTalu B reHe PCDH 1 5.
V naumenTtos ¢ USH2 BrisiBiieHa 21 mytauums rena USH2A,
13 KOTOPBIX 5 omnucaHbl BrepBbie. Hanboblinyio yacToTy
(50%) nokasana myratmst USH2A p.W3955* (14%).

W3 28 mammenToB ¢ USH2, y 4 BLISIBIIEeH TeHETUYECKUI
BapuaHT USH2A ¢.8682—9A>G B KOMITayH/I-TETEPO3UTOT-
HOM COCTOSTHMH C TTaToreHHbIMU ajyutenssmu USH2A. Tla-
tToreHHocTh BapuaHTta USH2A ¢.8682—9A>G HeoueBMIHA
[4]. Harre HabmogeHMe TTO3BOJISIET TIPEATIONAraTh JIMOO eTO
MMaTOreHHOCTh, JIM0O €ro MOBBIIIEHHYIO YaCTOTY B OTeYe-
CTBECHHOU MOMYJISIIINN. AHAIN3 TeHOTUIIOB 120 MHIUBUIOB

6¢e3 mpu3HakoB CA, TTOTyYeHHBIX TAaKXKe C NCIIOJIb30BaHM -
eM AmpliSeq Inherited Disease Panel, mokasai oTcyTcTBUE
BapuaHTa ¢.8682—9A>G B KOHTPOIbHOI1 BEIOOPKE (0/240
XpPOMOCOM), YTO TOBOPHT B ITOJIB3Y O €T0 MaTOTCHHOCTH.

VY nByx manneHTOB 0e3 MyTanuii B reHax CA BbISIBIIe-
Hbl MyTallUW B T€HAX HECUHAPOMATBHOTO MUTMEHTHOIO
petuauta RHO n RPGR, 910 TTI03BOJIMIIO YTOUHUTD KITH-
HUYECKUI AUATHO3.

Takum obpa3oM, oxapaKTepH30BaH CIEKTP MyTalllit
y poccuiickux nmaeHToB ¢ CA, BBISIBIICHBI pEKYPPEHTHBIC
MyTalliM, a TaKXXe HOBBbIe BapuaHTHI B TeHax CA. Ilpen-
CTaBJICHO CBUIETEILCTBO B ITOJIb3Y MAaTOT€HHOCTH CITOPHO-
ro reHeTndeckoro Bapuanra USH2A4 ¢.8682—9A>G. I1oka-
3aHa 1eJIeco00pa3HOCTh ITPOBEACHMS MOJICKYISIPHO-TeHE -
THYECKOTO aHAJIM3a C UCTIOJIH30BAaHUEM IIIMPOKOI ITaHe !
NGS, Bkmouaronieii, Hapsay ¢ reHaMu CA, TeHbI HECUH-
npomaiibHbIX (popMm T1P.
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