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3AK/TIONMEHUE
no pe3ynbtaTtam uccnenosaHuA ,D,HK mMmetToaom K/IMHN4YeCKOoro ceKBeHMposaHuaA
Homep Aorosopa: ,Cl,a'ra 3360pa matepuana:
I'Iau,MeH'r: .Cl.a'ra nocrtynsieHna matepuana B naGopaTopmo:
p,aTa poXxaeHuna: Mon: ,Cl,a'ra roToBHOCTU UccneposaHuA:

Bupg 6uomarepuana: Kposb EDTA
Bua uccneposanua: 837 MaHenb "HacneactseHHble 3abosieBaHuA rnas'
HanpasutenbHbi# guarHos: CuHapom Ywepa?

PE3Y/IbTATbl UCCNNEAOBAHUA

BapuaHTbl, KOTOpble MOryT ObiTb BEPOATHOM NMPUYUHOM 3abONeBaHMA NPUOPUTU3UPOBAHDLI MO
NPOMNpUeTapHoOMy anropuTtMy C Yy4eTom pekomeHgaumin ACMG, Hanumuumio B 6asax [aHHbIX,
NONYNAUMOHHbIX YacTOT N APYrnX KpUTepmes.

Ha ocHoBaHMM npoBeaeHHON npuopuTUsaumm u ¢deHoTuna naumeHTa, OMNUCAHHOro B
npeacTaBAeHHbIX AOKYMEHTax BapuaHTbl CrPynnMpoBaHbl MO CTENeHW BEPOATHOCTU MX MAaTOreHHOCTU
ANA naumeHTa. B rpynnax BapuaHTbl pacnosioxKeHbl B NOpAAKe CHUMKEHUA NPUOPUTETHOCTH.

BapuaHTbl, HE MMmeloWwMe NPU3HAKOB MATOreHHOCTH, MO0 MMetowMe HEKOTOopble MPU3HAKK
MaTOreHHOCTH, HO, HecooTBeTCcTByWMe GEeHOTUMY, ONMUCAHHOMY B COMPOBOAMUTE/NbHbIX AOKYMEHTaX,
MOTYT 6bITb HE BK/IKOUYEHbI B 3aK/II0YEHME.

MoapobHO ¢ onMcaHnem nccnefoBaHUA MOXKHO O3HAKOMUTBLCA B MPUNOKEHUMN K 3aK/TIOYEHUIO.

BHUMAHUE! BapuaHTbl, OO6HapyXeHHble B pe3ynbTaTe WCCNEeLOBAHUA, He ABNAIOTCA
YCTAaHOB/IEHHbIM AMArHo3omM, a MoryT ObiTb MCNO/Ib30BaHbl B COBOKYMHOCTM C AaHHbIMW APYrUX
NabopaTopHbIX U MHCTPYMEHTA/IbHbIX METOA0B TO/IbKO BPAYOM reHEeTUKOM.

[AnAa yTOYHEHUA 3HAUYMMOCTU ODHApPY)KEHHbIX BapMaAHTOB, B TOM YMCAE C Y4ETOM K/IMHUYECKOM
KapTMHbI NauneHTa Heobxoanuma

Bpau-reHeTuk
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le/I3HaKI/I MAaTOr¢eHHOCTH M KOMMEHTAapHUH

Cunapom

1. BapuanTsl, ABJsAOIIMECS: Han0o0J1ee BEPOSITHON NPUYUHOM 3200/1€eBAHUSA

Fetepos | epion ENST000003 | . aeon 9nsG 131

chrl1:215867179T>C AFOTHBL 07340

Ilpusznaku namozennocmu eapuanma:

Brusem na cnaaiicune cena

Brusinus sapuanma na ghynkyuio eena
Jpyeasn ungpopmayusn:

Ipucymcmeyem 6 nonynsiyuonnvix BJJ 6 cemeposucommnom cocmosinuu (GNOMAD V2:0.000068033; GNOMAD
Vv3:0.000059130)

Knaccugpuxayuss ACMG: Pathogenic.

Knaccugpurayuss CLINVAR: Pathogenic (Likely pathogenic - 6, Pathogenic - 8).

Tetepos | oy ion ENST000003 | - 7504delT p.Arg2509fs 140

chr1:215900144GA>G ACOTHBL 07340

Ilpusznaku namozennocmu sapuanma:
IIpusooum k cogucy pamku cHumuléanus
Brusinus eapuanma na ghynkyuio eena
/Jlpyzas unghopmayusn:
Ipucymcmeyem 6 nonynsiyuonuvix BJJ 6 cemeposucommnom cocmosinuu (GNOMAD V2:0.000003988)
Knaccugpuxayuss ACMG: Pathogenic.
Knaccugpuxayus CLINVAR: Pathogenic (Pathogenic - 13).

3(160]188("-[”}1, aAcCouuuposannvle ¢ 2eHom:

Retinitis pigmentosa 39 (613809), AR
Usher syndrome, type 2A (276901), AR

OOHapyKeHHbIE TE€TepO3UIOTHBIE  BAapHAaHTBl B  TPAaHC-NOJOXKEHHMH MOTYT OBITh  NPUYMHOW  3a00JIeBaHUSL.
Pexomenayercss comocTaBieHde (eHoTHna TMalnreHTa ¢ (EHOTUIIOM 3a00JieBaHUM aCCOIMUPOBAHHBIX C TEHOM H
00ceI0BaHUE POJUTENICH JIJIsl YCTAHOBIICHHSI TPOMCXOXKICHUS BapuanTa (de novo/Hacae1yeMblii).

2. Bapl/laHTI)I, HMEIIHUE OIUH UJIH HECKOJBKO 3HAYUMBIX NMPU3HAKOB MMAaTOIT€HHOCTH

PeneBanTHbIX BapHUaHTOB HE 06Hapy>1<eH0

3. Bapl/laHTI)I C HEU3BECTHBIM KJIMHUYECCKUM 3HAYCHHUEM

PeneBanTHbIX BapHUaHTOB HE 06Hapy>1<eH0

CHHCOK reHOB BXOASIIIMX B HCCJIeI0BaHUe
837 INanens "Hacmencreennsle 3a00neBanns rias"

ABCA4, ABCB6, ABCC6, ABCD1, ABHD12, ACO2, ACTA1, ACTB, ACVR1, ADAM9, ADAMTS10, ADAMTS17,
ADAMTS18, ADAMTSL4, ADGRV1, AGBL1, AGBL5, AGK, AHI1, AIPL1, ALDH1A3, ALDH3A2, ALG1, ALG11,
ALG12, ALG3, ALG6, ALG8, ALMS1, AMACR, AP3B1, APOE, ARHGEF18, ARL13B, ARL2BP, ARL6, ARMS2,
ASB10, ATF6, ATOH7, ATP13A2, ATP1A3, ATXN7, AUH, B3GLCT, B9D1, BO9D2, BBIP1, BBS1, BBS10, BBS12,
BBS2, BBS4, BBS5, BBS7, BBS9, BCOR, BEST1, BFSP1, BFSP2, BLOC1S3, BLOC1S6, BMP4, C12orf57,
C12orf65, C190rfl12, C1QTNF5, C2, C21lorf2, C3, C8orf37, C9, CA4, CABP4, CACNALF, CACNA2D4, CANT1,
CAPNS5, CAV1, CC2D2A, CCDC28B, CDH23, CDH3, CDHR1, CEP164, CEP290, CEP41, CEP83, CERKL, CFB,
CFH, CFHR1, CFHR3, CFI, CHD7, CHM, CHMP4B, CHN1, CHRDL1, CHST®6, CIB2, CISD2, CLDN19, CLNS3,
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CLN5, CLN6, CLN8, CLPB, CLRN1, CNGA1, CNGA3, CNGB1, CNGB3, CNNM4, COL11A1, COL11A2, COL17A1,
COL18A1, COL25A1, COL2A1, COL4Al, COL4A3, COL4A5, COL5AL1, COL8A2, COL9A1, COLYA2, COQ2,
CPLANEL1, CRB1, CRX, CRYAA, CRYAB, CRYBAL, CRYBA2, CRYBA4, CRYBB1, CRYBB2, CRYBB3, CRYGB,
CRYGC, CRYGD, CRYGS, CSPP1, CST3, CTC1, CTDP1, CTNNA1, CTNNB1, CTNS, CTSD, CTSF, CX3CR1,
CYP1B1, CYP27A1, CYP4V2, DCN, DHDDS, DMD, DNA2, DNAJC5, DPAGT1, DPM1, DRAM2, DTNBP1,
EFEMP1, ELOVLA4, ELP4, EMC1, EPHA2, ERCC1, ERCC2, ERCC3, ERCCS5, ERCC6, EYAL, EYS, FAM126A,
FAM161A, FBLN5, FBN1, FBN2, FGFR2, FLVCR1, FOXC1, FOXE3, FOXL2, FRAS1, FREM1, FREM2, FRMD?7,
FSCN2, FTL, FYCO1, FZD4, GALK1, GALT, GCNT2, GDF3, GDF6, GFER, GIPC3, GJAL, GJA3, GJAS8, GJBZ2,
GJB6, GLI2, GNAT1, GNATZ2, GNB3, GNPTG, GPR143, GPR179, GRIP1, GRK1, GRM6, GRN, GSN, GUCAIA,
GUCA1B, GUCY2D, HARS, HCCS, HCN1, HESX1, HGSNAT, HK1, HLA-DRB1, HMCN1, HMGB3, HMX1,
HOXA1, HOXB1, HPS1, HPS3, HPS4, HPS5, HPS6, HSF4, HTRA1L, IARS2, IDH3B, IFT140, IFT172, IFT27,
IFT81, IGBP1, IGFBP7, IMPDH1, IMPG1, IMPGZ2, INPPSE, INVS, IQCB1, ISPD, ITM2B, JAG1, JAM3, KCNJ13,
KCNV2, KCTD7, KERA, KIAA0586, KIF11, KIF21A, KIF7, KIZ, KLHL7, KRIT1, KRT12, KRT3, LAMAL, LAMBZ2,
LAMP2, LCAS, LCAT, LEMD2, LIM2, LMX1B, LOXHD1, LOXL1, LRAT, LRIT3, LRP2, LRP5, LRPAP1, LSS,
LTBP2, LYST, LZTFL1, MAB21L2, MAF, MAK, MC1R, MCOLN1, MERTK, MFN2, MFRP, MFSD8, MGAT2, MIP,
MIR184, MITF, MKKS, MKS1, MMACHC, MMP19, MPDU1, MPI, MSMO1, MTPAP, MTTP, MVK, MYOG6, MYO7A,
MYOC, NAA10O, NDP, NDUFS1, NEK2, NEUROD1, NGLY1, NHS, NLRP1, NMNAT1, NPHP1, NPHP3, NPHP4,
NR2E3, NR2F1, NRL, NTF4, NYX, OAT, OCA2, OCRL, OFD1, OPA1, OPA3, OPN1LW, OPN1MW, OPN1SW,
OPTN, OTX2, OVOL2, P3H2, PABPN1, PANK2, PAX2, PAX6, PCDH15, PCYT1A, PDE6A, PDE6B, PDEGC,
PDE6D, PDE6G, PDE6H, PDZD7, PEX1, PEX10, PEX11B, PEX12, PEX13, PEX14, PEX16, PEX19, PEX2,
PEX26, PEXS3, PEX5, PEX6, PEX7, PGAP1, PGK1, PHOX2A, PHYH, PIGL, PIKFYVE, PITPNM3, PITX2, PITX3,
PLA2G5, PLK4, PLOD1, PMM2, PNPLAG6, POC1B, POLG, POLG2, POMGNT1, POMT1, PORCN, PPT1, PQBP1,
PRCD, PRDM5, PRIMPOL, PRKCG, PROKR2, PROM1, PRPF3, PRPF31, PRPF4, PRPF6, PRPF8, PRPH2,
PRPS1, PRSS56, PXDN, RAB18, RAB28, RAB3GAP1, RAB3GAP2, RARB, RAX, RAX2, RB1, RBP3, RBP4, RD3,
RDH11, RDH12, RDH5, REEP6, RERE, RFT1, RGR, RGS9, RGS9BP, RHO, RIMS1, RLBP1, RNU4ATAC,
ROBO3, ROM1, RP1, RP1L1, RP2, RP9, RPE65, RPGR, RPGRIP1, RPGRIP1L, RRM2B, RS1, RTN4IP1, SAG,
SALL2, SALL4, SBF2, SCN1A, SCO2, SDCCAGS, SEMAS3E, SEMA4A, SH3PXD2B, SHH, SIL1, SIPALLS3, SIXS,
SIX6, SLC16A12, SLC19A2, SLC24A1, SLC24A5, SLC25A4, SLC25A46, SLC33Al1, SLC35A2, SLC38AS,
SLC39A5, SLC45A2, SLC4Al11, SLC4A4, SLC7A14, SLITRK6, SMOC1, SNRNP200, SOX10, SOX2, SOXS,
SOX5, SPATA7, SPG11, SPG7, SRD5A3, STRAG6, STT3B, SYNE2, TACSTD2, TBC1D20, TBK1, TCF4, TCTN1,
TCTN2, TCTN3, TDRD7, TEAD1, TENM3, TFAP2A, TGFB1, TGFBI, TGIF1, TIMM8A, TIMP3, TMEM126A,
TMEM138, TMEM165, TMEMZ216, TMEMZ231, TMEM237, TMEM67, TMEM98, TOPORS, TPM3, TPP1,
TRAF3IP1, TREX1, TRIM32, TRNT1, TRPM1, TSPAN12, TTC21B, TTC8, TTLL5, TTPA, TTR, TUB, TUBBS3,
TUBGCP4, TUBGCP6, TULP1, TUSC3, TWIST1, TYMP, TYR, TYRP1, UBIAD1, UCHL1, UNC119, UNCA45B,
USH1C, USH1G, USH2A, VAX1, VCAN, VIM, VPS13B, VSX1, VSX2, WDPCP, WDR19, WDR34, WDR36, WFS1,
WHRN, WRN, WT1, XYLT1, XYLTZ2, YAP1, ZEB1, ZFHX4, ZIC2, ZNF408, ZNF423, ZNF469, ZNF513, ZNF644.
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NHOOPMALIUA Ob UCCIIEAJOBAHHUU

Anann3 [OHK npoBoguTCcA NO TEXHONOrMU CEKBEHMPOBAHUS HOBOrO MOKOMEHUS METOAOM MapHO-KOHLIEBOro
yTeHusi. [na npobonoAroToBKM UCMONb3yeTCa METOAMKA CeNeKTUMBHOrO 3axBaTta ydacTkoB [HK, oTHocswwmxcs k
KoanpyroLwmnm o0nacTaM reHOB C W3BECTHbIM KIUHUYECKUM 3HaYeHUem (KJ'IVIHI/ILIeCKI/IIZ 3K30M) UM TreHos,
acCcoUMMPOBaHHbIX C rpynnon 3aboneBaHui (MaHeNn reHoB) N ONUCaHHbIX B Kypupyemown 6ase gaHHbix OMIM vnu
crneumanm3npoBaHHbIX Kypupyembix 6asax.

CpenHee NoKpbITUE LIENEBLIX y4aCTKOB CEKBEHMPOBAHWS B UCCIeQyeMbIX reHax cocTaBnseT He meHee 70x. 3To
O3Ha4aeT, YTO KaxXabl uccneayemMbll y4acTok reHoma B cpeHeM aHanuaupyetcs He meHee 70 pa3 BO n3bexaHue
BINUSHUS TEXHUYECKMX OLLUMOOK YTEHMST Ha pe3yrbTaTbl UCCegoBaHMsA. Takoe NoKpbITUE NO3BOMSIET OCYLLECTBNATb
OEeTeKUMI0 BapuMaHToB, B CpeaHeM, He MeHee YyeM B 98% LieneBbIX y4acTKOB, BXOAALIMUX B uccnegosaHve. [Ons
CNOXHbIX y4YacTkoB reHoma (Hanpumep, GC-6oraTtbix y4acTKOB) CpefHee MOKPbITUE MOXET ObiTb HMKE. Y4acTku
reHomMa C MoKpbITUEM, HE COOTBETCTBYHOLUUM KPUTEPUSIM JOCTOBEPHOCTUN BCNEACTBUE TEXHUYECKMX OrpaHUYeHui
CVKBEHCA, B AaNbHENLLMIA aHanNn3 He BKIHOYaoTCS.

MeTtoa nosBonsieT BbIABUTb Hacnegyemble WM BHOBb BO3HMKWMWE (de novo) BapuaHTbl HYKNEOTUOHOW
nocrefoBaTenlbHOCTU (OAHOHYKNEeOoTuAHbIE 3ameHbl, HebGonblume uHcepuun n geneuun — o 10 n.o.), KoTopble
MOTYT ABNSATLCH NPUYNHON reHeTn4eckoro 3abonesaHus.

TexHuyeckne orpaHuyeHuMs MeToda He MO3BOMAIT BbIABMAATbL MHCepuuMn W derneumn anuHon Gornee 10 n.o.,
MyTauuM B MWHTPOHHbIX 0BMNacTax (3a WCKMYEHUEM KaHOHWYECKMX CanTOB CnnawcuHra), Bapvauun OSvHbI
MOBTOPOB (B TOM YMCrie 3KCMNAHCMW TPUMMETOB), @ TakkKe MyTauuum B reHax, y KOTOpblX B FeHOMe CyluecTByeT
Onm3kuin No nocregoBaTensHOCTM napanor (ncesgoreH). Metoa He nNpegHasHadeH Ansa onpegenexHuns asbl nap
reTepo3nroTHbIX MyTauun, a Takke AN OLEHKN YPOBHA METUNMPOBAHWA UMW BbISBMEHWUS MyTauui B COCTOSHUU
Mo3auvumuama.

B HekoTOpbIX cnydasx OMOMHOpMAaTUYECKMIA aHanM3 AaHHbIX NO3BOMSET 3arnoA03pUTb HanMume CTPYKTYPHbIX
nepecrtpoek (MukpogeneuuMn wn mukpogynnvkauun). OgHako 3TOT NOAXO04 He SABMSETCS PEKOMEHAOBAHHbLIM
METOAOM aHanv3a Bapuauui 4Yucria KOMui reHoB, M OOHapyKeHHble MepecTporiku nognexart obasaTenbHomy
NOATBEPXKAECHNIO pedEepeHCHbIM METOAOM (XPOMOCOMHbBI MWKPOMATPUYHbLIN aHanu3). Menkne CTpyKTypHble
HapyLleHuWsl, OOHOPOOUTENbCKNE ANCOMUM U MO3auYHble BapmnaHTbl YMCria KONMuin reHoB METOAOM CEKBEHMPOBAHWS
He BbLISBNAOTCA; AN 93TOr0  AomkeH ObiTb  UCNOMb30BaH  BanMOUPOBAHHBLIA  METO4  XPOMOCOMHOrO
MUKPOMATPUYHOIO aHanu3a. HeBbisiBNeHME CTPYKTYPHbIX BapuMaHTOB MpPW CEKBEHMPOBAHWM HE WCKITHOYaeT Uux
HanMuns y naumeHTa.

O6paboTka [OaHHbIX CeKBEHMPOBaHUS MPOBOAWUTCA C WCMOMb30BaHMEM aBTOMaTU3UPOBAHHOIO anroputMa,
BKIIOYAIOLLIEro BblpaBHMBaHWE MNPOYMTEHUN Ha pedepeHCHyl nocrnegoBaTenbHOCTL reHoma denoseka (hg38),
MOCTNPOLIECCUHI BbIPaBHWBAHWSA, BbISIBIIEHWE BapuMaHTOB M (OUNbTpauUMi0 BapuMaHTOB MO KavyecTBy, a TaKke
aHHOTaLWUI BbISIBNEHHLIX BapMaHTOB MO KAHOHWYECKOMY TPaHCKPUMNTY KaXOoro reHa m ux npuoputesaumio C
yyeTom pekoMmeHaaumi ACMG. BapuaHTbl, He COOTBETCTBYIOLLNE KPUTEPUAM KayecTBa M3 JanbHelLwero aHanusa
NCKno4aTcs.

ABTOMaTU3NPOBaHHbLIA anropuTM NPUOPUTE3NPYET BapuaHTbl MO BEPOSTHOCTU UX KIMHUYECKOTO 3HAYeHUst Ons
JaHHoro naumeHta. OgHako, 3TO He 03HayaeT, YTo KakoW-NMGo U3 0GHapYKEHHbIX BapMaHTOB SBMSETCA NPUYMHOM
3aboneBaHVs y nauueHTa.

[Ina oueHKM 3HaYMMOCTU BapmaHTa HeOOXOAMMO CONOCTaBNEHNE HaWAEHHbIX BAPUAHTOB C KITMHUYECKON KapTUHOMN
naumeHTa, a B HEKOTOPbIX Cydasix 4ONOMHUTENbHbIM OMOMHOPMATUYECKMI aHanNu3.

Ecnu 06Hapy)KeHHbIl7I BapuaHT paHee KﬂaCCMd)VILI,VIpOBaH Kak NaTOreHHbIN 3TO He 03HA4YaeT, YTO OH MOXET ObITb
naToreHHbIM U 'y Apyroro nauneHTa.

[na OUEHKM KIMHUYECKOW perneBaHTHOCTM BbISIBMIEHHbIX BapuaHTOB Mpu AanbHellwem aHanuse Heobxoanmo
ucnonb3oBatb 6a3y gaHHbix OMIM, cneumnanuanpoBaHHble 6asbl AaHHbIX MO OTAErNbHbIM 3aboneBaHusam (mpu
Hanuuum) N nUTepaTypHble AaHHbIe

B npropuTe3MpoBaHHbIN CMMCOK BKIOYEHbI OOHapYXXEHHble BapuaHTbl B KOOUPYHOLWMX 06nacTax reHos,
obnapatolme cpeHUM U BbICOKUM BRUSIHUEM Ha CUHTE3 6ernka (MUCCEHC, HOHCEHC, COBUM PaMKU CHUTLIBAHUS), @
TaKKe BapuaHTbl B CMMANCUMHIOBBIX y4yacTkax reHoB. CMHOHMMWYHbIE BapuaHTbl (HE NPMBOASLUME K 3aMeHe
aMWHOKWUCMOT) U BapuaHTbl B MHTPOHHbLIX 0BMacTsx reHoB, a Takke BapuwaHTbl C BbICOKOW 4acTOTOW M He
OMNMCaHHbIE paHee Kak NaToreHHble, He BKIMYEHb! B MPUOPUTE3NPOBAHHbIA CMIUCOK.

O6cnenoBaHne popuTenert npobanHga wnuM Opyrnx pPOACTBEHHUKOB MOXET noTpeboBaTbCcA Ansi YCTAHOBIEHWS
npovcxoxaeHus (Hacnegyembiin/de novo) 0GHapY>KEHHOTO BapuaHTa U YTOUHEHUsT €ro NaTOreHHOCTH.
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B cBA3M ¢ BbICTpbIM OGHOBMEHNEM MHGOPMaLUM O MAaTOFreHHOCTU BapuaHTOB U MOSIBIIEHWEM HOBbIX AAHHbIX, B
HEKOTOPbIX CIy4YasX MOXeT OblTb PEeKOMEeHOOBaH MOBTOPHbLIN aHanMa3 AaHHbIX CeKBeHWMPOBaHWA. MOBTOPHbIN
aHanm3 AaHHbIX CeKBEHMPOBaHWS MOXET ObiTb pEKOMEHAOBaH Npu U3MEHEHUW peHoTMNa nauueHTa, NosiBIeHnm
HOBbIX CMMMTOMOB, CBSI3aHHbIX C MporpeccuposaHnem 3sabonesaHus, NGO NPV MOSBMEHUN HOBbIX AaHHbIX
nabopaTopHOrO U WMHCTPYMEHTanbHOro obcneaoBaHusl, M3MEHSIIOWMX HanpaeneHns audpdepeHumnansHom
ANarHoCTUKN.

Mo 3anpocy nauveHTa unu fe4vallero Bpada MoryT ObiTb NpeacTaBneHbl NEPBUYHbLIE AAHHbIE CEKBEHWPOBAHMS B
tdopmate FASTQ. OpHako, aHanuM3 Takux [AdaHHbIX TpebyeT pononHuTenbHoM wux o6paboTku, koTopas
BbIMOJSIHAETCSA TONbKO NOArOTOBMEHHbLIM CMELUAaNUCTOM.

D,aHHbIe CeKBeHnpoBaHuAa " 06Hapy>|<eHHb|e BapunaHTbl He 4ABNAKTCA OKOHYaTellbHbIM AOWMAarHo3oM W OOJTKHbI
ncnonb3oBaTbCA COBMECTHO C ApYyruMun ﬂaGOpaTOprIMVI N KIMMHN4YEeCKNMN OaHHbIMW. KOPDEKTHaﬂ nHTEpnpeTauna
pe3ynbTatoB reHOMHOIro aHanms3a MoxeT ObITb BbIMOMHEHA TOJLKO BpavyoM-reHeTuKom.

UccnepgoBaHMe BbLINONHAETCA Ha  BbICOKONMPOM3BOAUTENILHOW CUCTEME AN CeKBEeHUpOBaHUs
HYKneuHoBbIX kucnot FeHockaH 4000.

PeaucmpauyuoHHbIl Homep ¢hedeparibHoU cryxbbi o Had30py 6 cghepe 30pasooxpaHeHus: P3H 2025/24616.
rPYNMNUPOBKA BAPUAHTOB MO BEPOATHOCTU UX NATOFEHHOCTU OANA NALMEHTA

1. BapuaHThl, ABnsOWMEcH Hanbornee BepOATHON NPUYNHOM 3aboneBaHuUA.

B gaHHyto rpynny BKMOYATCS Crieaylowe BapuaHThbI:

a. O6osHauyeHHble Kak naToreHHble B pedepupyeMbix 6asax BapuaHToB, Takux kak Clinvar wnm B
crneumanuanpoBaHHbix 6a3ax BapMaHTOB M onucaHue eHoTWMa nauueHTa MMeeT MPU3HaKky COOTBETCTBYoLUEe
onuMcaHHbIM NpU AaHHOM 3a6oneBaHuu.

6. He o6osHadeHHble kak naToreHHble B pedepupyeMbix 6asax BapuaHToB, Takmx kak Clinvar wnm B
crneumanu3npoBaHHbIX 6asax reHOMHbIX BapUaHTOB, HO MMEILIME BbLICOKYID BEPOSITHOCTb NaTOreHHOCTW,
OCHOBa@HHYI0 Ha HECKOMbKUX 3HAYUMbIX KPUTEPUSIX MaTOreHHOCTU (BbICOKUA CKOP NaTOrEeHHOCTW) U onucaHue
¢heHOTMNA NauUMeHTa UMeeT NPU3HaKM COOTBETCTBYIOLLME OMNMCaHHbIE NPU AaHHOM 3aboneBaHuu.

Takue eapuaHmsi csiedyem paccMampueamb Kak 6epOosimHyI0 Npu4uHy 3abosiesaHusi 8 rnepsyro ovyepeds.
Adna Hekomopbix eapuaHmMoe, 6K/IIOYEHHLIX 6 3my 2pynny (u3eecmHble Namo2eHHble eapuaHmMbl C
nosnHbIM coomeemcmeueM ¢heHomumna) ycmaHoesieHUsl NpPOoUCXOoXOeHuUsi eapuaHma ocmaemcsi Ha
ycmMompeHue epava. [ns eapuaHmoe, paHee He 0603Ha4YeHHbIX KaK ramo2eHHble ycmaHoeJsieHue
npoucxoxoeHus1 eapuaHma G0JDKHO 6bImb pekoMeHAo8aHO nayueHmy.

2. BapuaHTbl, UMetoLMe 3HaYMMble NPU3HaKU NaToOreHHOCTH
B paHHylo rpynny BKMOYAOTCA creaylolime BapuaHThl:

Mmetlowme oguH UNM HECKOSbKO 3HAYUMbIX NPU3HaKoOB MNaTOreHHOCTU. B 3Ty rpynny BKIMHOYAKTCA BKITHOYEHDI
BapuaHTbl, KOTOPble UMEKT NPU3HAKMN KaK NaTtoreHHOCTU, Tak U HenaToreHHOCTn, HO C npe06na,anV|eM NpU3HaKkoB
naToreHHocTn. Takke MoryT ObITb pas3ninyHble Bapuvauun coBnageHud (*)eHOTVII'Ia nauneHtTa C npu3Hakamu,
OMUCaHHbIMKX NP JAaHHOM 3aboneBaHuu.

Ona  Taknx BapnaHTOB Tpe6yeT0ﬂ cornocTtaBlieHne KIMHUYEeCKnXx wu na6opaToprlx OaHHbIX nauneHtTa C
OMUCaHHbIMU MpKn 3aboneBaHun. YcTaHOBNEeHne NPOUCXOXOAEHNA TaKUX BapPUaAHTOB ABNAETCA BaXXHbIM 0119 OLLEHKU
MX MaTOreHHOCTMW.

,qﬂﬂ ucrmfoquun/nodmeep)KdeHun namoeeHHOCMuU makKux eapuaHmoe Mo)xem 661mb pekomeHdoeaHa
KOHCYJIbmayusi epa4ya-eeHemukKa, crieyuajusupyrow,e2ocsi Ha aHasiu3se OaHHbIX CEeKeeHupoeaHusl.

3. BapMaHTbl, nmMmerwwme Kak npu3Hakm natoreHHOCTU, TaKk U HenaToOreHHOCTWU. MoxeT ObITb pa3nnyHasn
cTeneHb coBnageHus d)eHomna nauuneHTa Cc npu3HakamMmu, onncaHHbIM Npun gaHHOM 3aboneBaHuMm.

MaﬂOBepOﬂTHO, YTO TaKkme BapuaHTbl ABNAKTCA I'IpI/ILII/IHOIZ 3aboneBaHunsa. OpgHako B HEKOTOPbIX Chny4aax
MHcpopmaumq O TaKuMX BapuaHTax MOXeT ObiTb MoOnesHa Bpayy Ana conocrtaBlieHua C*)eHOTVII'Ia nayuneHta c
d)eHOTVIﬂOM, onucaHHbIM Anst 3aboneBaHus.

B cnyyae docmamo4yHo20 cxodcmea Moxem 6bimb pekomMeHdoOeaH NMOUCK Mymauull, He eblisiesisieMbIX
memodom NGS (Hanp. eapuayull 4yucsia Konui) Ha emopom asisiesie, noodmeepxoeHUe MNpPoUcXoXO0eHus!
eapuaHma u donosiHumenbHbIl  aHanu3 OaHHbIX U  KOHCYyNbmauyusi  epava-2eHemuka,
crieyuanu3upyrou,e2ocs Ha aHasiuze 0aHHbIX CeK8eHUPOB8aHuUsl.
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4. HocutenbcTtBO BapuaHTOB, CBA3aHHbLIX C HacneaACTBEHHbIMU 3aboneBaHusAMM.

B 3Ty rpynny BKIOYEHbl reTepo3nroTHble BapuaHTbl B reHax ayTOCOMHO-peLeCCUBHbIX 3aboneBaHui, paHee
OMUCaHHble Kak MaToreHHble wunn obrnagarlmne 3Ha4YMMbl npu3HakamMmmn naToreHHOCTHU. Takue BapuaHTbl He
SIBMSILOTCA NaToreHHbiMn camu no cebe, HO MOTyT UMETb 3Ha4YeHune nNpu Hanm4um He onpenerneHHoro BapnaHta B
Apyrom annene. B HEKOTOPbIX Cliy4daax 3T1a VIHd)OpMaLI,VIFI MOXeT UMETb 3Ha4YeHne anda poacTtBeHHUKOB NMNauneHTa.

* 3HaunMble BapuaHTbl onpeaeneHsl B KOHTekcTe pekomengauun ACMG (Very strong/Strong/Moderate).
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