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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:

Bua uccneposaHua: 786 MaHesnb "PakomaTtosbl U HAc/eACTBEHHbIN pak"”
HanpaButenbHbIA gMUarHos:

PE3YJ/IbTATbl UCCNEAOBAHUA

BapunaHTbl, KOTOpble MOryT 6blTb BEPOATHOW MPUYMHOM 33a601€BaHUA MPUOPUTUINPOBAHDLI MO
NPOMNPUETAPHOMY anropuTMy ¢ Yy4yeTom pekomeHgaumi ACMG, Hanuvuuio B 6Hasax AaHHbIX,
NONyNAUMOHHbBIX YacToT N APYrnX KpUTEpUEB.

Ha ocHOBaHMM nNpoBeAeHHON npuopuUTU3aUMM U  deHoTMNa NauMeHTa, OMUCAHHOro B
npeAcTaB/ieHHbIX AOKYMEHTaxX BapuaHTbl CrpynnuMpoOBaHbl MO CTEereHW BepOATHOCTU UX MaTOreHHOCTU
ANnA naumeHTa. B rpynnax BapuaHTbl pacnosioXeHbl B NOPAAKE CHUXKEHUA NPUOPUTETHOCTH.

BapuaHTbl, He MMeloWMe NPU3HAKOB MNATOTEHHOCTU, NGO UMetowMe HEeKoTopble MPU3HAKK
NaTOreHHOCTU, HO, HecooTBeTCTBYyKLWMe GeHOTUNY, ONMCAHHOMY B COMPOBOAUTE/NbHbLIX AOKYMEHTaX,
MOTYT HbITb HEe BK/IOUYEHbI B 3aK/II04EHME.

MoapobHO c onncaHnem uccnefoBaHMUA MOXKHO 03HAKOMUTBCA B MPUIOKEHUUN K 3aKIHOHEHMIO.

BHUMAHUE! BapuaHTbl, O6HapyXeHHble B pe3ynbTaTe WCCNeLOBAHUA, He ABNAIOTCA
YCTaHOBNEHHbIM AMArHo30Mm, a MOryT ObiTb MCNONb30BaHbl B COBOKYMHOCTM C AaHHbIMU 4PYrUX
N12abopPaTOPHbIX U UHCTPYMEHTA/IbHBIX METOA0B TO/IbKO BPAYOM FreEHETUKOM.

[N yTOYHEeHUA 3HAYMMOCTU OOHApPY)KEHHbIX BapMaHTOB, B TOM YMCAE C Y4ETOM KIMHUYECKOM
KapTWHbI NaLMeHTa HeobxoaMMa KOHCYNBTaLma Bpada-reHeTmKa.

Bpay-reHeTuk
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HpPB]-[aKl/l MaTOréeHHOCTH U KOMMCEHTapuu

Cungpom

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

Terepos | \pq ENST000003 | . 6512dela 0.Lys2171fs 74

chrl7:31337450CA>C AMOTHEL 58273

IIpusnaku namozennocmu éapuanma:
Tlpusooum k cosuey pamxu CHumvl8anus
Brusnus eapuanma Ha GyHKYuio eeHa
Jpyzan ungpopmayua:
Heckonbko KoMnvlomepHbiXx aneopummos npedcKkasbléaon Henamo2eHHoCmb.
Knaccugpurayuss CLINVAR: Pathogenic ( - 2).

3(160]188("-!”}1, accouuupoBannble ¢ CeHoM:

Leukemia, juvenile myelomonocytic (607785), AD, SM
Neurofibromatosis, familial spinal (162210), AD
Neurofibromatosis, type 1 (162200), AD
Neurofibromatosis-Noonan syndrome (601321), AD
Watson syndrome (193520), AD

Pexomennyercss comocrtaBieHue (eHoTHNa TanueHTa ¢ (EeHOTUIOM 3a00JIeBaHUH acCOIMUPOBAHHBIX C TEHOM H
oOcrietoBaHKe POIUTEINIEH ISl YCTAaHOBJICHHS TIPOUCXOXIeHHs BapraHTa (de novo/Hacieryemblit).

2. BapI/laHTLI, IMEIMEe OIMH UWIH HECKOJBbKO 3HAYUMBIX MPU3HAKOB MMATOI€HHOCTH

PeneBaHTHBIX BApHAHTOB HE OOHAPYIKEHO

3. BapuaHThbI ¢ HeM3BECTHBIM KJIMHUYECKMM 3HAYEHHUEM

PeneBaHTHBIX BApHAHTOB HE OOHAPYKEHO

Cnmcok reHoB BXOASAIIMX B HCCIEJOBaHUE
786 Ilanens "dakoMaTo3bl U HACIEACTBEHHBIN paK"

ABRAXAS1, AKT1, ALK, APC, AR, ARID1A, ASXL1, ATM, ATR, AXIN2, BAP1, BARD1, BLM, BMPR1A, BRAF,
BRCA1, BRCA2, BRIP1, BTNL2, BUB1B, CBL, CD82, CDC73, CDH1, CDK4, CDKN1B, CDKN1C, CDKN2A,
CEBPA, CEP57, CHEK1, CHEK2, CTNNA1, CTNNB1, CYLD, DDB2, DDR2, DDX41, DICER1, DIS3L2, DKC1,
EGFR, ELAC2, ELANE, EPCAM, ERBB2, ERCC1, ERCC2, ERCCS3, ERCC4, ERCCS5, ETV6, EXT1, EXT2, EZHZ2,
FANCA, FANCB, FANCC, FANCD2, FANCE, FANCF, FANCG, FANCI, FANCL, FANCM, FGFR1, FGFR2,
FGFR3, FGFR4, FH, FLCN, GALNT12, GATA2, GDNF, GNA11, GNAQ, GNAS, GPC3, HNF1A, HNF1B, HRAS,
IDH1, IDH2, IKZF1, JAK2, JAK3, KDM6A, KDR, KIF1B, KIT, KITLG, KLLN, KMT2A, KMT2D, KRAS, LIG4, LZTR1,
MAP2K1, MAP2K2, MAX, MCI1R, MEN1, MET, MITF, MLH1, MLH3, MSH2, MSH3, MSH6, MSR1, MTOR,
MUTYH, MXI1, MYH11, MYH14, MYH2, MYH3, MYH6, MYH7, MYH8, MYH9, NBN, NF1, NF2, NOTCH1, NRAS,
NSD1, NSUN2, NTHL1, NTRK1, PALB2, PALLD, PAX5, PDGFRA, PDGFRB, PHOX2B, PIK3CA, PIK3R1, PMS2,
POLD1, POLE, POLH, POT1, PPM1D, PRF1, PRKAR1A, PRSS1, PTCH1, PTEN, PTPN11, RAD50, RAD51,
RAD51C, RAD51D, RAF1, RB1, RECQL4, REST, RET, RHBDF2, RIT1, RNASEL, RUNX1, SAMDIL, SBDS,
SDHA, SDHAF2, SDHB, SDHC, SDHD, SHOC2, SLX4, SMAD4, SMARCA4, SMARCB1, SMARCE]1, SMO, SOS1,
SOS2, SPINK1, SPRED1, SRP72, STK11, SUFU, TERC, TERT, TINF2, TMEM127, TP53, TSC1, TSC2, TSHR,
VHL, WRN, WT1, XPA, XPC, XRCC2, XRCCS3, ZFHX3.
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NHOOPMAILIUA Ob HCCIIENJOBAHUN

Ananus [JHK npoBoguTCA MO TEXHONIOrMU CEKBEHMPOBAHUS HOBOrO MOKOMIEHUS MEeTOAOM MapHO-KOHLIEBOro
yTeHusa. [na npobonoaroToBKM MCMONb3yeTCcsa METOAMKa cenekTMBHOro 3axsarta ydactkoB [IHK, oTHocsawmxcs k
KooupylowmMM 06nacTaM reHOB C W3BECTHbIM KIMMHWYECKMM 3HayeHueM (KMMHWYECKUA SK30M) WM [EeHOB,
accouMupoBaHHbIX C rpynnon 3abonesaHui (NaHeNM reHoB) U ONMCAaHHbIX B Kypupyemon 6a3e gaHHbIx OMIM wnu
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 (Mukpogeneuui w mukpoagynnukaumn). OgHako 3TOT NOAXOA He SABMSETCA PeKoMeHOOBaHHbIM
METOAOM aHanu3a Bapuvauuin 4Yucria KONui reHoB, M OBHapyXeHHble MepecTporkn noanexar obssarenbHoMy
NOATBEPXKAEHWNIO pedepeHCHbIM MeTOAOM (XPOMOCOMHBIN MWKPOMAaTpPUYHbIA aHanu3). Mernkue CTpyKTypHble
HapyLleHuns, OQHOPOAUTENbCKNE ANCOMUM U MO3aUYHbIE BapuaHTbl YMCria KONUin reHOB METOAOM CEKBEHMPOBAaHWS
He BbIABNAOTCHA; ANA 9TOr0  AOMKeH ObiTb WMCMONb30BaH BanMAOVPOBaHHbLI  METO4  XPOMOCOMHOrO
MUKPOMAaTPUYHOIO aHanu3a. HeBbisBNeHuMe CTPYKTYPHbIX BapuMaHTOB MPU CEKBEHMPOBAHWWM HE WCKIIoYaeT ux
Hanuuug y nauueHTa.

O6paboTka [aHHbIX CEKBEHMPOBAHMS MNPOBOAUTCA C MCMOMb30BaHMEM aBTOMATU3UPOBAHHOIO anroputMa,
BKIOYaloLLLero BblpaBHMBaHWE MPOYTEHMN Ha pedepeHCHy nocneaoBaTenbHOCTb reHoma 4venoseka (hg38),
MOCTNPOLLECCUHT BbIPABHMBAHWS, BbISIBIIEHWE BapuaHTOB WM (hunbTpauui BapuaHTOB MO KAayecTBY, a Takke
aHHOTauUWU BbISIBMIEHHLIX BapuMaHTOB MO KAHOHWYECKOMY TPaHCKPUNTY KaXOoro reHa u ux npuopurtesauuio ¢
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, 3T0 He 03HaYaeT, YTO KaKo-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(*)OpMaTI/I‘-IeCKVIl7I aHanuna.

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
ncnonb3oBatb 6asy AaHHbix OMIM, cneumanuanpoBaHHble 6asbl OaHHbIX MO OTAENbHLIM 3abonesaHuaM (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 CYATLIBaHUS), 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 BKIOYEHbI B NPYOPUTE3NPOBAHHBIN 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 OBHOBMEHUEM MHOpMaLUM O NAaTOreHHOCTU BapUaHTOB M MOSBMEHUEM HOBbIX AaHHbIX, B
HEKOTOpbIX Crny4asx MOXeT OblTb pekoMeHAOBaH MOBTOPHbLIN aHanM3 AaHHbIX CEeKBEHVMPOBaHus. [MOBTOpPHbIN
aHanu3 AaHHbIX CEKBEHWPOBAHUA MOXET OblTb pEKOMEeHAO0BaH Npy M3MeHeHun oeHoTuna naumeHTa, NosBneHuu
HOBbIX CMMMTOMOB, CBSI3@aHHbIX C MPOrpeccMpoBaHMeM 3aboneBaHusi, MO0 MpU MOSBAEHUN HOBbIX AaHHbIX
nabopaTtopHOro M WHCTPyMEHTanbHOro obcrnenoBaHns, UW3MEHALWMX HanpaesneHus anddepeHumnansHon
ONarHoCTUKW.

Mo 3anpocy naumMeHTa UM nedvallero Bpada MoryT 6biTb NpeacTaBreHbl NePBUYHbIE OAHHbIE CEKBEHUPOBAHUS B
dopmate FASTQ. OpHako, aHanu3 Takux [daHHbiXx TpebyeT JononHuTenbHom wux obpaboTkn, KoTopas
BbIMNOMHSAETCS TONbKO NOATOTOBMEHHLIM CMELNaniMCTOM.

[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 TOSIbLKO BPAYOM-reHETUKOM.

rPYNMNMAPOBKA BAPUAHTOB NO BEPOATHOCTU UX MATONrEHHOCTUW ONA NAUMEHTA
1. BapuaHTbl, ABNA0OWMECH Hanbonee BepOATHON NpUYNHOM 3aboneBaHuUs.
B poaHHyto rpynny BKMOYaloTCA crieqyolme BapuaHThl:

a. O6osHauyeHHble Kak naToreHHble B pedepvpyemMbix 6asax BapuaHToB, Takux kak Clinvar wnm B
crneumanuanpoBaHHbix 6a3ax BapuMaHTOB W onvcaHue heHoTMNa nauMeHTa UMeeT Mpu3HaKu COOTBETCTBYIOLLME
onMcaHHbIM NpU AaHHOM 3a6oneBaHuu.

6. He o6osHadeHHble kak naToreHHble B pedepupyeMbix 6asax BapuaHToB, Takmx kak Clinvar wnm B
crneunanu3npoBaHHbIX 6asax TeHOMHbIX BapUaHTOB, HO MWMEILLME BbLICOKYHD BEPOSTHOCTb MaTOFEHHOCTMH,
OCHOBa@HHYI0 Ha HECKOMbKUX 3HAYUMbIX KPUTEPUSX MATOrEHHOCTU (BbICOKMI CKOP NaTOreHHOCTU) M onucaHue
¢heHOTMNA NaUMeHTa UMeeT NPU3HaKM COOTBETCTBYIOLLME OMNMCaHHbIE NPU AaHHOM 3aboneBaHuu.

Takue sapuaHmsbi ciiedyem paccMampueamb KaK 6epOsIMHY0 NPUYUHy 3abosiesaHusl 8 nepa8yro o4epeob.
Ana HekomopbIx eapuaHmMoe, 6K/II0YEeHHLIX 6 3amy 2pynny (uleecmHble Namo2eHHbie eapuaHmMbl C
nosiHbLIM coomeemcmeueM ¢heHomurna) ycmaHO8JIeHUsI TNPOUCXOXOeHUsl eapuaHma ocmaemcsi Ha
ycMompeHue epa4va. [ns eapuaHmoe, paHee He 0603Ha4YeHHbLIX KaK Mamoz2eHHble ycmaHoeJslIeHUe
npoucxoxoeHus1 eapuaHma AoJDKHO 6bImb pekoMeHA08aHOo 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 NaToOreHHOCTn, Tak U HenaToreHHOCTn, HO C npeo6nap,aHV|eM NpuU3HaKkoB
naToreHHocTn. Takke MOoryT ObITb pas3ninyHble Bapuvauun coBnageHud d)eHOTMI'Ia naumeHTa C npu3Hakamu,
OMUCaHHbIMKX NP JAaHHOM 3aboneBaHuu.

Ona  Taknx BapnaHTOB Tpe6yeT0ﬂ conocTtaBlieHne KIMHU4YeCknx w na60paToprlx OaHHbIX nauneHtTa C
OMUCaHHbIMU MpKn 3aboneBaHun. YcTaHOBNEeHne NPOUCXOXOAEHNA TAaKUX BAPUaAHTOB ABNAETCA BaXXHbIM 0119 OLLEHKU
MX MNaToOreHHOCTW.

Ans ucknroyeHus/nodmeepxo0eHuUsi Nnamo2eHHOCMU MakKux eapuaHmoe Moxem 6bimb pekoMeHOAO8aHa
KOHCynbmauusl epa4ya-2eHemuka, creyuasusupyrou;e20csl Ha aHau3e 0aHHbIX CeKeeHUPOBaHuUsl.

3. BapMaHTbl, nmMmerwwime Kak npu3Hakm natoreHHOCTU, TaKk U HenaToOreHHOCTWU. MoxeT ObITb pa3nnyHasn
cTeneHb coBnageHus q)EHOTVIHa nauuneHTa c npu3HakamMmu, onncaHHbIM Npn gaHHOM 3aboneBaHum.

ManosephoHo, YTO TaKune BapuaHTbl ABNAKTCA I'IpVI‘-IVIHOVI 3aboneBaHna. OpgHako B HEKOTOPbIX Cly4adax
MHcpopmaumq O TaKuMX BapuaHTax MOXeT ObiTb MoOnesHa Bpayy Ana conocrtaslieHua C*)eHOTVII'Ia nayuneHta c
d)eHOTVIﬂOM, onucaHHbIM Anst 3aboneBaHus.

B cnyyae docmamoyHo20 cxodcmea Moxem 6bimb pekomMeHdOeaH NMOUCK Mymauull, He eblisiesisieMbiX
memodom NGS (Hanp. eapuauyull 4yucrsa Konul) Ha emopoM asisiesie, noomeep)x0eHUe MpPouUcxXo)XO0eHus!
eapuaHma u donosiHumenbHbIl  aHanu3 OaHHbIX U  KOHCYyNbmauyusi  epavya-2eHemuka,
crieyuanu3upyrou,e20csi Ha aHasu3e OaHHbIX CeKeeHUpPOB8aHuUsl.

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 MNpPU3HaKaMn nNaToreHHOCTU. Takne BapunaHTbl He
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ABNAOTCA NaToreHHbIMU camu no cebe, HO MOTYT MMETb 3HAYeHWe MpWU Hanu4yuM He onpeaeneHHoro BapvaHTa B
Apyrom annene. B HeKoTopbIX criyyasix 3Ta MHGOPMaLUns MOXeT UMETb 3HaYeHMe A1t POACTBEHHMKOB NauueHTa.

* 3HauMMble BapuaHTbl onpeaeneHbl B KOHTekcTe pekomenaauun ACMG (Very strong/Strong/Moderate).
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