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3AK/TIOMEHUE
no pesyabtatam uccnegosanHmna AHK metogom KIMHUUYECKOro CeKBEHUPOBaHMUA

Homep pgorosopa: [ata 3abopa marepmana:
MayuneHT: [ata noctynneHua matepuana B nabopatopuio:
[arta poxaeHus: Mon:
Bua 6uomarepuana: JaTta rotToBHOCTU UccneaoBaHUA:

Bupg uccneposaHua: 224 KnMHM4yecKoe CeKBEHMPOBaHME 3K30Ma
HanpaBurenbHblii AUarHos:

PE3YJ/IbTATbl UCCNEAOBAHUA

BapunaHTbl, KOTOpble MOryT 6blTb BEPOATHOW MPUYMHOM 33a601€BaHUA MPUOPUTUINPOBAHDLI MO
NPOMNPMETAapPHOMY anropuTmMy C YyyeTom pekomeHgaumi ACMG, Hanuvumio B 6Hasax [AaHHbIX,
NONYAALMOHHBIX YacTOT U APYrUX KpUTEepmes.

Ha ocHoBaHMM npoBeAeHHON npuopuTM3auMm U GeHoTuna naumMeHTa, OMUCAHHOIo0 B
npeacTaBNeHHbIX AOKYMEHTaxX BapuaHTbl CrPYNnNMPOBaHbl MO CTeneHW BepOATHOCTM MX MaTOreHHOCTU
OnA naumeHTa. B rpynnax BapuaHTbl pacnofioXKeHbl B NopAAKe CHUMKEHUA NMPUOPUTETHOCTH.

BapuaHTbl, He MmeloWwMe MNPU3HAKOB MATOrEHHOCTM, MO0 MMetowmMe HEeKOTOpble MPU3HAKK
NaTOreHHOCTU, HO, HecooTBeTCTBYylLWMe GeHOTUNY, ONMCAHHOMY B COMPOBOAUTENbHbLIX AOKYMEHTaX,
MOTYT 6bITb HE BK/IOUYEHbI B 3aK/II04EHME.

MoapobHO ¢ onncaHnem nuccneoBaHUA MOXKHO 03HAKOMUTBCA B MPUIOKEHUMN K 3aKNHOUEHUIO.

BHUMAHWE! BapuaHTbl, OO6Hapy)XeHHble B pe3yabTaTe WCCAen0BaHUA, He ABAAOTCA
YCTaHOBNEHHbIM AMArHo30M, a MOryT ObiTb MCNONb30BaHbl B COBOKYMHOCTM C AaHHbIMU 4PYrUX
N12abopPaTOPHbIX U UHCTPYMEHTA/IbHBIX METOA0B TO/IbKO BPAYOM reHETUKOM.

[na yTOYHEeHUA 3HAYMMOCTU OOHAPYMKEHHbIX BapMaHTOB, B TOM YMC/Ie C YYETOM KAMHUYECKOWN
KapTMHbI NaLMeHTa HeobxoaAMMa KOHCWABTaLUMA BPAYa-reHeTuKa.

Bpay-reHeTuk
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I[Ipu3Haku NATOreHHOCTH U KOMMEHTAPUH

Cungpom

1. BapuanTsl, sBjasonuecss HandoJiee BepOSATHON NPUYNHOM 3a00/1eBaHus

chr5:177994297CT>C Tomosur | oo apg ENST000003 | ¢ 150e1A 0.Arg53fs 154
OTHBIN 08304

Ilpu3znaku namozennocmu eapuanma:

Tlpusooum k cosuey pamxu CHumvl8anus

Brusnus eapuanma Ha GyHKYuio eeHa
Jpyzan ungpopmayua:

Tlpucymcmeyem 6 nonynsayuonnvix BJ[ 6 cemepozucommnom cocmosnuu (GNOMAD V2:0.000086343; GNOMAD
V3:0.000052577)

Knaccuguxayus ACMG: Likely Pathogenic.

Knaccugpuxayus CLINVAR: Pathogenic/Likely pathogenic (Likely pathogenic - 2, not provided - 1, Pathogenic - 12,
Uncertain significance - 1).

3(160]188("-!”}1, aACCOUUUPOBAHHDbBIE C 2CCHOM:?

Pituitary hormone deficiency, combined, 2 (262600), AR

Pexomennyercs comocTtaBieHue (eHOoTHa MalueHTa ¢ (EHOTUIOM 3a00JEeBaHHMI ACCOIMUPOBAHHBIX C TCHOM H
o0clieoBaHe POIUTEINEH ISl YCTaHOBJICHHS IPOUCXOXKIeHHs BapraHTa (de novo/Hacieryemblil).

2. BapI/laHTLI, NMEIIMEe OAMH UWIH HECKOJBbKO 3HAYUMBIX MPU3HAKOB MMATOI€HHOCTH

PeneBaHTHBIX BApHAHTOB HE OOHAPYKEHO

3. BapuaHTBbI ¢ HeM3BECTHBIM KJIMHUYECKMM 3HAYEHHUEM

PeneBaHTHBIX BApHAHTOB HE OOHAPYIKEHO

4. HocuTeabcTBO BapUaHTOB B I'eHax peueCCUBHBIX 3a00/1eBaHMii

Terepos |y ENST000002 | ¢ 959> p.Arg320His 221

chr3:49417892C>T AROTHBL 73588

Ilpusnaku namozennocmu eapuanma:
IIpusooum k amMuHOKUCIOMHOU 3aMeHe 8 NO3UYUU 20€ OOHAPYICEHbL OpyeUe NAMO2EeHHbLE AMUHOKUCIOMHbIE 3AMEHbl
Heckonvko komnviomepHuix aneopummos npedckasvléarom namo2eHHocy.
Businust eapuanma na gynrkyuio cena
Jpyzas ungpopmayusn:
Ilpucymemayem @ nonynsyuonnvix bJ{ ¢ cemeposucomnom cocmosinuu (GNOMAD V2:0.000075640; GNOMAD
V3:0.000039432)
Knaccupurayus ACMG: Pathogenic.
Knaccugpurayuss CLINVAR: Likely pathogenic (Likely pathogenic - 2, not provided - 1, Pathogenic - 14).

3abonesanusn, accouuupoBannble ¢ 2CeHOM:

Glycine encephalopathy 2 (620398), AR
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I[Ipu3Haku NATOreHHOCTH U KOMMEHTAPUH

Cungpom

Jis perieccMBHOTO 3a00JIeBaHus, OOHAPYKCHHBIN BapHaHT HE MOXKET PACCMATPHBATHCSA B KAYCCTBE MPUYHHEI 3a00JICBaHUS
6e3 HaJU4us MaTOTEHHOTO CTPYKTYPHOTO BapHaHTa B JIpyroM anmerne.

B HEKOTOPBIX ClTydasX HOCHTEIBCTBO BAPUAHTOB PEIICCCUBHBIX 3a00JICBAHUI MOXET UMETh 3HAUCHHUE JJIS POJACTBCHHUKOB
naueHTa.

. T'erepo3 ENST000002
chr3:190408418G>T ArOTHEL CLDN16 64734 c.487G>T p.Gly163Cys 132

Ilpusnaku namozennocmu eapuanma:
Tpusodum Kk amMuHOKUCIOMHOU 3aMene 8 NO3UYUL 20€ OBGHAPYAHCEHbL OpY2ie NAMO2CHHbLE AMUHOKUCIOMHbBLE 3AMEHbL
Heckonbko KomnvlomepHbix aneopummos npedckasbléarom namo2eHnoCcm.
Brusnus eapuanma na gynkyuio 2ena
Pacnonosicen 6 2opsueti mouke paoom ¢ Opysumu RAMOSEHHbIMU 6APUAHMAM
Jpyzas ungpopmayusn:
Ipucymcmeyem 6 nonyasayuonnwix B/ 6 2emepo3uzommom cocmosnuu
Knaccugpuxayus CLINVAR: Likely pathogenic (Likely pathogenic - 2).

3(160]188("-!”}1, aACCOUUUPOBAHHDbBIE C 2CCHOM:?

Hypomagnesemia 3, renal (248250), AR

Jnst penieccuBHOTO 3a001eBaHus, OOHAPYKEHHBIM BaApUaHT HE MOXKET PacCMaTPHUBATHCS B KAUECTBE NPUYMHBI 3a00I€BaHU
6e3 HaJTM4I s MIATOTCHHOTO CTPYKTYPHOTO BapuaHTa B JIpyroM anerne.

B HEKOTOPBIX CIydasX HOCHUTEIHCTBO BAPHAHTOB PEIIECCHBHBIX 3a00JICBAHMI MOXKET MMETh 3HaYCHUE IS POJCTBEHHUKOB
MaIMeHTa.

chr5:74718804C>T Terepos | yeyp ENST000002 | ¢ 155005T p.Pro417Leu 121
HWTOTHBIN 61416

Ilpusnaku namozennocmu eapuanma:

Hecrkonvko komnviomepHuix aneopummos npedckasvléarom namo2eHHocy.

Brusinust sapuanma na ghynkyuio cena
Jlpyzas unghopmayusn:

Ilpucymcmeyem 6 nonyaayuonnvix b/ ¢ cemepozucomnom cocmosnuu (GNOMAD V2:0.000588848;, GNOMAD
V3:0.000473335)

Knaccupurayus ACMG: Pathogenic.

Knaccupuxayus CLINVAR: Pathogenic/Likely pathogenic (Likely pathogenic - 1, Pathogenic - 17).

3a60ﬂeeauml, aACCouuuUpoBannble C 2eHOM:

Sandhoff disease, infantile, juvenile, and adult forms (268800), AR

Jnst perieccuBHOTO 3a00JIeBaHUs, OOHAPYKEHHBIH BAPHAHT HE MOXKET PaCCMaTPUBAThCS B KaUeCTBE NPUYMHBI 3a001€BaHU
oe3 HaJIW4Us HNaTOr€HHOT O CTPYKTYPHOTO BapHaHTa B JIpyrom anmuerne.

B HEKOTOpBIX ciIydasX HOCHUTEIbCTBO BAPUAHTOB PEIIECCHBHBIX 3a00JI€BaHMIT MOXKET UMETh 3HAaYCHUE ISl POJICTBEHHUKOB
MalyeHTa.
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NHOOPMAILIUA Ob HCCIIENJOBAHUN

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

CpefHee NOKpbITUE LIENEBbIX yHaCTKOB CEKBEHMPOBAHWS B UCCeayeMbIX reHax cocTtaBnsiet He meHee 70x. 310
03HayvaeT, YTO KaXabIl nccregyemblvi yHacToK reHoMa B cpeHeM aHanuanpyeTcs He meHee 70 pa3 Bo usbexaHue
BNUSHMS TEXHUYECKMX OLLIMBOK YTEHUS Ha pe3ynbTaTbl UCCNeAoBaHUA. Takoe NOKpbITUE NO3BONSET OCYLLECTBNATh
OeTeKUuMo BapuaHToB, B cpegHeM, He meHee yeM B 98% LeneBbiX y4acTKOB, BXOASLMX B uccnegosaHue. Ons
CMNOXHbIX y4YacTkoB reHoma (Hanpumep, GC-6oraTtbix y4acTKOB) cpefHee MOKPbITUE MOXET ObiTb HMXKE. Y4acTku
reHoma C MOKpbITUEM, HE COOTBETCTBYIOLLMM KpUTEPUSM OOCTOBEPHOCTM BCIEACTBME TEXHUYECKMX OrpaHMyeHun
CVIKBEHCA, B AanbHENLLMI aHaNn3 He BKNIOYaoTCS.

MeTog no3BonsieT BbISBUTb Hacrnegyemble WM BHOBb BO3HMKWMWE (de novo) BapuaHTbl HYKNEOTUOHOW
nocnenoBaTenbHOCTU (OAHOHYKNEOTUAHbIE 3aMeHbl, Hebonblume uHcepumm 1 geneumn — 0o 10 n.0.), KoTopble
MOTYT ABNSATLCSA NPUYUHON reHeTu4eckoro 3abonesaHus.

TexHudeckMe OorpaHuvyeHMs MeToA4a He MO3BONAT BbIABNATL MHCEpuMM M geneuuun anvHou Gonee 10 n.o.,
MyTauMM B MHTPOHHbIX OBOMNacTax (3a WCKMYEHMEM KaHOHWYECKMX CaWTOB ChnawcuHra), Bapvauun OIUHbI
NMOBTOPOB (B TOM 4MCRe 3KCNaHCUM TPUMMETOB), a Takke MyTalMM B reHax, y KOTOpbIX B r€HOME CyllecTByeT
6n13kMI No nocnefoBaTenbHOCTU Napanor (ncesgoreH). Meton He nNpefgHasHadeH AnNs onpegenenunst gasbl nap
reTepo3nroTHbIX MyTaLui, a Takke AMs OLEHKN YPOBHA METUNMPOBAHWSA UMW BbIBNEHUS MyTauun B COCTOAHUM
Mo3aunumn3ma.

B HekoTOpbIX cnyvasx GMOMHOPMATUYECKMA aHanu3 AaHHbIX NO3BONSAET 3anoAo3pUTb HanMume CTPYKTYPHbIX
nepectpoek (Mukpogeneuui w mukpoagynnukaumn). OgHako 3TOT NOAXOA He SABMSETCA PeKoMeHOOBaHHbIM
METOAOM aHanu3a Bapuvauuin 4Yucria KONui reHoB, M OBHapyXeHHble NepecTpovku Mnoanexar obsasarenbHomy
NOATBEPXKAEHWNIO pedepeHCHbIM MeTOAOM (XPOMOCOMHBIN MWKPOMAaTpPUYHbIA aHanu3). Mernkue CTpyKTypHble
HapyLleHuns, OQHOPOAUTENbCKNE ANCOMUM U MO3aUYHbIE BapuaHTbl YMCria KONUin reHOB METOAOM CEKBEHMPOBAaHWS
He BbIABNATCH; ANA 9TOr0  AOMKeH OblTb  MCMONb3OBaH BanMAOUPOBaHHbLIN  METOA4  XPOMOCOMHOIO
MUKPOMAaTPUYHOIO aHanu3a. HeBbisBNeHuMe CTPYKTYPHbIX BapuMaHTOB MPU CEKBEHMPOBAHWWM HE WCKIIoYaeT ux
Hanuuug y nauueHTa.

O6paboTka [aHHbIX CEKBEHMPOBAHMS MNPOBOAUTCA C MCMOMb30BaHMEM aBTOMATU3UPOBAHHOIO anroputMa,
BKITOYaloLLLEero BblpaBHMBaHWE MNPOYTEHUN Ha pedepeHCHY nocnegoBaTenbHOCTb reHoma 4yenoseka (hg38),
MOCTNPOLLECCUHT BbIPABHMBAHWS, BbISIBIIEHWE BapuaHTOB WM (hunbTpauui BapuaHTOB MO KAayecTBY, a Takke
aHHOTaUWUK BbISIBMEHHLIX BapuMaHTOB MO KAHOHWYECKOMY TPaHCKPUMNTY KaXOoro reHa u Ux npuopuTesauuo ¢
yyeToMm pekomeHgaumn ACMG. BapuaHTbl, He COOTBETCTBYIOLLME KPUTEPUAM KayecTBa M3 anbHenwero aHanusa
NCKNIoYatoTCs.

ABTOMaTM3NPOBAHHbLIA anropuTM MNpUopuTE3NpyeT BapuaHTbl MO BEPOATHOCTU MX KIMHUYECKOrO 3Ha4YeHus Anis
AaHHoro naumeHTa. OgHako, 9TO He 03Ha4aeT, YTO KaKoW-NMbo 13 oBHapyXeHHbIX BapnaHTOB SBNSIETCA NPUYMHON
3aboneBaHVsa y NnaumeHTa.

[ns oueHkn 3HaunmocTn BapuaHTa HeobXo0aMMO comnocTaBrieHNe HalMOeHHbIX BapnaHTOB C KITMHMYECKoMn KapTMHOVI
nauyuneHTa, a B HEKOTOPbIX Criy4vaax OONOSTHUTENbHbIN 6MOMH(*)OpMaTW-IeCKVIl7I aHanmas.

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

[NA OUEHKM KMUHWMYECKOW PEeneBaHTHOCTM BbIABMNEHHbLIX BapWUaHTOB MNPW OanbHeilleM aHanuse HeoGXxoaumo
ucnonb3oBatb 6a3y AaHHbix OMIM, cneunanuavpoBaHHble 6asbl OaHHbIX MO OTAENbHLIM 3abonesaHuaAM (Npu
Hanuyum) n NUTepaTypHble AaHHbIe

B npropuTe3MpoBaHHbIN CMMCOK BKIIOYEHbl OOHapyXeHHble BapuaHTbl B KOAMPYKOLWMX 06nacTsax reHos,
obragatowme cpegHUM 1 BbICOKMM BMMSIHUEM Ha CUMHTE3 6ernka (MUCCEHC, HOHCEHC, COBUI PaMKWN CYATLIBaHKS), a
TakKe BapuaHTbl B CMMANCUHIOBBIX y4yacTkax reHoB. CMHOHMMWYHbIE BapuaHTbl (He NpuBOAdALIME K 3aMeHe
aMMWHOKMCIIOT) U BapuaHTbl B MHTPOHHbIX OBNacTaAX reHoB, a TakKe BapuaHTbl C BbICOKOW 4acTOTOM U He
OnMcaHHbIe paHee Kak NaToreHHble, He BKIYEHb! B NPYOPUTE3NPOBAHHbBIN CINCOK.

O6cnepoBaHve pogutenen npobaHga wnu Apyrnx poACTBEHHMKOB MOXET noTpeboBaTbCs ONis YCTaHOBMEHWUS
npoucxoxaeHus (Hacrneayemslit/de novo) o6Hapy)XxeHHOro BapnaHTa U yTOYHEHUS! ero NaToreHHOCTW.
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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 CEKBEHWPOBAHUSA MOXET ObITb peKoOMeHOO0BaH Npu U3MeHeHMU peHoTUNa naumeHTa, NosBneHuu
HOBbIX CMMMTOMOB, CBS3a@HHbIX C MPOrpeccMpoBaHnemM 3aboneBaHusi, MO0 MpU MOSBAEHUN HOBbIX AaHHbIX
nabopaTtopHOro M WHCTPyMEHTanbHOro obcrnenoBaHns, UW3MEHALWMX HanpaesneHus anddepeHumnansHon
ONarHoCTUKW.

Mo 3anpocy naumMeHTa WM nedvallero Bpadya MoryT ObiTb NpeAcTaBneHbl NepPBUYHbIE AaHHbIE CEKBEHUPOBAHMWS B
dopmate FASTQ. OpHako, aHanu3 Takux [daHHbiXx TpebyeT JononHuTenbHom wux obpaboTkn, KoTopas
BbIMNOMHSAETCS TONbKO NOATOTOBMEHHLIM CMELNaniMCTOM.

[aHHble CekBEHMPOBaHMS U OOHapy)XEeHHble BapuaHTbl HE SABMSIOTCA OKOHYaTeNbHbIM AMArHO30M W OOSKHbI
MCMONb30BaTbCS COBMECTHO C APYrMMU nabopaTopHbIMU M KIIMHUYECKMMU AaHHbIMU. KoppeKkTHas MHTepnpeTaums
pe3ynbTaToB rEHOMHOIO aHanM3a MOXeT OblTb BbINOSIHEHA TOSIbLKO BPAYOM-reHETUKOM.

WccnepoBaHvMe BbINOMHSIeTCA Ha  BbICOKOMPOM3BOAUTENLHOM CUCTeMe AN CeKBeHMPOBaHUs
HYKNenHoBbIX kucnot FeHockaH 4000.

PezaucmpauyuoHHbIl Homep ¢hedepasibHOU criyxbbi o Had30py 8 cghepe 30pasooxpaHeHusi: P3H 2025/24616.
rPYNNMUPOBKA BAPUAHTOB MO BEPOATHOCTU UX NATOFrEHHOCTU OANA NAUMEHTA

1. BapuaHThl, ABNAOWMeEcH Hanbonee BeposSsTHON NPUYNHOMN 3a6oreBaHuUA.

B paHHyto rpynny BkMoYalTCs crneayowe BapuaHThbI:

a. O6osHayeHHble Kkak naToreHHole B pedepupyembix 6aszax BapuaHToB, Takmx kak Clinvar unu B
cneumanvanpoBaHHbIX 6a3ax BapvMaHTOB M onucaHwe geHoTuna naumeHTa MMeeT MPU3HaKM COOTBETCTBYHOLLME
OnMcaHHbIM Npu AaHHOM 3abonesaHuu.

6. He o6GosHayeHHble Kak naToreHHble B pedpepupyeMbix 6Gasax BapuaHToB, Takux kak Clinvar wnu B
creumanuanpoBaHHbiXx Gasax reHOMHbIX BapMaHTOB, HO WMEIOLLME BbICOKYID BEPOATHOCTb MaTOFEeHHOCTMH,
OCHOBAHHYI0 Ha HECKOSbKMX 3HAYMMbIX KPUTEPUAX MaTOTE€HHOCTM (BbICOKWI CKOP MaTOreHHOCTM) U OnucaHue
(heHOTMNA NauMeHTa UMeeT NPUsHaKM COOTBETCTBYIOLLME OMNMUCaHHbIE NPU AaHHOM 3a6oneBaHuu.

Takue eapuaHmsbl csie@yem paccmMampueamb KaK eeposimHyro nNpuY4uHy 3aboneeaHusi e nepeyro o4yepeosb.
Ansi Hekomopbix eapuaHmMoe, E6K/HYEHHbIX 8 3amy 2pynny (u3eecmHbie Mamo2eHHble eapuaHmbl C
nosiHbIM coomeemcmeueMm ¢eHomumna) ycmaHOeJIeHUsI MNPOUCXOXOeHUsi eapuaHma ocmaemcsi Ha
ycmMompeHue epayva. [ns eapuaHmoe, paHee He O0603HaYeHHbIX KaK Mamoz2eHHble YycmaHoesleHue
npoucxoxodeHus1 eapuaHma G0JDKHO 6bImb peKoMeHO08aHOo nayueHmy.

2. BapVIaHTbI, nMerwowine 3Ha4Mmblie Npn3Hakm NnaToreHHOCTu
B OaHHYIO rpynny BKNHOYakTCA crnefyouime BapuaHThbl:

Mmetowme OoaMH WUIIM HECKOSIbKO 3HaYMMBbIX NPU3HAKoOB MNaTOreHHOCTW. B 9Ty rpynny BKMOYAKTCA BKITHOYEHbI
BapunaHTbl, KOTOPblE UMEKT MNMPU3HAKN KaK NaToOreHHOCTn, Tak h HenaTtToreHHOCTn, HO C npeo6na,£1aH|/|eM Nnpu3HaKkoB
naTtoreHHocTn. Takxke MoryT ObITb pa3nunyHble Bapuaulun coBnageHuda (*)eHOTVII'Ia nauuneHtTa C npu3Hakamu,
onncaHHbIMK Npn JaHHOM 3aboneBaHuN.

Ona Taknx BapmnaHTOB Tpe6yeTcg conocTtaBneHne KIMHN4YeckKnx wu na6opaTopr|x AaHHbIX nNauneHTa C
OonncaHHbIMA Npn 3aboneBaHnn. YCTaHOBMEHME NMPOUCXOXOEHNA TaKUX BapnaHTOB ABJIIAETCA BaXXHbIM OJ1A OLIEHKN
MX MNaToOreHHOCTW.

Ans ucknroyeHus/noodmeepxO0eHUsi Nnamo2eHHOCMU MakKux eapuaHmoe Moxem 6bimb peKkoMeHOAOo8aHa
KOHCynbmauusi epada-2eHemuka, Ccreyuasjusupyrou;e20csl Ha aHau3e 0aHHbIX CeKeeHUPOBaHUsl.

3. BapMaHTbI, nMmewuime Kak npudHakm natoreHHOCTU, TaK U HenaTOreHHOCTWU. MoxeT ObITb pa3nnyHasn
cTeneHb coBnageHus Q)EHOTMHa nauygueHTa ¢ npu3Hakamu, onmcaHHbIM Npn AgaHHOM 3aboneBaHun.

MaJ'IOBGPOFITHO, YTO TakKue BapUaHTbl ABNAKOTCA I'Ipl/l'-II/IHOVI 3aboneBaHusa. OgHako B HEKOTOpbIX cny4aax
I/IHd)OpMaLJ,VIﬂ O TaKmx BapuaHTax MOXeT OblTb MonesHa Bpayy AOnhA conocCTaBlieHUA (beHOTI/IFIa naumeHta c
(beHOTI/II'IOM, onucaHHbIM Ans 3abonesaHus.

B cnyyae docmamo4Ho20 cxodcmea Moxem 6bimb pekoMeHA0o8aH MOUCK Mymauuli, He ebisiesiieMbiX
memodom NGS (Hanp. eapuauyull 4yucsa Konuli) Ha emopoM asisiesie, noomeepx0eHUe MPOUCX0XXOeHus!
eapuaHma u  donosIHUMenbHbLI  aHanu3  OGaHHLIX U  KOHCYNbmauusi  epaya-2eHemuka,
crneyuanu3supyrouje2ocst Ha aHaslu3e OaHHbIX CEK8EeHUPOBaHUsI.
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4. HocutenbCcTBO BapuaHTOB, CBA3aHHbIX C HacsneACTBEHHbIMU 3aboneBaHUAMM.

B aTy rpynny BKIOYEHbl reTepO3UroTHblE BapuaHTbl B FEHax ayTOCOMHO-PELIeCCUBHbIX 3aborieBaHuin, paHee
onucaHHble Kak naToreHHble Wnu obnagalolimMe 3HauYMMbl MpPU3HaKamy NaToreHHocTW. Takve BapuaHTbl He
ABMNSAOTCA NaTOreHHbIMU camu no cebe, HO MOTyT UMETb 3HAYeHUe MPW Hanu4YuM He ornpederieHHoro BapvaHTa B
Apyrom annene. B HeKoTopbIX Cryyasax aTa MHOPMaL A MOXET UMeTb 3HauYeHue AN POACTBEHHMKOB NauueHTa.

* 3HaunMble BapuaHTbl onpegerneHbl B KOHTeKCTe pekomeHgaumin ACMG (Very strong/Strong/Moderate).
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