OT3bIB

0(UIIATIEHOTO ONIIOHEHTAa, [OKTOpa MEIMUMHCKMX HayK, JOIeHTa
Pymsnnesa Anexcanapa IllanukoBuya Ha nuccepranuio AHIpeeBOl DIIbBUPHI
®aaroBHbl «HaciencTseHHble KHCTO3HBIE OOJIE3HU MOYEK B JIETCKOM BO3PACTE:
KIMHUYECKMA (EHOTUIT M TEeHOTHI, Io4eyHas (GYHKIMS W BBDKHBAEMOCTb,
NEPCOHAIM3UPOBAHHOCTh M MPEAMKTUBHOCTH B  BEAEHHM  I1allUEHTOBY,
BBITOJTHEHHYIO 11O/l PyKOBOJICTBOM 3acily)KeHHOro Bpada Poccuiickoit ®enepaiyu,
JIOKTOpa MEeIHMIMHCKUX Hayk, npodeccopa CaBeHkoBoi Hanexusl [MUTpUeEBHBI,
TNpe/ICTaBIEHHOM K 3alllTe HAa COMCKAaHUE YYCHOM CTENEHH JOKTOpa MEIMUIIMHCKHIX

Hayk 1o creruanbHocTy 3.1.21. Tleauarpus

AKTYyaJIbHOCTH Te€MbI

HacrencTBeHHbie KUCTO3HBIE GONE3HHM MOYEK MPEJCTABISAIOT CEPhEe3HYO
MEIMKO-COLIMabHY 0 IpobieMy B Hedposoruu. [laHHble o 3a007€BAeMOCTH U
PacnpoCTpaHeHHOCTH MOJOOHOM MaTOJOTUM BAPbUPYIOT B LIMPOKUX IIPE/ieaX OT
0,44 no 1,41 wa 10000 HoBOpOsXKIEeHHBIX. Takoll NMANa3oH CBUIETENBCTBYET O
TPYAHOCTSX AUArHOCTUKH, OOYCIOBIEHHBIX CTEPTOCTHIO KIIMHUYECKOH KapPTHHBI U
HEOOXOIMMOCTIO NpPUMEHEHHSI psifia JONOJHHUTENbHBIX NabOpaTOpHBIX 1
WHCTPYMEHTAJIBHBIX HCCIIEAOBAHUM, YTO CO3/aeT JONOJHHUTEIBHYIO HArpy3Ky Ha
OpraHel 37paBOOXpaHEHMs KaKk B OpPraHM3allMOHHOM, TaK # (HHAHCOBOM
OTHOIIEHUH. BMecTe ¢ TeM, MOJIeKyJIsIpHO-TeHETHYECKHE MCCIIeIOBAHUS SIBIISIOTCS
HEOOXOMMbBIM ~ IMarHOCTHYECKMM HHCTPYMEHTOM B paMKaX COBPEMEHHBIX
NPEAUKTUBHBIX TIOAXOA0B K Pa3BUTUIO U IIPOrPAMMHUPOBAHHIO 3710POBbs pebeHKa.
He wMenee ceppesnas mpobnema — OTCYTCTBHE KOHCEHCyca C YETKUMH
AMAaTHOCTUYECKUMHU KPUTEPHUSAMH, KOTOPhIE MOXKET UCIOIb30BaTh Bpay B peaabHOM
KIMHAYeCKOoW mpakThke. Kpome TOro, -MMeIOTCS OIpejeNieHHbIE TPYIHOCTH,
CBA3aHHBIE C TOYHOCTBIO TMEPEBOJA aHITIOA3BIYHBIX TEPMHUHOB Ha PYCCKHM S3BIK.
Otcrona BBITEKAET elle O/Ha TPYIHOCTh — B OLIEHKE «IIOYEYHOr0» MpPOrHO3a Y

JITAHHOM KOTOpPThI IIAITMCHTOB. HCI[OCTaTO‘-IHaﬂ COIIPSDKEHHOCTh  AC€STEJIbHOCTHU

[ or50y B0 Cri6rT FW N MhﬁApaJa Poccum | l
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«IETCKUX» U «B3POCIBIX» HE(POJOroB MPOSABIAETCS, B TOM YHCIIE TEM, YTO
NPaKTHYECKH HET MCCJIEIOBAHMM, IIOCBSIIEHHBIX (OPKACTHHTY COCTOSHUS
3/I0pOBbs JIeTeH C HACIEACTBEHHBIMH KMCTO3HBIMU OOJIE3HAMM MOYEK, KOTa OHH
JOCTHralOT Bo3pacTa 18 jer | crapme 1Mo pe3yibTaraM MCCieNOBaHUs
(peHOTHNMYECKUX U reHeTUYECKUX 0COOEHHOCTEH, XapakTepa TUC(YHKIUK 0YeK 1

BBIDKMBA€MOCTH.

Hayqﬂaﬂ HOBH3HA HCCJIeJOBaAHUSA

ABTOpPOM IIOJy4eHbl HOBBIE JaHHBlE O CTPYKTYpe HaclIeJCTBEHHBIX
KUCTO3HBIX OOJIe3HEH IMo4YeK y JeTei, B CTPYKType KOTOpOH mpeodiasaeT
MOJIMKKCTO3Has Oone3Hp novek. [IpencraBieHsl qaHHbIE O PAa3BUTHH PEHAIBLHOIO
MajioBoaMsl ¥ cuHApoma lloTTep, 0COGEHHOCTSIX KIMHHUYECKOIO ITOYEYHOIO H
BHEIIOYEYHOro0 (PEHOTHINA y JeTeld C OueHb PaHHHUM HA4ajJoM IIOJMKHUCTO3HOM
0oJIe3HM TOYEK C 8y TOCOMHO—JOMUHAHTHBIM THITOM HACJ/I€0BaHMs (C BBIIBJIEHHEM
IIOYEYHBIX KUCT B Bo3pacTe oT 0 10 18 mecsiuieB) U paHHUM HavasioM (C BeISIBJIEHHEM
IIOYEYHBIX KUCT B Bo3pacte oT 18 mecsue no 17 net 11 mecsies). YcraHoBiaeHO
npeoOialaHie MAaTOTeHHBIX BapUAHTOB IeTEPO3UTOTHBIX MyTanuii B rede PKDI,
KOOUPYIOUIUM OeloK MONUIMCTUH-1 y [eTed ¢ OYeHb paHHUM HayajioM
IOJIMKACTO3HOM  OOJe3HM IOYeK ¢  ayTOCOMHO—IOMHMHAHTHBIM  THIIOM
HacJleZJIOBaHMUSI.

IIponemoHcTprpoBaHa BapuabeNbHOCTh TOYEYHOIO0 K II€YEHOYHOIO
(eHoTHIa, YACTOTHI peHAIBHOI'O MAJIOBOAMS U pa3BuTHs cunapoma [Torrep ¢ OITII
u JIH y nerei npu KimaccuuecKoi U IeTCKOM ¢ GUOPO30M ME€YEHM MOITUKUCTO3HOM
00JIe3HU TIOYEK C Ay TOCOMHO—PEIIECCHBHBIM THIIOM HACJI€I0OBAHUS.

BriepBeie oxapakTepu3oBaHbl YacTOTa U Pa3BUTHE PEHAIBLHOTO MAJIOBOJMS,
He(pOMeraiauu, IMOYEYHbIX KHUCT, apTepUalbHON TUIIEPTEH3UH, BPOXKIEHHOIO
¢ubposza HequI/I,'paCHII/IpeHI/IH BHYTPUIIEYEHOYHBIX JKETYHBIX IMPOTOKOB, KHUCT

[€4€HHu, CUHApOMAa HOpTaHBHOﬁ TUTIEPTEH3UU C BAPUKO3HBIM PACIHIMPEHHUEM BECH



MUIIEBO/IA U JKeNly[lKa C KPOBOTE€YEHHEM, BapUAHTHl ITATOT€HHBIX MyTalMii reHa
PKHDI, neuenne u Benenume pnerckoit ¢opmbl ¢ ¢GuGpo3oM mnedeHw,
npeobiiafarolie’ B CTPYKType IIONHKHCTO3HON GOJE3HHM TOYeK C ayTOCOMHO—
PELIECCUBHBIM THUITOM HACJIEOBAHUS Y TIEIUATPHUECKUX ITAl[UEHTOB.

Ilokaszana BapuabenpHOCTh MOYEYHOro (eHoTHHa (CYOKOPTHKATIBHBIN
rJIOMEpYJIOKMCTO3  mo4ek, omaHocTopoHHss MK/II wu  rimomepynokucTos
QyHKUMOHHMpYIOIIEH KOHTpaaTepanbHOi) NpU MAEHTH(QUIMPOBAHHBIX MYTAIIUIX
rera HNF1b u nenemuu xpomocomsl 17q12 ¢ 3axsarom rena HNF1b y nereit ¢
ophaHHOH INIOMepPYJIOKUCTO3HOM GOJIe3HBIO TOYEK.

BriepBeie  BbISBIEHBI y  JeTell  OCOOEHHOCTH  CHHAPOMAIBHOM
TIIOMEPYJIOKMCTO3HOM OOJIe3HU Iouek Npu aureHHoM myrtanuu reHoB CLCNS u
HNF1b ¢ ¢enorunom penansroro cuuapoma Fanconi mpu 6onesnu Dentl, npu
TPUCOMUHU XPOMOCOMBI 9 ¢ reTeporeHHBIM BHEIIOYEYHBIM (PEHOTUIIOM.

[Toy4ensl HOBBIE naHHBIE O (eHOTHNax WH(DAHTUIBHON, IOBEHUIBHOM,
no3aHeil GopM U30JMPOBAHHOTO M CHHAPOMATBHOrO OphanHoro HedpoHO(TH3A
npu del2q ¢ 3axBarom rena NPHP1 u mytanmsamu renos CEP290, TMEM67, INVS
y JAereil. BriepBble omucanbl 0COOEHHOCTH WH(MAHTHIBHOrO HeppoHODTH3A C
nporpeccupoBanueM B TepMmuHainbHyto XbBII y nereit ¢ cunapomamu Meckel—
Gruber4 (CEP290) u Senior—Loken6 (del12q21 ¢ 3axBatom rema CEP290).

Briepsble npuBeIeHbl OCOOEHHOCTH [IMATHOCTHKH, TEYEHHMS, BO3PACTHOM
MHBOJIIOLUK (yMeHblIeHHe B 00beMe) He(hyHKIMOHUPYIOIIEH MyJIbTHKACTO3HOM
JAMCIIIA3UM TIOYKHM M KOMIIEHCATOPHOW TI'MIepTpo(uu, NaToNOTHH, (GYHKIMHU
KOHTpasaTepalbHOU y AeTeM.

[TosyyeHbl HOBBlE JaHHBIE O BapUaOeNbHOCTH T[OYEYHOro (eHOTHUIIa
(cyOkopTHKaibHble ¥ IUbQy3HBIE MapeHXHMMATO3HbIE KUCTBl YBEJIMYEHHBIX B
obbeme MOYEK, aHTMOMHMOJIHUIIOMBI, KaplUHOMA, apTepuajibHas TUNepTeH3Hs) U
TUIUYHOCTH BHEMOYEYHBIX MPOSBIEHUH OpdaHHOrO TyOEepO3HOro CcKieposa
BCJIE/ICTBUE MyTalluil reHoB koaupyromero tyoeput (TSC2), u ramaprun (TSC1) y

NeTen.
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IToxazanel 0COGEHHOCTH ITOYEYHOTO ¥ BHETIOYEYHOTO (PeHOTHUIIA Y JeTel IpH
opdaHHBIX HacleCTBeHHBIX cuHapomax Papillo- Renal, CHARGE, Meckel-Gruber
4 BCJIEICTBHE My TallMi T€HOB M IIPX XPOMOCOMHOM natojioruu Senior- Loken 6 mpu
neneuyu 12921, cunapome peneumu 17ql2, nemeumu 12p, mpu TPUCOMHUHM
XxpoMocoMsl 9; ripu 6ose3nu Dentl; curnpome Beckwith - Wiedemann Benenctsue
HapyweHus Metunuposanus KvLQT (LIT1).

Brepseie y nereil B Bo3pacre Gojiee 2 JieT MOJy4YeHbI HOBBIE IaHHBIE O
IPOIrpecCUPOBAHUM XPOHUUYECKOW 00JIe3HU MOYEK OT HaYaJIbHBIX 3TAIOB BILIOTH J10
TEPMHUHAJIBHOJIA IIOY€YHOM HEAOCTaTOYHOCTH, MPHU HACIEACTBEHHBIX KHCTO3HBIX
OoJIe3HAX TOYEeK, KaK M30JUPOBAaHHBIX, TAK M ACCOLMUPOBAHHBIX C Op(haHHBIMU
CUHAPOMaMH.

Bniepseie ycTaHOBIEHA BEPOSITHOCTH PA3BUTHS TEPMHUHAIBHON IMOYEYHOM
HEI0CTATOYHOCTH C Pa3HOM JUIMTENBHOCTHIO KaTaMHe3a y JAeTel C IMOJTUKUCTO3HOM
OONe3HBIO IOYEeK C  ayTOCOMHO—IOMHHAHTHBIM  THIIOM  HacjeJIO0BaHHS,
IIOJIMKACTO3HOM OOJIe3HBIO TOYeK C ayTOCOMHO — pELEeCCHBHBIM THIIOM
HAcJIeIOBaHus, IJIOMEPYJOKUCTO3HONH OO0Je3HbI0 MoYeKk, HePppOoHODTH3IOM,
KUCTO30M II04YeK IMpU TyOepo3HOM CKiepo3e, HACIeACTBEHHBIX CHHIPOMAX;
KOHTpajJaTepaJbHON IOYKM TMpU HEPYHKIMOHUPYIOIIEH MYJIBTHKHCTO3HOM
JUCIUTa3UU.

Hayuno o0ocHOBaHa TaKkTHMKa WHIMBUAyaJIH3AIl[dU BEICHHUS IAllMEHTOB C
y4eTOM IIPOTHO3MPOBAHUS COCTOSIHUS 3J0POBBS B OyAyIIeM y eTel ¢ KUCTO3HBIMH
Oole3HsIMM TIOYEK, OCHOBaHHas Ha WHIMBHAYAJIbHBIX T'€HETUYECKUX U

beHOTUIMYECKUX 0COOEHHOCTSIX.

Teopernyeckasi 4 NpaKTHYECKAsi 3HAYUMOCTH Pe3y/ibTaTOB
AUCCePTANNH

TeopeTnueckas 3HaYUMOCTH TOJYUYEHHBIX Pe3yJIbTaTOB IMCCEPTALIMOHHON
paboOTBl 3aKIOYaeTCss B YIUIYOJIEHHOM H3y4YeHHH CTPYKTYpPbI, OCOOEHHOCTEM
(eHoTHNA ¥ reHOTHUIIA, TUCHYHKIIUH [TOYEK U BEPOSATHOCTH BEDKMBAEMOCTH y JeTel

C HACJICACTBECHHBIMHU U Op(baHHBIMI/I KHUCTO3aMH ITOYEK.



HayyHo 00OCHOBaHO MpOBEJEHUE [EIUATPUYECKUM IAl[MeHTaM C
HACJIeZICTBEHHBIMU KHUCTO3HBIMU OOJIE3HSIMHU TOYEK MOJIEKYJIIPHO-F€HETUYECKOrO
UCCJIEIOBAaHUSI 1O BHUJY BBICOKOTEXHOJIOTUYHOM  MEIULMHCKON IOMOIIU
«Hedponorusi» B coorBerctBum ¢ IlocranoBnenuem IlpaBurensctBa PO «O
[Iporpamme rocyaapCTBEHHBIX TapaHTUN OecIiaTHOro OKa3aHWsl TrpaxaaHam
MeTUIMHCKOM oMoty Ha 2025 ron u Ha rutaHoBbid niepuoa 2026 u 2027 ronosy
ot 27.12.2024 Ne 1940.

Pa3paGoTana u mpeaioXeHa B MeIAATPUYECKYI0 HEePPOIOTrUYecKyrO
NIPAKTUKY CHUCTeMaTHUKa MYJIbTUKUCTO3HOM MUCIIA3UMU MOYKU y JeTel ¢ y4eToM
KIMHUKO— MOp(dOJoruyeckux (eHOTHIOB, BO3PACTHOM WHBOJIIOLUH, MyTalUid
I'eHOB " KOMIIEHCATOPHOM runepTpodum, I1aTOJIOTUH, byHKIUN
KOHTpajaTepaabHOU [IOYKH y JETEH.

OO0ocHOBaH MEXIUCUMIUIMHAPHBIA MOAXOA K BEIEHHUIO JIeTed ¢
HACJIEZICTBEHHBIMH KHUCTO3aMH IIOY€K MeAMaTpoM, HedpoIoroMm, ypoJaorom,
racTpPOIHTEPOIIOTOM, OTOJIAPUHT0JIOTOM/CYpPA0JIOTOM, o TaIbEMOJIOroM,

HEBPOJIOT'OM, SHIAOKPHUHOJIOTOM, KapAHXOJIOI'OM.

O00CHOBAaHHOCTH M 1I0CTOBEPHOCTH HAYYHBIX Pe3yJIbTATOB, BHIBOJI0OB H
peKoMeHIalHi

OOG0CHOBaHHOCTbD U IOCTOBEPHOCTh HAY4YHBIX pe3yJIbTaTOB, BEIBOJOB U
peKxoMeHIauui quccepTaiui AHapeeBol DibBUpbl PaaTOBHBI IOATBEPXKAAETCS
Hay4YHOW METOJI0JIOTHEH, aIeKBaTHOM ITIOCTaBIIEHHBIM LI€JIU U 3a/ia4aM,
[IpOrpaMMON U AU3alHOM HMCCIIEOBaHUs, pelIpe3eHTaTUBHBIM KOJITMYECTBOM
MalMEeHTOB, UCII0JIB30BAHUEM COBPEMEHHBIX MOJIEKYIIPHO-TEHETHYECKHUX METOAAX
UCCIIEIOBAHUS, CTATUCTAYECKOTO aHAIU3a TaHHbIX. .

JloctaTouyHass ~ MOIIHOCTH  TNPOBEAEHHBIX  MCCJIEIOBAaHUW,  BBICOKUM
METOJOJIOTUYECKUN YpOBEHb, JETalbHbIM aHalIu3 I[IOJIyd€HHBIX pPE3YJIbTaTOB
MIO3BOJIMJIM aBTOPY OOOCHOBATh OCHOBHBIE IOJIOKEHUS, BBIHOCUMBIE Ha 3aLUTY,
BBIBOJIBI W npaxfnqecxne pEKOMEHIAINH, KOTOpPhIE YEeTKO C(HOpMYIMpPOBaHbI,

JIOTHYHO BBITEKAIOT M3 PE3YJIbTAaTOB HCCICIOBAHUA. Pe3yJ'IBTaTI>I HCCIIC10OBaHHUA
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BHEJIpeHBI B y4eOHBIN MpOoliecC TUIJIOMHOTO 00pa30BaHus CTY AEHTOB, B IPOrpaMMy
MOCJIEIUIIOMHOTO 00pa3oBaHus Bpadeil-neuaTpoB B KIMHUYECKON OpAUHATYpE,
Ha poQeCCHOHATBHON MEepenoAroTOBKE M Kypcax MOBBIIIEHUs KBATU(PUKALIUH T10
Hepposoruu  kadenper ¢akynprerckoit nemuarpun ®I'BOY BO CIIGITIMY
Munsapasa Poccun.

Pesynpratsr HUCClIeI0BaHUS BHEJIPEHBI B JIeuYeOHBIN rpoLecc
nenuatpuueckoro  otaenenuss Nel  (HedponoruM) W KOHCYJIBTAaTUBHO-
muarHoctruueckoro neHtpa ®I'bBOY BO CIIGITIMY Munsnpasa Poccun; B
neueOHbd mporiecc 'AY3 «Jlerckas pecnyOiukaHcKas KJIMHUAYecKas OOJIbHUIA
MunucrepcTBa 3apaBooxpanenus PecyOnuku TatapcTany.

Ha ocHOBaHMHM pe3yJbTAaTOB HCCIeNOBaHMS co3daHbl 4 0a3bl JaHHBIX,
KOTOpBIE 3aperucTPUpPOBaHbl B rocyaapcTBeHHOM Peectpe 6a3 nanHbiX: «basza
JAHHBIX PEHAJTBHOTO (EHOTUIa PEeAKON TOJUKUCTO3HOM OOJE3HU TMOYeK C
ayTOCOMHO— perieccuBHbIM TuroM HacienoBanus (ORPHA:731) y nmerei» (RU
2024621893, 02.05.2024), «Ileuenounsiii ¢denotun npu opdannoi (O :731)
ayTOCOMHO— PELIECCUBHOM IOJMKUCTO3HON OOJIE3HU IOYEK y IeIMaTPUYECKUX
naienToBy (RU 2024622647, 19.06.2024), «®eHOTUNl OJHOCTOPOHHEMH
He(YHKIIMOHUPYIOIIeH MYJBTUKACTO3HOW NUCIUIA3UU [TOYKHU y JeTel 6 mecsueB —
17 net» (RU 2024622890. 02.07.2024), «/Ilunamuka Y3 —meTpudeckoro obiero
(cymmapHOro) oOmbema Mmo4ek y jAereid ¢ oppaHHOW ayTOCOMHO—PELECCHUBHOU
TIOJTUKACTO3HOM OOJIe3HBIO TMOYEK M ayTOCOMHO—IOMHHAHTHOM ITOJIMKUCTO3HOU

00J1e3HBIO TTOYEK ¢ OUeHb paHHUM Hadasiom» (RU 2024623569, 14.08.2024).

Ouenka coaep:kaHusl AUcCePTALUH

Hucceprauust AnapeeBoit DnbBUpbl PaaTOBHBI IIOCTPOEHA TPAAMIIMOHHO,
n3oxeHa Ha 310 cTpaHMIaX MAIIMHOIKUCHOIO TEKCTa U COCTOUT U3 BBEJIEHHI,
o030pa nHUTEepaTyphl, MaTepruaIoB U METOJIOB HMCCIIEIOBAaHMs, IJIaB PE3YyJIbTATOB
COOCTBEHHBIX MCCIIEIOBAaHUM, 00CYK/I€HUS, 3aK/IIOUEHUS, BBIBOZOB, IIPAKTUYECKUX

pekomenmanuii. Crucok autepaTypsl comaepXuT 310 umctoynukos, u3 Hux 80



oreyecTBeHHbIX W 230 3apyOexHbIx. Jluccepramuss noApoOHO U yMECTHO
WUTIOCTPUPOBAHA Ta0IMI[aMU U PUCYHKAMH.

Beesienne oTpakaeT akTyallbHOCTh MCCJIEOBaHMS, LENb 3a1a4M, HAyYHYIO
HOBHM3HY IIPAKTUYECKYI0 3HAYUMOCTh, JIMUHBIA BKJIajJ aBTopa. B 1-0if riase
IpeACTaBiIeH 0030p JHUTEepaTyphl, KOTOPHIA OCBELIAET MMEIOIIMeCs JaHHbBIE II0
u3ydaemMou nmpobseMe HacleICTBEHHBIX KMCTO3HBIX OOJIe3HEN Mmoyek.

Bo 2-o0if rnaBe neranbHO TpeACTaBlieH aHAJIW3 MaTephalioB U METOIOB
uccienoBanus. ABTopoMm oOciemoBaHbl 300 gereili W MOAPOCTKOB  C
HaCJIeJICTBEHHBIMU KACTO3HBIMU 3a00JIeBaHUSIMHU [1I0Y€K B Bo3pacTe oT 1 Mecsla 10
17 ner 11 mecsnes, U3 HUX 245 npobannos. Cpenu Hux 52% mansunkoB U 48%
neBouek. 12,7% maieHToB Ha MOMEHT UccieJoBaHus ObLUIX B Bo3pacTe oT 1 mecsina
o 1 roma 11 mecsna u 87,3% — B Bo3pacTe Gosee 2 JerT.

K xpuTepusiMm UCKITIOYEHUS MAllMeHTOB U3 UCCIIeI0BAaHMUS OTHECEHBI: HaTu4Ke
y mnanueHta 6e3 mnpuszHakoB XbBIl mapeHxumaro3Hod KUCTBI U/ WM
BHEMIAPEHXUMATO3HOE €€ PpACIOJOKEHUEe; KHUCTO3HBbIE M3MEHEHMS II0uYeK
cocyaucToi  (manbpopmanuu), HUHGMEKIUOHHOW (IXMHOKOKKOBBIE U  Jp.),
BOCITAJTUTEIBHON 3THUOJIOTHH, COOTBETCTBHE IToYeuHbIX KuUcT kiaccaMm III, IV mo
kiaccudukanuu M.A. Bosniak; oTkaz poaurenell OT ydacTusi B KIMHHUYECKOM
MCCIIeIOBAaHUH.

COop ceMeitHOr0 aHaMHe3a MMPOBEIeH HE MEHEee, YeM B 3 ITOKOJICHUSIX CEMbU
npobanna. Tum HaciaeZoBaHMS KHUCTO3a II0YEK B CEMBSIX OIpeleieH II0
o0IIeNpU3HAHHBIM KPUTEPUSIM F'eHealorMuecKoro U 1o pe3yJjibTaTaM MOJIEeKYJIIpHO-
reHeTHYECKOT0 METO/I0B McClie/oBaHUs. Bce malueHTsl TIaTeabHo 00ciel0BaHbl C
UCIIOJIb30BaHUEM COBPEMEHHOM 1a00opaTOpHONM M HMHCTPYMEHTAJIbHOM TEXHUKHU.
MouekysipHO- TeHeTUUYEeCKUM aHallu3 MPOBeIeH y 93 neTeil ¢ KUCTO3aMHU II0YEK B
7a00paTopusiX, HMEIOIIMX JEeWCTBYIOIIYIO JIMLEH3UI0 Ha OCYILIECTBIEHHE
MEIMIIMHCKOM nesTenpHOCTH, TpoBenenne JIHK TecToB M cooTBEeTCTBYyMOLIEE
MeMIIMHCKOe 000pyI0BaHKe, 3apeructTpupoBanHoe B PO.

[To pe3ynprary MOJEKYJISpHO-T€HETUYECKOro Merofa y 93 mnaiueHToB C

KHCTO3aMM II0YeK, Juarto3 mnoatrBepxaeH B 93,5% cmyuaes. Ilo pesynapraTtam



LIATOT€HETUYECKUX  METOJIOB (FISH 51 CpPaBHUTEJIbHOU T€HOMHOM
rubpuan3zanun/CGH) npoBeneH aHaiu3 KapuoOTUIIA U TIOATBEPXKIEHBIM JUATHO3HI,
00yCIIOBIIEHHBIE XPOMOCOMHOW TmaTosioruei. IlaroreHHOCTh OOHApY>KEHHBIX
BAPHAHTOB B TI€HAX, €e OTHOUIeHHEe K (EHOTHIy TalMeHTa U MCXOIHBIM
HalpaBUTEJIbHBIM JHMarHo3aM IIPOBEpeHa IO IMOMyJSLUOHHBIM 0a3zaM JaHHBIX
(EXAC, GNOMAD, GENOMED, ClinVar), onucanusM B OHOMEIUIIMHCKOMN
JUTEepaType M TOATBEP)KIeHAa B 3aKIIOYEHWHU, BBITIOJHSBILNEH  HCCleOBaHUE
1a00paTopuH.

B cOOTBETCTBUU C BO3pacTOM IEPBOTO BBISBIEHUS KUCT, HHAUBUILY AJIbHBIMU
0COOEHHOCTSIMHU TeUeHUs KUCTO3a [0YeK (Hamuuue AT,
aNbOyMUHYPUU/TIDOTEMHYPUH, XapakTepa KpOBOTOKa B IapeHXHMe II0YeK,
yJIBTPa3ByKOBOMY OIpeNeeHru0 o0bemMa TIOo4YeK) B JUHAMUKE, C YYETOM
IIPOBOJMMOI0 paHee JIeYeHHs, B 3aBUCUMOCTH OT THUIIa HACJIeIOBAHUS KHUCTO3a
MOYeK W pe3yJibTaTa MOJIEKYJISIPHO- MeHETUYECKOr0 MCCIENOBAaHUS OMPEaessuIN
WMHIMBUIyaIbHbIE PUCKA Pa3BUTHS OCJIOXXHEHMM KHUCTO3a I10YeK, IPOBOAUIN
MIPOTHO3UPOBAHUE BEPOSITHOCTU [TOUEUHOM BBDKMBAEMOCTH | — JIETHEH, 5 — IeTHEH,
10 — netHe#t, 15 — nmertHeit, 17 — nerHet mo meromy Kaplan — Meier (1958),
oTiepeieNIsIi Croco0 JIeYeHUs TPOSIBJIEHUH OCHOBHOTO 3a00JI€BaHUS U €r0

[Tpu cTaTUCTHYECKOM aHAIW3€e JaHHBIX UCTIOJIb30BaHbl COBPEMEHHBIE MTAKETHI
IIPUKJIATHBIX CTATUCTUYECKUX MIPOTPAMM C a/IeKBaTHBIM TPUMEHEHUEM Pa3TUYHbIX
METO/I0B aHaJIN3a.

B 3-eif rmaBe mpeicTaBlieHbl pe3ysbTaThl MCCIEIOBAHUS KIMHUYECKOIO
(GbeHOoTHUIIa ¥ TeHOTHUIIA TOJTUKUCTO3HOM 00JIe3HH IT0YEK ¢ ay TOCOMHO-IOMUHAHTHBIM
TUIIOM HacJieloBaHus, op(aHHON MOJUKUCTO3HON OOJIE3HM NOYEK ¢ ayTOCOMHO—
pELIeCCUBHBIM THIIOM HAacjieloBaHus, Op(aHHONW TIIOMEpPYyJIOKHUCTO3HOU O0JIe3HH
noyek, opdaHHOro HeehpoHOPTH3a, OTHOCTOPOHHEH HEePYHKIIMOHUPYIOLIEH
MYJIbTUKACTO3HOM JUCTIIA3UH ITOYKH U OPHAaHHOTO TyOEpO3HOTO CKIIepo3a y AETEH.

B 4 rnaBe paccMOTpeHBI OCOOEHHOCTH KJIMHUYECKOro (peHOTUIIA U TeHOTHUIIa
KHACTO3HBIX 60J1e3ﬁe171 IOYeK B CTPYKType ophaHHbBIX HACJIeICTBEHHBIX CUHIPOMOB

IIpyU TATOT€HHBIX MYTallUAX B I'€HaX H XpOMOCOMHOﬁ IMMaToJIOTUH Yy JeTed u



9

MOAPOCTKOB. B rinaBe 5 mnpuBeneHa BEpOATHOCTh IIOYEYHOM BHDKMBAEMOCTH,
KOTOpasi CHU3UIIACh 3a epuoj 17 JieT npyu ayTOCOMHO-IOMUHAHTHOM, ayTOCOMHO-
pelecCMBHOM IOJMKMCTO3HOM OoJe3HM TMo4YeK mpakThdecku Ha 20% w
HeppoHO(GTH3e CHM3MIAach comocraBumMo — Ha 20%, Torga Kak IpH
TJIOMEPYJIOKMCTO3HOM O0JIe3HM MTOYEK MPAaKTUYECKH HE U3MEHUIACK.

B rj1aBe 6  paccMOTpeHBI  BOIPOCHI IPEIUKTUBHOCTH U
NIEPCOHAIM3UPOBAHHBIM IIOAXOJ K BEJIEHHUIO ITallMEHTOB C HACJIEeICTBEHHBIMH
KHCTO3HBIMH 0OJIE3HSIMM T0YEK B JIeTCKOM Bo3spacte. [IpeicrasieHa moapoGHas
JIOTHCTHYECKas cXeMa JEHCTBUM [l PaKTUYECKOTO Bpaya ¢ y4eTOM pe3yJIbTaToB
MOJIEKYJIIPHO-T€HETUYECKOTO MCCIIEI0OBaHUS.

B oOcyxaennu mnonpoOHO TNpoaHATM3MPOBAHBI IOJNyYEHHBIE aBTOPOM

COOCTBEHHBIE PE3YyJbTaThl B COIIOCTABJIEHUU C NaHHBIMUA MHpOBOﬁ JINTEpaTypBhl.

IMoaTBepaxaenne onyo0/IMKOBaHUS OCHOBHBIX pe3yJIbTaToB
HcCJIeJOBAHMS B MeYaTH

OCHOBHBIE TOJIOXKEHUs NUCCEPTALMH OJOKEHBI M OOCYXIEHbl Ha
POCCHICKHX U MEXIyHapOJHBIX KOHrpeccax. [To Teme auccepraimu omy61uKkoBaHo
15 crareil B pelieH3MpyeMBIX HayYHBIX H3aHUSIX, peKoMeHnoBaHHEIX BAK (K1, K2)
npu MUHHCTEPCTBE HayKM M BbICIIero obpasoBanus PD; uHmekcupyeMsix B 6ase
peneH3upyeMon Hay4HOM JTUTEpaTyphl Scopus, B 8-MU pyKOBOACTBaX M yd4eOHBIX

nocobusx. Ob1ee yucno myodaukamuii — 71 — Bnegarser.

CoorBercTBHE aBTOpedepaTa OCHOBHBIM MMOJIOKEHHSAM JAHCCEPTALHH

ABTOpedepaT COOTBETCTBYET CYIECTBYOIIMM TpeGOBaHUIM, B IIOTHOM Mepe
MPECTaBIIAET PE3yJIbTaThl HCCIEIOBAHKS U JIOTUYHO OTPaXKaeT OCHOBHbBIE HAyUYHBIE
TIOJIOKEHUsI UCCePTallMi, BBIHOCMMBIE Ha 3alUTy, BBIBOABI U TPAKTHYECKHUE
PeKOMEHJAIMK, CIHMCOK ONyOJMKOBaHHBIX paboT. ABTOpedepar XOpowio
WUTIOCTPUPOBAH TabiuLedl U puCyHKamu. [IpUHIMIHMAIBHBIX 3aMeYaHuil TI0

JMCCEPTALMOHHON paboTe He BO3HMKIIO.
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B mporecce ONIOHMPOBAHUS K JMCCEPTaHTYy BO3HHMK BOIPOC, KOTOPBIH
HOCHUT MCKJIFOYMTENIBHO JUCKYCCUOHHBINA XapaKTep.

Bonpoc Nel: VBaxaemas DnbpBupa PaaToBHa, ¢ y4€TOM IOIyYeHHBIX Bamu
pe3yJIbTaToB, YTO 66l BBl M3MEHMIIH B CyIIECTBYIONIEH NPAKTHKE B3aUMOIEHCTBHS
«IETCKHUX» U «B3POCIBIX» HEGPOIOroB?

Bompoc Ne2: VBaxaemas OnbBupa (PaaToBHa, paCHIMPSIONIHAECS
BO3MOXKHOCTH MOJIEKYJIIPHO-T€HETUYECKOr0 aHajiu3a CYILIECTBEHHO pPacCIIUpSIOT
HAall¥ JWArHOCTHYECKHWE M TMPOCIEKTUBHbIE 3HAHWA. B CBA3M C yBelIMYeHHEM
4YacTOTHl HACJIEJICTBEHHBIX OOJIe3HEeHl IMO4YeK, CYLIEeCTBEHHBIMU CIIOXKHOCTSIMH B
TPAaKTOBKE IIOJly4aeMbIX JaHHBIX, KIMHHYECKMX OCOOEHHOCTAX TEYEHHs ISTUX
3a00JIeBaHMI M WX BEIEHHs CUMTaeTe JU Bbl HEOOXOAMMBIM BBEIEHHs TaKOU

CIIENHUAJIBHOCTH, KaK I€AuaTpruICeCKas HC(i)pOIIOI‘I/ISI?

3ak0uenue

dyHaMeHTaIbHOE JUCCEePTALMOHHOe HcclefoBaHue OnbBUpbl PaaTOBHBI
AHjipeeBoOi, BBIIIOJIHEHHOE IIOJI PyKOBOJICTBOM 3acCiIyK€HHOro Bpava Poccuiickoin
denepanuu, JOKTOpa MEIUIMHCKUX Hayk, mpodeccopa Hanexasl IMUTpHEBHEI
CasenkoBoii mo cneruanbHocTH 3.1.21. Ilegmatpus, sBiIseTCS 3aBEPLIEHHON
Hay4YHO-KBaIM(UKAIMOHHON paboroii. PaboTa MMeeT CyIIECTBEHHOE HAy4YHOE U
NpaKTHYecKoe 3HaueHue s cneruanbHocted Ilenmarpus m Hedponorus, B
KOTOPO# Ha OCHOBAHUY BBHITNIOJIHEHHBIX aBTOPOM HCCJIEIOBAHUI CONEPKUTCS HOBO®
pelieHre BaXXHOW Hay4yHOM IpoOJieMbl 10 ONTHMHU3AIUK JUarHOCTUKH U
IIEPCOHAIM3UPOBAHHOMY BEJCHHUIO JeTel ¢ HacIeNCTBEHHBIMH KHUCTO3HBIMU
OoJIe3HAMU MOYEK.

[To axkTyaJbHOCTH, HAYYHOH HOBHM3HE, TEOPETHYECKOHM M IPAKTUYECKON
3HaYUMOCTH, JOCTOBEPHOCTH IOJyYEHHBIX pe3yJIbTaTOB JuccepTalus AHIpeeBOn
D.0. «HacnencTBeHHBIE KUCTO3HbIE OOJE3HM IIOYEK B JETCKOM BO3pacTe:
KIMHAYECKUH (EHOTHII W TEHOTHUIl, IodeuHas (QYHKLUMS M BBDKABAEMOCTb,
IIEPCOHATU3UPOBAHHOCTh U NPEJUKTUBHOCTH B BEICHUH MAI[MEHTOB)» IOJHOCTBIO

COOTBETCTBYeT TpeOoBaHUSM ITyHKTOB 9-14 «IlonmoxkeHuss O MNPUCYKIECHUM
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y4eHBIX CTETEeHel», yTBepkaeHHOro IlocTaHOBIeHHeM PaBUTEILCTEA PO Nog42
oT 24.09.2013 r. (B AeiicTBYIONIEH peaKiuK), IPEIBABIAEMBIM K TUCCEPTALIMAM Ha
COWCKaHMe yUeHO! CTeNeH! JTOKTOpa MEIUIMHCKUX HAyK, a ee aBTOp 3aCiy’KnBacT
TIPHUCYKICHUS] yIEHOH CTeneHu JOKTOpa MEMMIMHCKUX HayK II0 CIeIMaIbHOCTH

3.1.21. [leguartpus.

OduIHaTbHBIN OMIIOHEHT, TOKTOP MEIUIMHCKUX HayK, NONEHT,
npoheccop kadeaps GpaKyIbTETCKON Tepanyuu

(he/lepabHOrO rOCY IapCTBEHHOTO GIO/KETHOTO YIPEXKACHHUA BRICIIETO
o6pazosanus «CaukT-ITeTepOyprekuil roCyIapCTBEHHbIM YHHUBEPCUTET»
199034, r. Canxt-ITetep6ypr, YHIUBepcUTeTCKas HabepekHas, 1. 7/9
®I'B0Y BO «CIIoI'Y»

Ten.: 8 (812) 328-20-00, e-mail: office@inform.pu.ru
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