000 «"EHOME[» WHH/KIM 7701759381/770101001  OI'PH 1077763509977

r NABOPATOPUA MONEKYNAPHOWU NATONOIUMU
( Tenomen

T +7 (495) 660-83-77

- tOp. : 105005, P , LM ,yn. b , B.50\12, c1p. 1
p.agpec , Poceus, r. Mocksa, yn. baymaHckas, 4 cTp o +7 800-333.45.38

- @ callcenter@genomed.ru
@ www.genomed.ru
3AK/TIONMEHUE
no pesynabtatam nccneaosaHmna JHK metoaom KAMHMUYECKOro ceKBEHUPOBaAHUA

Homep porosopa: [arta 3abopa matepmana:

MauyuneHT: [ata noctynneHusa matepmana B nabopatopuio:

[aTta poxaeHus: Mon:

Bupg 6uomarepuana: Kposb EDTA JlaTa roToBHOCTU UcCCnea0BaHUA:

Bua uccneposanua: 838 MaHenb "HacneactseHHble 3abosieBaHuA noyek”
HanpaBuTtenbHblii guarHo3s: HacneacteeHHas HedpponaTtma. HedpoKanbunHOS.

PE3Y/IbTATbl UCCNNEAOBAHUA

BapuaHTbl, KOTOpble MOryT ObiTb BEPOATHOM NPUYMHOM 3aboNeBaHMA NPUOPUTU3UPOBAHDLI MO
NPOMNpUeTapHoOMy anropuTtMy C Yy4eTom pekomeHgaumint ACMG, Hanumuuio B 6asax [aHHbIX,
NONYNAUMOHHbBIX YacTOT N APYrnX KpUTepmUes.

Ha ocHoBaHMM npoBeaeHHON npuopuTUsaumm U GeHoTMna naumeHTa, OMUCAHHOIo B
npeacTaBAeHHbIX AOKYMEHTax BapuaHTbl CrPynnMpoBaHbl MO CTENeHW BEPOATHOCTU MX MAaTOreHHOCTU
ANA naumeHTa. B rpynnax BapuaHTbl pacnosioXeHbl B NOpAAKe CHUMKEHUA NPUOPUTETHOCTH.

BapuaHTbl, HE MMmelowMe MPU3HAKOB MATOFEHHOCTUM, MO0 MMetoLWwMe HEKOTOpble MPU3HAKK
MaTOreHHOCTH, HO, HecooTBeTCTByWMe GEeHOTUMY, ONMMCAaHHOMY B COMPOBOAMUTE/NbHbLIX AOKYMEHTaX,
MOTYT 6bITb HE BK/IKOUYEHbI B 3aK/II0YEHME.

MogpobHO ¢ onnucaHnem nccnefoBaHNA MOXKHO O3HAKOMUTBLCA B MPUIONKEHUN K 3aK/TIOYEHUIO.

BHUMAHWE! BapuaHTbl, OO6Hapy)XeHHble B pe3yabTaTe WCCAen0BaHUA, He ABAAOTCA
YCTAaHOB/IEHHbIM AMArHo3oM, a MoOryT ObiTb WMCNO/Ib30BaHbl B COBOKYMHOCTM C AaHHbBIMW APYrUX
NabopaTopHbIX U MHCTPYMEHTA/IbHbIX METOA0B TO/IbKO BPQYOM reHEeTUKOM.

[OnAa yTOYHEHMA 3HAUMMOCTU OOHAPYMKEHHbIX BAapMaAHTOB, B TOM YMUC/E C YYETOM KAMHUYECKOWN
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

. T'omo3ur ENSTO000003
chr2:240871433G>A oOTHALL AGXT 07503 c.508G>A p.Gly170Arg 167

IIpusnaku namozennocmu éapuanma:

Heckonvko komnviomepHuix aneopummos npedckasvléarom namo2eHHocb.

Brusinus sapuanma na ghynkyuio eena

Pacnonooicen 6 copaueii mouke psioom ¢ Opyeumu NAMO2EHHbIMU BAPUAHMAM
Jpyzan ungpopmanyua:

Ipucymcmeyem 6 nonynsiyuonuvix BJJ 6 cemeposucommnom cocmosinuu (GNOMAD V2:0.000559990; GNOMAD
V3:0.000630832)

Knaccuguxayus ACMG: Likely Pathogenic.

Knaccugpurayuss CLINVAR: Pathogenic/Likely pathogenic (Likely pathogenic - 3, not provided - 1, Pathogenic - 20).

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

Hyperoxaluria, primary, type 1 (259900), AR

Pexomennyercss comocrtaBieHue (eHoTHNa TanueHTa ¢ (EeHOTUIOM 3a00JIeBaHUH acCOIMUPOBAHHBIX C TEHOM H
o0cie[oBaHUE POIUTENCH IS YCTAaHOBIICHHS TPOMCXOXKACHUS BapraHTa (de novo/Hace 1yeMblii).

2. BapuaHTm, HMEKIHUE OIUH UJIH HECKOJIBKO 3HAYUMBIX NMPU3HAKOB NMAaTOI€HHOCTHU

PeneBaHTHBIX BapHAHTOB HE OOHAPYKEHO

3. Bapl/laHTI)I C HEUM3BECTHBIM KJIMHUYECCKUM 3HAYCHHUEM

PeneBanTHbIX BapHUaHTOB HE 06Hapy>1<eH0

CnucoK reHoB BXOAAIIMX B HCCJIeI0BaHUE
838 ITauens "Hacaencrsennsle 3a00aeBanns moyek"

ACE, ACTG2, ACTN4, ACVR2B, ADAMTS13, AGT, AGTR1, AGXT, AHI1, ALG1, ALGY9, ALMS1, ALPL, ANKS®6,
ANLN, ANOS1, AP2S1, APOL1, AQP2, ARHGAP24, ARHGDIA, ARL13B, ARL6, ARMC4, ATP6V0OA4, ATP6V1B1,
AVP, AVPR2, B9D1, B9D2, BAP1, BBIP1, BBS1, BBS10, BBS12, BBS2, BBS4, BBS5, BBS7, BBS9, BCSI1L,
BICC1, BMP4, BMP7, BSND, C1QA, C1QB, C1QC, C2lorf59, C2CD3, C3, C5orf42, C5orf52, CA2, CASR,
CC2D2A, CCDC103, CCDC114, CCDC151, CCDC28B, CCDC39, CCDC40, CCDCB5, CCNO, CCNQ, CD151,
CD2AP, CD46, CDC5L, CDC73, CDKN1C, CEP120, CEP164, CEP290, CEP41, CEP83, CFAP53, CFB, CFC1,
CFH, CFHR1, CFHR2, CFHR3, CFHR4, CFHR5, CFI, CHD1L, CHEK?2, CLCN5, CLCNKA, CLCNKB, CLDN16,
CLDN19, CNNM2, COL4Al, COL4A3, COL4A4, COL4A5, COL4A6, COQ2, COQ6, COQ8B, CRB2, CRELD1,
CSPP1, CTNS, CUBN, CUL3, CYP24A1, CYP27B1, CYP2R1, DCDC2, DDX59, DGKE, DICER1, DIS3L2, DMP1,
DNAAF1, DNAAF2, DNAAF3, DNAAF5, DNAH11, DNAH5, DNAI1, DNAI2, DNAJB11, DNAL1, DRC1, DSTYK,
DYNC2H1, DYX1C1, DZIP1L, EGF, EMP2, ENPP1, EPCAM, EVC, EVC2, EYALl, EYA4, F12, FAH, FAM58A,
FAN1, FANCB, FGF20, FGF23, FGFR2, FH, FLCN, FLG, FN1, FOXC1, FOXC2, FRAS1, FREM1, FREM2,
FXYD2, GALNT3, GANAB, GAS8, GATA2, GATA3, GDF1, GDNF, GLA, GLB1, GLI3, GLIS2, GLIS3, GNA11,
GRHPR, GRIP1, HLA-DQA1, HNF1B, HOGA1, HOXA13, HOXA4, HOXB6, HPRT1, HPSE2, HSD11B1, HSD11B2,
HYLS1, IFT122, IFT140, IFT172, IFT27, IFT43, IFT80, INF2, INPP5E, INVS, IQCB1, ITGA3, ITGAS8, ITGB4,
KANK2, KCNA1, KCNJ1, KCNJ10, KIAA0586, KIF7, KL, KLHL3, LAMB2, LBR, LCAT, LEMD3, LIN28A, LMX1B,
LRP2, LRP4, LRP5, LRRCG6, LYZ, LZTFL1, MAFB, MAGI2, MCIDAS, MEFV, MET, MITF, MKKS, MKS1, MLH1,
MSH2, MSH6, MUC1, MYH9, MYO1E, NEIL1, NEK1, NEK8, NIPBL, NME8, NODAL, NOTCH2, NPHP1, NPHP3,
NPHP4, NPHS1, NPHS2, NPS, NR3C1, NR3C2, NUP107, NUP205, NUP93, OCRL, OFD1, PAX2, PBX1, PDEG6D,
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PDSS2, PHEX, PIGA, PKD1, PKD2, PKHD1, PLA2R1, PLCE1, PLEC, PMM2, PMS2, POC1B, PRKCSH, PTEN,
PTH1R, PTPRO, RBM8A, REN, RET, ROBO2, RPGR, RPGRIP1L, RRM2B, RSPH1, RSPH4A, RSPH9, SALL1,
SALL4, SARS2, SBDS, SCARB2, SCLT1, SCNN1A, SCNN1B, SCNN1G, SDCCAGS8, SDHA, SDHB, SDHC,
SDHD, SEC61A1, SEC63, SGPL1, SIX1, SIX2, SIX5, SLC12Al1, SLC12A3, SLC12A6, SLC16A12, SLC22A12,
SLC25A13, SLC26A3, SLC2A2, SLC2A9, SLC34A1, SLC34A3, SLC3A1, SLC4A1, SLC4A4, SLC5A2, SLC6A19,
SLC6A20, SLC7A7, SLC7A9, SLCY9A3R1, SLCY9A6, SMARCAL1, SMARCB1, SOX17, SPAG1, STAR, STRAG,
STX16, TBC1D32, TBX18, TCTN1, TCTN2, TCTN3, TFAP2A, THBD, TMEM138, TMEMZ216, TMEM231,
TMEM237, TMEM67, TNIP1, TNXB, TP53, TRAP1, TRIM32, TRPC6, TRPM6, TSC1, TSC2, TTC21B, TTCS,
UMOD, UPKS3A, VDR, VHL, VPS33B, VWF, WDPCP, WDR19, WDR34, WDR35, WDR60, WDR73, WNK1, WNK4,
WNT4, WT1, XPNPEPS, ZIC3, ZMPSTE24, ZMYND10, ZNF423.
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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 CEKBEHMPOBAHMS B UCCIeQyEMbIX FeHax cocTaBnsieT He meHee 70x. JTo
O3Ha4aeT, YTO KaxXabl uccneayemMbll y4acTok reHoma B cpeHeM aHanuaupyetcs He meHee 70 pa3 BO n3bexaHue
BINUSHUS TEXHUYECKMX OLLIMOOK UTEHMST Ha pe3yrbTaTbl UCCNeAoBaHUs. Takoe NOKpbITUE NO3BONSIET OCYLLECTBNATD
OeTeKUMI0 BapMaHToB, 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 COOTBETCTBYHOLLUM KPUTEPUSIM OOCTOBEPHOCTM BCNEACTBUE TEXHUYECKUX OrpaHuYeHuin
CVKBEHCA, B AaNbHENLLMIA aHanu3 He BKITHOYaOTCS.

MeTtoa nosBonsieT BbIABUTb Hacnegyemble WM BHOBb BO3HMKWMWE (de novo) BapuaHTbl HYKNEOTUOHOW
nocrefoBaTelbHOCTU (OAHOHYKNEOoTUAHbIE 3aMeHbl, Hebonblune nHcepunn u geneumm — go 10 n.o.), koTopble
MOTYT ABNSATLCH NPUYNHON reHeTu4eckoro 3abonesaHus.

TexHuyeckne orpaHuyeHuMs MeToda He MO3BOMAIT BbIABMAATbL MHCepuuMn W derneumn anuHon Gornee 10 n.o.,
MyTauuM B MHTPOHHbIX 0BNacTax (3a WCKMYEHUWEM KaHOHWYECKMX CaWTOB CnNnavicuHra), Bapvauun OSvHbI
MOBTOPOB (B TOM YMCrie 3KCNAHCMW TPUMMETOB), a TaKkke MyTauuu B reHax, y KOTOpbIX B FeHOMe CyllecTByeT
Onm3kuin No nocregoBaTensHOCTM napanor (ncesgoreH). Metoa He nNpegHasHadeH Ansa onpegenexHuns asbl nap
reTepo3nroTHbIX MyTauui, a Takke A5 OLEHKW YPOBHA METUNMPOBAHWSA UMW BbIABAEHWUS MyTauun B COCTOSHWUU
Mo3auvuuama.

B HekoTOpbIX cnydasx OMOMHOpMAaTUYECKMIA aHanM3 AaHHbIX NO3BOMSET 3arnoA03pUTb HanMume CTPYKTYPHbIX
nepectpoek (MukpogeneuMn m mukpogynnukauun). OgHako 3TOT MNOAXOA He SBNSAETCH pPeKoOMeHOOBaHHbIM
METOAOM aHanv3a Bapuauui Yucria KOMUA reHoB, M ODHapyXeHHble NEepPecTpovku Moanexar obs3aTenbHoMy
NOATBEPXKAECHNIO pedEepeHCHbIM METOAOM (XPOMOCOMHbBI MWKPOMATPUYHbLIN aHanu3). Menkne CTpyKTypHble
HapyLleHuWsl, OOHOPOAUTENBCKNE ANCOMUM U MO3aUYHbIE BapuaHTbl YMCIia KOMUi reHOB METOAOM CEKBEHMPOBAHWS
He BbISBNAOTCH; AN 3TOr0  AOmkeH ObiTb  MCNOMb30BaH BanMAMPOBAHHBLIN  METO4  XPOMOCOMHOIO
MUKPOMATPUYHOIO aHanu3a. HeBbisiBNeHME CTPYKTYPHbIX BapuMaHTOB MpPW CEKBEHMPOBAHWM HE WCKITHOYaeT Uux
HanMuns y naumeHTa.

O6paboTka [OaHHbIX CEeKBEHMPOBAHMUS MNPOBOAWUTCA C MWCMOMb30BaHMEM aBTOMaTU3UPOBAHHOIO anroputMa,
BKIIOYAIOLLIEro BblpaBHMBaHWE MNPOYMTEHUN Ha pedepeHCHyl nocrnegoBaTenbHOCTL reHoma denoseka (hg38),
MOCTNPOLIECCUHI BbIPaBHWBAHWSA, BbISBIEHNE BapUaHTOB M (UNbTpPauUMi0 BapuMaHTOB MO KayecTBYy, a Takke
aHHOTaLWUI BbISIBNIEHHLIX BapuMaHTOB MO KAHOHWYECKOMY TPAHCKPUNTY KaXOoro reHa v Mx npuopurtesauuio ¢
yyeTom pekoMmeHaaumi ACMG. BapuaHTbl, He COOTBETCTBYIOLLNE KPUTEPUAM KayecTBa M3 JanbHelLwero aHanusa
NCKno4aTcs.

ABTOMaTU3NPOBaHHbIA anropuTM NPUOPUTE3NPYET BapuaHTbl MO BEPOSITHOCTM WX KIMUHUYECKOrO 3HAYEHUs Ans
JaHHoro naumeHta. OgHako, 3TO He 03HayaeT, YTO Kakoii-NIMGo U3 0GHapYKEHHbIX BapMaHTOB SBMSETCSA NPUYMHOM
3aboneBaHVs y nauueHTa.

[nsa oueHKkM 3HaUMMOCTK BapmaHTa He0bBX0ANMMO CONOCTaBNEHNE HANMAEHHbIX BAPUAHTOB C KIMHUYECKOW KapTUHON
naumeHTa, a B HEKOTOPbIX CIydasix 4ONOMHUTENbHbIM OMOMHOPMaTUYECKUIA aHanm13.

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

[na OUEeHKM KIMHUYECKOW peneBaHTHOCTU BbISIBIIEHHbIX BapvaHTOB Mpu AanbHenweMm aHanuse Heobxoammo
ucnonb3oBatb 6a3y gaHHbix OMIM, cneunanuaupoBaHHble 6asbl AaHHbIX MO OTAeNbHbIM 3aboneBaHusaM (Mpu
Hanuuum) N nUTepaTypHble AaHHbIe

B npropuTe3MpoBaHHbIN CMMCOK BKIOYEHbI OOHapyXXEHHble BapuaHTbl B KOAMPYKOLMX 06nacTsax reHos,
obnapatoLme cpeHUM U BbICOKUM BMUSIHUEM Ha CUHTE3 Benka (MUCCEHC, HOHCEHC, CABUI paMKy CYUTBIBAHUS), a
TaKKe BapuaHTbl B CMMANCUMHIOBBIX y4yacTkax reHoB. CMHOHMMWYHbIE BapuaHTbl (HE NPMBOASLUME K 3aMeHe
aMWHOKWUCMOT) U BapuaHTbl B MHTPOHHbIX OGNacTsX reHoB, a Takke BapuaHTbl C BbLICOKOW 4acTOTOM U He
OMNMCaHHbIE paHee Kak NaToreHHble, He BKIOYEHbI B NPYOPUTE3MPOBAHHBIN CMIUCOK.

O6cnenoBaHne popuTenert npobanHga wnuM Opyrnx pPOACTBEHHUKOB MOXET noTpeboBaTbCcA Ansi YCTAHOBIEHWS
npovcxoxaeHus (Hacnegyembiin/de novo) 0GHaPY>KEHHOTO BapuaHTa 1 YTOYHEHUST €ro NaToreHHOCTH.
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B cBA3M ¢ BbiCcTpbIM OGHOBREHMEM MHGOPMaLUKM O MaTOreHHOCTU BapuMaHTOB M MOSIBIIEHMEM HOBbIX OaHHbIX, B
HEKOTOPbIX CIy4YasX MOXeT OblTb PEeKOMEeHOOBaH MOBTOPHbLIN aHanMa3 AaHHbIX CeKBeHWMPOBaHWA. MOBTOPHbIN
aHanM3 AaHHbIX CeKBEHWPOBaHWS MOXET OblTb PEKOMEHZOBaH NpU U3MEHEHUM heHOTMMNa nauueHTa, NosiBreHun
HOBbIX CMMMTOMOB, CBSI3aHHbIX C MporpeccuposaHnem 3sabonesaHus, NGO NPV MOSBMEHUN HOBbIX AaHHbIX
nabopaTopHOrO U WMHCTPYMEHTanbHOro obcnedoBaHusl, M3MEHSIIOWMX HamnpaBneHus anddepeHumanbHoii
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
BbIMOJSIHAETCS TONBbKO NOArOTOBMNEHHBLIM CMELMANNCTOM.

D,aHHbIe CeKBeHnpoBaHuAa " O6Hapy)KeHHbIe BapnaHTbl He ABNAKTCA OKOHYaTEllbHbIM AMArHO30OM W AOOJDKHbI
ncnonb3oBaTbCA COBMECTHO C ApYyruMun ﬂaGOpaTOprIMVI N KIMMHN4YEeCKNMN OaHHbIMW. KOPDEKTHaﬂ nHTEpnpeTauna
pe3ynbTatoB reHOMHOIro aHanms3a MoxeT ObITb BbIMOMHEHA TOJLKO Bpa4YoOM-reHeTuKoMm.

UccnepgoBaHMe BbLINOMHAETCA Ha  BbICOKONMPOM3BOAUTENILHOW CUCTEME AN  CeKBeHUPOBaHus
HYKneuHoBbIX kucnot FeHockaH 4000.

PeaucmpauyuoHHbIl Homep ¢hedeparibHoU cryxbbi o Had30py 6 cghepe 30pasooxpaHeHus: P3H 2025/24616.
rPYNMNUPOBKA BAPUAHTOB MO BEPOATHOCTU X MATOFEHHOCTU ANA NALUMEHTA

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
creumanuanpoBaHHbix 6a3ax BapuMaHTOB W onucaHue heHoTMNa mauueHTa MMeeT MPU3HAKM COOTBETCTBYHLLINE
onuMcaHHbIM NpU AaHHOM 3a6oneBaHuu.

6. He o6osHadeHHble kak naToreHHble B pedepupyeMbix 6asax BapuaHToB, Takmx kak Clinvar wnm B
crneunanu3npoBaHHbIX 6asax reHOMHbIX BapUaHTOB, HO MWMEILLME BbLICOKYD BEPOSTHOCTb MaTOTEHHOCTMH,
OCHOBa@HHYI0 Ha HECKOMbKUX 3HAYUMbIX KPUTEPUSIX MaTOreHHOCTU (BbICOKUA CKOP NaTOrEeHHOCTW) U onucaHue
¢heHOTMNA NauUMeHTa UMeeT NPU3HaKM COOTBETCTBYIOLLME OMNMCaHHbIE NPU AaHHOM 3aboneBaHuu.

Takue eapuaHmsi csiedyem paccMampueams KaK 6epOosimHyro NpPuYuHy 3abosiegaHusi 8 nepeyro o4epeos.
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 lamoz2eHHble ycmaHoeJslIeHue
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 npeoGnanaHmeM NpU3HakoB
naToreHHocTn. Takke MoryT ObITb pas3ninyHble Bapuvauun coBnageHud d)eHOTMI'Ia naumeHTa C npu3Hakamu,
OMUCaHHbIMKX NP JAaHHOM 3aboneBaHuu.

Ona  Taknx BapnaHTOB Tpe6yeTc;| conocTtaBlieHne KIMMHUYECKUX wu na6opaToprlx OaHHbIX nauneHtTa C
OMUCaHHbIMU MpKn 3aboneBaHun. YcTaHOBNEeHne NPOUCXOXOAEHNA TaKUX BapPUaAHTOB ABNAETCA BaXXHbIM 0119 OLLEHKU
MX MaTOreHHOCTW.

,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 HEKOTOpPbIX Cly4asdx
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. eapuauyuli yucrsa Konuli) Ha emopoM asisiesie, noomeepx0eHUe MpPouUcXoXO0eHus!
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 3Ha4YeHne nNpu Hann4ymm He onpenernieHHoro BapuaHta B
Apyrom annene. B HEKOTOPbIX Cliy4daax 3T1a VIHCbOpMaLI,VIFI MOXeT UMETb 3Ha4YeHune and poacTtBeHHMKOB nauneHTa.

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