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3AK/TIOMEHUE
no pesynbratam uccnegosaHua JHK meTogom KNMHMYECKOro CeKBEHMPOBaHUA

Mauyuent: MNIPUMEP

MNon: eHckuin Darta poxpgeHua: 28.08.1986

HanpaButenbHbl guarHos: bynnesHbiii annaepmonms.

Bup uccneposaHua: NaHens "3aboneBaHunsa coeanHUTENbHOM TKaHKU"

Data 3a6opa marepmana: 14.02.2023 r. flata uccnegosanua: 02.05.2023 r.

PE3Y/IbTATbl UCCNIEAOBAHUA

BapunaHTbl, KOTOpble MOryT ObiTb BEPOATHOM NPUYMHOW 3aboseBaHMA NMPUOPUTE3UPOBAHBLI MO
NPOMNPUETAPHOMY aNropuTmMy ¢ YyyeTom pekomeHgaumin ACMG, Hanamuuio B 6a3ax  [aHHbIX,
NONYAALMOHHBIX YacTOT U APYrnX KpUTEepuUeB.

Ha ocHoBaHMM npoBeAeHHON npuopuTesaumMm u  ¢eHoTMna nauMeHTa, OMWUCAHHOTO B
npeacTaBAeHHbIX AOKYMEHTaX BapMaHTbl CrPynnMpPoBaHbl MO CTeneHM BEPOATHOCTU MX MATOreHHOCTU
ANA naumeHTa. B rpynnax BapuaHTbl pacnosioxeHbl B NOpAAKe CHUMKEHUA NPUOPUTETHOCTY.

BapuaHTbl, He MMeloWwMe MNPU3HAKOB MATOFEHHOCTM, NMBO MMeloLMe HEKOTOpPbIe MPU3HAKK
NaTOreHHOCTU, HO, HeCOOTBEeTCTBYWME GEeHOTUMNY, OMUCAHHOMY B COMPOBOAMUTENbHbIX AOKYMEHTAX,
MOTYT HbITb HE BK/IOUYEHbI B 3aK/H0YEHME.

MoapobHO ¢ onncaHnem UccnefoBaHMUA MOXKHO 03HAKOMUTBCA B MPUIOXKEHUU K 3aKTIOUYEHMIO.

BHUMAHUE! BapuaHTbl, O6Hapy)eHHble B pe3ynbTaTe WCCNeAOBaHWUA, He ABAAKTCA
YCTaHOBNEHHbIM AMArHo30Mm, a MOryT ObiTb MCNONb30BaHbl B COBOKYMHOCTM C AaHHbIMU OpPYrUX
N1abopPaTOPHbIX U UHCTPYMEHTA/IbHBIX METOA0B TO/IbKO BPAYOM reHETUKOM.

[NnA yTOYHEHUA 3HAYMMOCTM OOHAPYKEHHbIX BAPUAHTOB, B TOM YMCAE C YYETOM KAUHUYECKOM
KapTWHbI NaLMeHTa HeobxoaMMa KOHCYNbTalMA Bpaya-reHeTuKa.

Bpau — naboparopHsblil reHETHK " Karmmmmaa HM.
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le/BHaKI/l MaTOréHHOCTU U KOMMEHTapuu

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

nmpo4YTeHus

chr3:48593538T>C I'ereposurotneiii | COL7A1 | ENST00000328333 | c.425A>G p.Lys142Arg 332

Ilpusnaku namozennocmu eapuanma:

Heckobko KOMNbIOMEPHBIX AN2OPUMMO8 NPEeOCKA3bI8AlOm NAmMO2eHHOCHb.

Brusem na cnaaiicune cena

Ipucymcmeyem 6 nonyiayuoHHwlx 6a3ax OAHHBIX, HO C YACIMOMOT HUMCe, YeM Yacmoma opy2ux namo2eHHvX 6apUaHmos 8
amom zene.
Jpyeasn ungpopmayusn:

Ipucymemayem 6 nonynayuonnsix bJ{ 6 cemeposucomnom cocmosnuu (GNOMAD V2:0.000031823; GNOMAD
V3:0.000085433)

Knaccuguxayus ACMG: Pathogenic.

Knaccupurayuss CLINVAR: Pathogenic (Pathogenic - 16).

3(160]188("-[”}1, aACCouuuUpoOBaAnnble C 2EHOM:

EBD inversa (226600), AR

EBD, Bart type (132000), AD

Epidermolysis bullosa dystrophica, AD (131750), AD
Epidermolysis bullosa dystrophica, AR (226600), AR
Epidermolysis bullosa pruriginosa (604129), AD, AR
Epidermolysis bullosa, pretibial (131850), AD, AR
Toenail dystrophy, isolated (607523), AD

Transient bullous of the newborn (131705), AD, AR

Pexomennyercss comocrtaBieHue (eHoTHNa TanueHTa ¢ (EeHOTUIOM 3a00JIeBaHUH acCOIMUPOBAHHBIX C TEHOM H
o0cienoBaHue poaurenei JULs YCTaHOBIICHUS MPOUCXOKACHHS BapUaHTa (de NOVO/HacIe yeMblil).

s ayrocomuo-penieccuBHOro (AR) 3aboneBanus, oOHapy)KCHHBIH BapHaHT HE MOXET pacCMaTPUBAThCS B KadeCcTBE
MIPUYHHEI 3200JIeBaHMs 0€3 HAMYHS TATOT€HHOTO CTPYKTYPHOTO BapHaHTa B APYTOM alliele.

2. Bapl/laHTI)I, HMEIIHUE OJIUMH UJIH HECKOJIBKO 3HAYUMBIX MPU3HAKOB MMAaTOIr€HHOCTHU

PeneBanTHBIX BapHUaHTOB HE 06Hapy>1<eH0

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

chr3:48574693C>A I'ereposurotHeiit | COL7AL | ENST00000328333 | ¢.6377G>T | p.Gly2126Val | 375

Ilpu3naku namozennocmu eapuanma:

Heckonbko KOMIbIOMEPHBIX AN20PUMMO8 NPEOCKA3bIBA0M NAMO2EHHOCHTb.

Tpucymcemeyem 6 nonyIsiyuOHHbIX 6A3aX OAHHBIX, HO C YACMOMOT HUNCE, YeM YACMOMA OpYeux NAmMO2eHHbIX APUAHNOE 8
amom 2ene.
/Ipyeasn ungpopmayusa:

Ilpucymemayem 6 nonynsyuonnvix bJ{ ¢ cemeposucomnom cocmosinuu (GNOMAD V2:0.000003986)

Knaccugpuxayus ACMG: Uncertain Significance.

3abonesanusn, aAccouuupoBannble ¢ CeHOM:
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Cayouna

HpH3HaKI/I MaTOréeHHOCTU U KOMMEHTapuu

EBD inversa (226600), AR

EBD, Bart type (132000), AD

Epidermolysis bullosa dystrophica, AD (131750), AD
Epidermolysis bullosa dystrophica, AR (226600), AR
Epidermolysis bullosa pruriginosa (604129), AD, AR
Epidermolysis bullosa, pretibial (131850), AD, AR
Toenail dystrophy, isolated (607523), AD

Transient bullous of the newborn (131705), AD, AR

Pexomennyercss comocrtaBieHue (eHoTuma mampeHTa ¢ (EeHOTUOM 3a00JIeBaHUI aCCOIMHUPOBAHHBIX C TEHOM H
oOcneoBaHme poaurenei ULt YCTaHOBJICHHS TIPOUCXOXKACHHS BapuaHTa (de NOVO/HaCIIeIyeMBbIH).

s ayrocomHo-penieccuBHOro (AR) 3aboneBanus, oOHapy)KCHHBIN BapHaHT HE MOXKET pPacCMaTPUBAThCI B KadeCTBE
MPUYKHBI 3a00JIeBaHKs 6€3 HATUYHs MTATOT€HHOTO CTPYKTYPHOTO BapUaHTa B IPYTOM aJlielie.

CHucok reHoB BXOASIIIMX B HCCJIEOBAHME
508 ITauens "3a0o0eBaHus COEIUHUTEILHON TKAaHN"

AAGAB, ABCA12, ABCB6, ABCC6, ABCC9, ABHD5, ACP5, ACTA2, ACVR1, ACVR2B, ACVRL1, ADAM10,
ADAMTS10, ADAMTS2, ADAMTSL2, ADAR, AEBP1, AGPS, AKT1, AKT3, ALDH18Al1l, ALDH3A2, ALMS1,
ALOX12B, ALOXE3, ALPL, ALX4, AMER1, ANKH, ANOS5, AP1S1, AP2S1, AP3B1, APCDD1, AQP5, ARSB,
ARSE, ATM, ATP2A2, ATP2C1, ATP6VOA2, ATP6V1A, ATP6V1E1l, ATP7A, ATR, AXIN2, B3GALT6, B3GATS3,
B4GALT7, BANF1, BCS1L, BGN, BHLHA9, BLM, BLOC1S3, BLOC1S6, BMP1, BMP2, BMPER, BMPR1B, BRAF,
CI1R, C1S, CA2, CANT1, CARD14, CASR, CBL, CBS, CCBE1, CCDC8, CCM2, CCND2, CDC6, CDH3, CDKN1C,
CDSN, CDT1, CENPJ, CEP152, CEP63, CERS3, CFC1, CHST14, CHST3, CLCN5, CLCN7, CLDN1, COL10A1,
COL11A1, COL11A2, COL12A1, COL17A1, COL1A1, COL1A2, COL2A1, COL3A1L, COL4AL, COL5KAL, COLBAZ,
COL7A1, COL9A1, COL9A2, COL9A3, COMP, CREBBP, CRELD1, CRTAP, CSTA, CTC1, CTSC, CTSK, CUL7,
CYLD, CYP27B1, CYP2R1, CYP4F22, DCHS1, DDB2, DDR2, DHCR24, DHCR7, DKC1, DLL3, DLX3, DMP1,
DNA2, DOK7, DSC3, DSE, DSG1, DSG4, DSP, DST, DTNBP1, DYM, DYNC2H1, EBP, ECEL1, EDN3, EDNRB,
EFEMP2, EFNB1, EIF2AK3, ELN, ELOVL4, ENG, ENPP1, EP300, EPG5, ERCC2, ERCC3, ERCC4, ERCCS5,
ERCC6, ERCCS8, ERF, ESCO2, EVC, EVC2, EXPH5, FAM111A, FAM20C, FAT4, FBLN1, FBLN5, FBN1, FBN2,
FERMT1, FGF10, FGF16, FGF23, FGF9, FGFR1, FGFR2, FGFR3, FKBP10, FKBP14, FLCN, FLG, FLNA, FLNB,
FLT4, FOXC2, FOXE3, FOXN1, FREM1, GALNS, GATA2, GDF1, GDF2, GDF3, GDF5, GDF6, GJAl, GJB2,
GJB3, GJB4, GJB6, GJC2, GLB1, GLI3, GNA11l, GNPAT, GNPTAB, GNPTG, GNS, GORAB, GPC6, GPR143,
GSC, GTF2H5, GUSB, HAMP, HFE, HGSNAT, HOXA11, HOXD13, HPGD, HPS1, HPS3, HPS4, HPS5, HPS6,
HR, HRAS, HSPG2, IDS, IDUA, IFITM5, IFT122, IFT140, IFT172, IFT43, IFT80, IHH, IKBKG, IL11RA, IMPAD1,
INPPL1, ITGA3, ITGAS6, ITGB4, JUP, KIF11, KIF22, KIT, KITLG, KRAS, KRIT1, KRT1, KRT10, KRT14, KRT16,
KRT17, KRT2, KRT5, KRT6A, KRT6B, KRT6C, KRT74, KRT81, KRT83, KRT86, KRT9, LAMA3, LAMB3, LAMC2,
LARP7, LBR, LEFTY2, LEMD3, LIFR, LIPH, LIPN, LMBR1, LMNA, LMX1B, LOR, LOX, LPARG6, LRP4, LRP5,
LTBP3, LTBP4, LYST, MAP2K1, MAP2K2, MATN3, MBTPS2, MC1R, MED12, MEGF8, MEOX1, MFAP5, MGP,
MITF, MLH1, MLPH, MMP1, MMP13, MMP9, MPLKIP, MSH2, MSH6, MSX2, MTAP, MYBPC1, MYH11, MYH3,
MYHS8, MYLK, MYOS5A, NAGLU, NEK1, NF1, NF2, NHP2, NIN, NIPAL4, NKX2-5, NKX3-2, NODAL, NOG, NOP10,
NOTCH1, NOTCH2, NPR2, NRAS, NSDHL, OBSL1, OCA2, OFD1l, ORC1, ORC4, ORC6, OSTM1, P3H1,
PAPSS2, PAX3, PCNT, PCYT1A, PDCD10, PDE4D, PDGFRB, PEX7, PHEX, PHYH, PIEZO2, PIK3CA, PIK3R2,
PKD1, PKD2, PKP1, PLEC, PLEKHM1, PLOD1, PLOD2, PLOD3, PLS3, PMS2, PNPLA1l, POC1A, POFUT],
POGLUT1, POLD1, POLH, POMP, POR, PORCN, POT1, PPIB, PRDM5, PRKAR1A, PRKG1, PTCH1, PTDSS1,
PTEN, PTH1R, PTHLH, PTPN11, PYCR1, RAB23, RAB27A, RAB33B, RAF1, RAPSN, RASA1l, RBBP8, RBM28,
RECQL4, RHBDF2, RIN2, RIT1, RMRP, RNU4ATAC, ROR2, RTEL1, RUNX2, SALL1, SALL4, SBDS, SDHB,
SDHD, SERPINB7, SERPINF1, SERPING1, SERPINH1, SF3B4, SGSH, SH3PXD2B, SHOC2, SHOX, SKI,
SLC26A2, SLC27A4, SLC2A10, SLC34A1, SLC34A3, SLC35D1, SLC39A13, SLC40A1, SLC45A2, SLCY9A3R1,
SLCO2A1, SLURP1, SMAD3, SMAD4, SMAD6, SMARCAL1, SNAI2, SNAP29, SNRPE, SNX10, SOS1, SOST,
SOX10, SOX18, SOX9, SP7, SPINK5, SPRED1, ST14, STAMBP, STK11, STS, SUMF1, TAB2, TAT, TBCE,
TBX15, TBX3, TBX5, TBXAS1, TCF12, TCIRG1, TCTN3, TERC, TERT, TFR2, TGFB1, TGFB2, TGFB3, TGFBR1,
TGFBR2, TGM1, TGM5, TINF2, TMEM38B, TNFRSF11A, TNFRSF11B, TNFSF11, TNNI2, TNNT3, TNXB, TP63,
TPM2, TRAPPC2, TREX1, TRIP11, TRPS1, TRPV3, TRPV4, TSC1, TSC2, TTC21B, TWIST1, TYR, TYROBP,
TYRP1, USB1, VDR, VEGFC, VPS33B, WDR19, WDR34, WDR35, WDR60, WISP3, WNT1, WNT10A, WNT10B,
WNT5A, WNT7A, WRAP53, WRN, XPA, XPC, XYLT1, ZIC3, ZMPSTE24, ZNF469, ZSWIM6.
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NHOOPMAILIUA Ob HCCIIENJOBAHUUN

Ananus [JHK npoBoguTCA MO TEXHONIOrMU CEKBEHMPOBAHUS HOBOrO MOKOMIEHUS MEeTOAOM MapHO-KOHLIEBOro
yTeHusa. [na npobonoaroToBKM MCMONb3yeTCsa METOAMKa cernekTMBHOro 3axsarta ydacTtkoB [IHK, oTHocsawmxcs k
KoOupylowmMM 06nacTaM reHOB C W3BECTHbIM KMMHWYECKMM 3HayeHVeM (KNMHUYECKUI 3K30M) WM TeHOB,
accouMupoBaHHbIX C rpynnon 3abonesaHnin (NAHENU reHoB) U ONUCaHHbIX B Kypupyemon 6ase gaHHbix OMIM vnnu
cneumanM3npoBaHHbIX Kypupyembix 6asax.

CpefHee NokpbITUE LieNeBbIX y4aCTKOB CEKBEHMPOBAHWS B UCCeayeMbIX reHax cocTtaBnseT He meHee 70x. 3To
03HayvaeT, YTO KaXabIl nccregyemblvi yHacToK reHoMa B cpeHeM aHanuanpyeTcs He meHee 70 pa3 Bo usbexaHue
BNUSHMS TEXHUYECKUX OLLIMBOK YTEHUSI Ha pe3ynbTaTbl UCCNeoBaHMA. Takoe NoKpbITUe NO3BOMSET OCYLLECTBNAATb
OeTeKUMo BapuaHToB, B cpedHeM, He MeHee yeM B 98% LeneBbiX y4acTKOB, BXOOAWMX B uccriegoBanue. Ons
CMNOXHbIX y4YacTkoB reHoma (Hanpumep, GC-6oraTtbix y4acTKOB) cpefHee MOKPbITUE MOXET ObiTb HMXKE. Y4acTku
reHoma C MOKpbITUEM, HE COOTBETCTBYHOLLMM KPpUTEPUSM LOCTOBEPHOCTU BCREACTBME TEXHUYECKMX OrpaHMyYeHun
CVKBEHCA, B AanbHEWLLMI aHaNn3 He BKNIOYaoTCS.

MeTog no3BonsieT BbISBUTb Hacrnegyemble WM BHOBb BO3HMKWMWE (de novo) BapuaHTbl HYKNEOTUOHOW
nocnenoBaTenbHOCTU (OAHOHYKNEOTMAHbIE 3aMeHbl, Hebonblune nHcepumm 1 geneuun — 0o 10 n.0.), KoTopble
MOTYT ABNSATLCS NPUYUHON reHeTUYecKoro 3abonesaHus.

TexHudeckMe OorpaHuvyeHMs MeToA4a He MO3BONAT BbIABNATL MHCEpuMM M geneuuun anvHou Gonee 10 n.o.,
MyTaumM B MHTPOHHbIX 0OMacTax (3a WCKMYEHMEM KaHOHWYECKMX CaWTOB CNawmcuHra), Bapvauun OJIUHbI
MOBTOPOB (B TOM YMCRE 3KCMaHCUM TPUMMETOB), a TaKKe MyTauuu B reHax, y KOTOpbIX B reHOMe CylLlecTByeT
6n13kMI No nocnefoBaTenbHOCTU Napanor (ncesgoreH). Meton He nNpefgHasHadeH AnNs onpegenenunst gasbl nap
reTepo3nroTHbIX MyTauWi, a Takke OMs OLEHKN YPOBHSA METUMMPOBAHUA UMW BbISBNEHUS MyTauMiA B COCTOAHUM
Mo3auumn3ma.

B HekoTOpbIX cnyvasx GMOMHOPMATUYECKMA aHanu3 AaHHbIX NO3BONSAET 3anoAo3pUTb HanMume CTPYKTYPHbIX
nepectpoek (MuKkpodeneuui w mukpoaynnukaumn). OgHako STOT NOAXOA4 He SBMASETCA PeKoMeHOOBaHHbIM
METOAOM aHanu3a Bapuauui 4Yucra KONui reHoB, M OBHapyXeHHble MepecTporku nognexart obasaTenbHomy
NOATBEPXKAEHWNIO pedepeHCHbIM MeTOAOM (XPOMOCOMHBIN MWKPOMAaTpPUYHbIA aHanu3). Mernkue CTpyKTypHble
HapyLleHuns, 0oQHOPOAUTENbCKME ANCOMUM U MO3auYHble BapmaHTbl YMcra KONuin reHoB METOAOM CEKBEHMPOBaHWS
He BbISBNATCH; ANA 9TOro [AofmkeH ObiTb  WCMONb30BaH BanMOUPOBaHHbLIN  METO4  XPOMOCOMHOIrO
MUKPOMAaTPUYHOIO aHanu3a. HeBbisBNeHuMe CTPYKTYPHbIX BapuMaHTOB MPU CEKBEHMPOBAHWWM HE WCKIIoYaeT ux
Hanuuug y nauueHTa.

O6paboTka [aHHbIX CEKBEHMPOBAHMS MNPOBOAWUTCA C MWCMOMb30BaHMEM aBTOMATU3UPOBAHHOIO anroputMa,
BKITOYaloLLLEero BblpaBHMBaHWE MNPOYTEHUN Ha pedepeHCHY nocnegoBaTenbHOCTb reHoma 4yenoseka (hg38),
NMOCTNPOLLECCUHT BbIPaBHMBAHWS, BbISBIEHWE BapuvaHTOB W (UNbTpauUIO BapuvaHTOB MO KayecTBy, a Takke
aHHOTaLWUO BbISIBNEHHLIX BapuMaHTOB MO KAHOHWYECKOMY TPaHCKPUMNTY KaXOoro reHa v ux npuoputesauuio ¢
yyeToMm pekomeHgaumn ACMG. BapuaHTbl, He COOTBETCTBYIOLLME KPUTEPUAM KayecTBa M3 anbHenwero aHanusa
NCKNIoYatoTCs.

ABTOMaTM3NPOBAHHbLIA anropnutM NPUOpUTE3NPYET BapuaHTbl MO BEPOATHOCTU MX KIMHUYECKOrO 3Ha4YeHus Ans
AaHHoro naumeHTa. OgHaKo, 3TO He 03HAYaeT, UYTO KaKoW-NMGo U3 OBHapPYKEHHbIX BapnaHTOB SBNSIETCA NPUYMHON
3aboneBaHVsa y NnaumeHTa.

[ns oueHkn 3HaunmocTn BapuaHTa HeobXo0aMMO comnocTaBrieHNe HalMOeHHbIX BapunaHTOB C KITMHMYECKOn KapTMHOVI
nauyuneHTa, a B HEKOTOPbIX Criy4vaax OONOSTHUTENbHbIN 6MOMH(*)OpMaTI/I‘-IeCKVIl7I aHanms.

Ecnu obHapyXeHHbIN BapuaHT paHee KnaccuuuupoBaH Kak MaTOreHHbIA 3TO He O3HavaeT, YTO OH MOXET ObiTb
naToreHHbIM 1 y Apyroro naumeHTa.

[na OUEHKM KIMMHUYECKOW PEerneBaHTHOCTM BbISIBMIEHHbIX BapuUaHTOB MpuW AarnbHeENWeM aHanuse Heobxoanmo
ncnonb3oBatb 6a3y AaHHbix OMIM, cneunanuavpoBaHHble 6a3sbl AaHHbIX MO OTAENbHbLIM 3aboneBaHusM (Npu
Hanuuum) N NUTepaTypHble AaHHbIE

B npropuTe3MpoBaHHbIN CMMCOK BKIIOYEHbI OOHapyXeHHble BapuaHTbl B KOOMPYHOLWMX 0OMnacTax reHos,
obragatowme cpegHUM 1 BbICOKMM BMMSIHUEM Ha CUMHTE3 6enka (MUCCEHC, HOHCEHC, CABUM PaMKU CYUTbIBaHMS), a
TakKe BapuaHTbl B CMMANCUHIOBBIX y4yacTkax reHoB. CMHOHMMWYHbIE BapuaHTbl (He NpuBOAdALIME K 3aMeHe
aMUWHOKMCIOT) U BapuaHTbl B MHTPOHHbIX OOMacTax reHoB, a Takke BapuaHTbl C BbICOKOW 4YacTOTOM W He
OnMcaHHbIe paHee Kak NaToreHHble, He BKMYeHbl B MPUOPUTE3MPOBAHHbIN CMIUCOK.

O6cnepoBaHve pogutenen npobaHga wnu Apyrnx poACTBEHHMKOB MOXET noTpeboBaTbCs ONis YCTaHOBMEHWUS
npoucxoxaeHus (Hacrneayemelit/de novo) obHapy)XeHHOro BapuaHTa U yTOYHEHWS! ero NaToOreHHOCTH.
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B cBs3u ¢ GbICTpbIM OBHOBREHUEM MHOPMaLUMM O NATOreHHOCTU BapUaHTOB U MOSIBNEHWEM HOBbIX [aHHbIX, B
HEKOTOpbIX Crny4asx MOXeT OblTb pekoMeHAOBaH MOBTOPHbLIN aHanM3 AaHHbIX CEeKBEHVMPOBaHus. [MOBTOpPHbIN
aHanu3 AaHHbIX CEKBEHWPOBAHUA MOXET OblTb pEKOMEHAO0BaH Npy M3MeHeHun oeHoTuna naumeHTa, NosBrneHun
HOBbIX CMMMTOMOB, CBS3a@HHbIX C MPOrpeccMpoBaHnemM 3aboneBaHusi, MO0 MpU MOSBAEHUN HOBbIX AaHHbIX
nabopaTtopHOro M WHCTPyMEHTanbHOro obcnefoBaHusl, W3MEHSILWLMX HanpasneHus auddpepeHunansHon
ONarHoCTUKW.

Mo 3anpocy naumMeHTa UM nevallero Bpada MoryT ObiTb NpeacTaBneHbl NepBUYHbIE AaHHbIE CEKBEHUPOBAHUS B
dopmate FASTQ. OpHako, aHanu3 Takux [daHHbiXx TpebyeT JononHuTenbHom wux obpaboTkn, KoTopas
BbIMNOMHSAETCS TONBbKO NOATOTOBMEHHLIM CMELNanmcToMm.

[aHHble CeKBEHMPOBaHMS U OOHapyXEeHHble BapuaHTbl He SBMSIOTCA OKOHYaTeNbHbIM AMArHO30M U [AOSMKHbI
MCMONb30BaTbCS COBMECTHO C APYrMMU nabopaTopHbIMU M KIIMHUYECKMMU AaHHbIMU. KoppeKkTHas MHTepnpeTaums
pe3ynbTaToB rEHOMHOIO aHanM3a MOXeT OblTb BbINOSIHEHA TOSIbKO BPaYOM-reHETUKOM.

rPYNMNMAPOBKA BAPUAHTOB NO BEPOATHOCTU UX MATONrEHHOCTUW ONA NAUMEHTA
1. BapuaHThl, ABns0OWMecs Hanbonee BepOATHON NPUYNHOMN 3aboneBaHuUA.
B poaHHyto rpynny BKMOYaloTCA crieqyolme BapuaHThl:

a. O6osHauyeHHble Kak naToreHHble B pedepupyeMbix 0asax BapuaHToB, Takux kak Clinvar wnn B
crneumanuanpoBaHHbix 6as3ax BapuaHTOB W onucaHue eHoTMna nauveHTa UMeeT MPUsHakM COOTBETCTBYIOLIME
onMcaHHbIM NpU AaHHOM 3a6oneBaHuu.

6. He o6osHadeHHble kak naToreHHble B pedepupyeMbix 6asax BapuaHToB, Takmx kak Clinvar wnm B
cneumanu3npoBaHHbIX 6a3ax reHOMHbIX BapUaHTOB, HO MWMEIOLLME BbLICOKYHD BEPOSTHOCTb MaTOrEeHHOCTH,
OCHOBa@HHYI0 Ha HECKOMbKUX 3HAYUMMbIX KPUTEPUSIX MaTOreHHOCTU (BbICOKUA CKOP NaTOrEeHHOCTW) U onucaHue
¢heHOTMNA NauMeHTa UMeeT NPU3HaKM COOTBETCTBYIOLLME OMNMUCaHHbIE NPU AaHHOM 3aboneBaHum.

Takue sapuaHmsbi ciiedyem paccMampueamb KaK 6epOsIMHY0 NPUYUHy 3abosiesaHusl 8 nepa8yro o4epeob.
Ana Hekomopbix eapuaHmMoe, 6K/IIOYEHHLIX 6 3my 2pynny (u3eecmHble Namo2eHHble eapuaHmMbl C
nosiHbLIM coomeemcmeueM ¢heHomurna) ycmaHO8JIeHUsI TNPOUCXOXOeHUsl eapuaHma ocmaemcsi Ha
ycMompeHue epa4va. [ns eapuaHmoe, paHee He 0603Ha4YeHHbLIX KaK Mamoz2eHHble ycmaHoeJslIeHUe
npoucxoxoeHusi eapuaHma G0JKHO 6bImb peKoMeHO08aHOo nayueHmy.

2. BapuaHTbl, UMetoLMe 3HaYMMble NPU3HaKN NaToreHHOCTH
B paHHytlo rpynny BKMOYaOTCA crneaylolme BapuaHThl:

Vimetowme oguMH UNM HECKOSTbKO 3HAYUMbIX NPU3HaKoOB MNaTOreHHOCTU. B 3Ty rpynny BKIHOYAKTCA BKITHOYEHDI
BapuaHTbl, KOTOPble UMEKT NPU3HAKN KaK NaTtoreHHOCTU, Tak 1 HenaToreHHOCTn, HO C npe06na,anV|eM NpPpU3HaKoB
naToreHHocTn. Takke MOoryT ObITb pas3ninyHble Bapuvauun coBnageHud (*)eHOTVII'Ia nauneHtTa C npu3Hakamu,
OMUCaHHbIMKX NP JAaHHOM 3aboneBaHuu.

Ona  Taknx BapnaHTOB Tpe6yeT0ﬂ conocTtaBlieHne KIMHUYEeCKnX wu naGopaToprlx OaHHbIX nauneHtTa C
OMUCaHHbIMU MpKn 3aboneBaHun. YcTaHOBNEeHne NPOUCXOXOAEHNA TAaKUX BAPUaAHTOB ABNAETCA BaXXHbIM 0119 OLLEHKU
MX MaToOreHHOCTHW.

Ans ucknroyeHus/nodmeepxo0eHuUsi Nnamo2eHHOCMU MakKux eapuaHmoe Moxem 6bimb pekoMeHOAO8aHa
KOHCynbmauusi epada-2eHemuka, creyuausupyrou;e20csl Ha aHaiu3e 0aHHbIX CeKeeHUPOBaHuUsl.

3. BapMaHTbl, nmMmerwwime Kak npu3Hakm natoreHHOCTU, TaKk U HenaToOreHHOCTWU. MoxeT ObITb pa3nnyHas
cTeneHb coBnageHus q)EHOTVIHa nauuneHTa c npu3HakamMmu, onncaHHbIM Npn gaHHOM 3aboneBaHum.

ManosephoHo, YTO TaKkme BapuaHTbl ABNAKTCA I'IpVI‘-IVIHOIZ 3aboneBaHunsa. OpgHako B HEKOTOpPbIX Clly4Yasdx
MHcpopmaumq O TaKuMX BapuaHTax MOXeT ObiTb MoOnesHa Bpayy Ana conocTtaBlieHudA CbeHOTI/II'Ia nauueHta c
d)eHOTVIﬂOM, onucaHHbIM Anst 3aboneBaHus.

B cnyyae docmamoyHo20 cxodcmea Moxem 6bimb pekomMeHdOeaH NMOUCK Mymauull, He eblisiesisieMbiX
memodom NGS (Hanp. eapuauyull 4Yucsia Konui) Ha emopom asisiesie, noomeepxo0eHUe MPoUCX0XOeHUs!
eapuaHma u donosiHumenbHbIl  aHanu3 OaHHbIX U  KOHCYyNbmauyusi  epavya-2eHemuka,
crieyuanu3upyrou,e2ocs Ha aHasiuze 0aHHbIX CeK8eHUPOB8aHuUsl.

4. HocutenbcTtBO BapuaHTOB, CBA3aHHbLIX C HacneaACTBEHHbIMU 3aboneBaHNAMM.
B 3Ty rpynny BKJHOYEHbl reTepo3nroTHbleé BapuaHTbl B FNreHaxX ayTOCOMHO-peleCCUMBHbIX 3aboneBaHuit, paHee

OonncaHHble KaK MnaToreHHble wunm o6na,qa+ou.me 3Ha4YnMbl NMpPpU3HakaMum NaTOreHHOCTU. Takne BapunaHTbl He
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ABNAOTCA NaToreHHbIMU camu No cebe, HO MOTYT UMETb 3HAYeHUe MPU HanmMuuKM He onpeaerieHHoro BapuaHTa B
Apyrom annene. B HeKoTopbIX criyyasix 3Ta MHGOPMaLUns MOXeT UMETb 3HaYeHMe A1t POACTBEHHMKOB NauueHTa.

* 3HauMMble BapuaHTbl onpefeneHbl B koHTekcTe pekomeraauun ACMG (Very strong/Strong/Moderate).
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