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OCOBEHHOCTU PACHETA BEJIN4UHbI TEHETU4HECKOIO PUCKA B CEMbSAX

C MOHOINeEHHbIMU 3ABOJIEBAHUAMU

XapbKOBCKUI HaLMOHaJbHbIN YHUBepcuteT umeHu B. H. Kapa3una

(r. XapbkoB)

JaHHaa paboTta asnsetca ¢parmeHTom HUP «AN3y-
YyeHne  KJIMHMKO-NATOreHEeTUYECKUX  MEXaHM3MOB
pa3BuTus HegudbdepeHUMPOBaHHON Aucnnasun co-
€ANHNTENbHOM TKaHW B PEMOAENNPOBAHNN 3N1AaCTUYHO-
TKaHHbIX CTPYKTYp OpraHmama yenoseka», Neroc. peru-
ctpauum 0112U001027.

BcTtynneHme. Cnektp M pacnpoCTpaHEHHOCTb
MOHOIEHHbIX HacneacTBEHHbIX 3aboneBaHwnin cpenum
Xutenen YkpauHbl LUIMPOKO NpeacTasneHbl B padoTtax
OTEeYeCTBEHHbIX aBTOpOB [6,7,11,15,16,17]. BonbLUNH-
CTBO 3a60/1eBaHNIA BCTPEYAETCS KaK B YKPANHCKMX, TaK
1 B APYr1X eBPONencKux Nonynsiuusx, XoTa ux pacnpo-
CTPaHEeHHOCTb CYLIEeCTBEHHO BapbupyeT. B YkpauHe
OMMCaHbl He TONIbKO MOBCEMECTHO PACNPOCTPAHEHHbIE,
HO W YHVKaNbHbIE MyTaLMN, HENOCPEACTBEHHO UM Kak
npeovkTopbl 00ycnoBnuBalOLMe pas3BUTME Hacnen-
cTBEHHOW natonoruu [6,12,14,23]. Boicoknin ypoBeEHb
MHBpPUAMHra, 0co6eHHO B CENbCKOM MecTHoCcTH [2,16],
obycnaBnuBaeT MOBbILEHNE PACNPOCTPAHEHHOCTU
MOHOIEHHbIX PeLecCcuBHbIX 3aboneBaHuii, Hanpuvep,
depmMeHTonaTuin, TaXenbiX OepMaTO30B, OTAESbHbIX
bOopM HapyLLEHW Ciyxa, 3PEHNS, YTO CO30a€eT yrpo3y
reHeTuyeckon 6esonacHocTn HaceneHus [4]. OgHUM
M3 BO3MOXHbIX MYyTE CHUXEHUS 4aCTOTbl PELLeCCUB-
HOI NaTONOrnun ABASIETCA FrEHETUYECKOE KOHCYIbTUPO-
BaHMe, OCHOBAHHOE Ha pPaCyeTe BEeNNYMHbI FreHEeTUNYe-
CKOro pucka pasBuTua paccmaTpuBaemMorn naTtonornv
B OTAENbHON CEMbE.

AHann3 cemer ¢ MeHaeneBckMmMu 3aboneBaHnsaIMun
no3BOSeT NPeACTaBUTb XapakTep HacneaoBaHus nNpu-
3Haka, paccymMTaTb BENYMHY FrEHETUYECKOrO prcka ansi
NOTOMCTBA U POACTBEHHNKOB GOJIbHbIX, MPOBOOUTL re-
HEeTU4YEeCKOEe KOHCYNbTUPOBaHWE Mo OTAENbHBIM POOOC-
JIOBHbIM, Pa3bsACHAS CMbICT FEHETMYECKOrO NPOorHo3a
KOHCYNLTUPYIOWNMCS C YY4ETOM KX MCUXOSIOrMHYECKNX
0COBEHHOCTEN, 06pPa30BaATENBHOIO U UHTENNEKTYaNb-
HOrO YPOBHS, JIMYHOCTHBIX XapakTepucTtunk, chopmMm-
poBaTb rpynnbl pucka Aas NpoBeAeHUs MNepPBUYHON
npodUNakTMKU 1 YCNEewHOro BOCCTAaHOBUTENbHOIo
neyeHuns 6onbHbIx [10,13]. feHeTMYeckoe NPOrHo3npo-
BaHMe NpU MOHOMEHHbIX NATONOrMAX CBSA3aHO C LEebiM
pSOOM MX OCOBEHHOCTEN: C KIIMHUYECKMM MOSIMMOpP-
HOU3MOM N FEHETUYECKOWN FrETEPOreHHOCTbIO, BO3MOX-
HOIW HEenosIHOM NEeHeTPaHTHOCTbID M BapuabenbHoM
9KCMPECCUBHOCTbLIO, MOJIOBO3PACTHLIMA U 3THUYE-
CKMMU XapakTepUCTMKaMu, CyLLLeCTBOBAHMEM FEHO- U

deHokonuii n MHorumu gpyriumum [10], 4To oenaet He-
06X0QMMbIM HE TOJIbKO aHaIN3 MOHOMEHHbIX MPU3Ha-
KOB B KaXA0N KOHKPETHON Nonynsunmn, HO 1 y4eT 3Tux
0CODOEHHOCTEN NMpU pacyeTe BENYUH FTEHETUYECKOrO
pucka pa3suTua 3aboneBaHns, 4TO U NPeACcTaBneHO B
DaHHol paboTe Ha NpUMepe reHoaepMaTo3a UXTro3a.

Takum 06pPa30M, FreHeTU4eCckne XapakTEPUCTUKW,
nonyyeHHble B pesynbraTe aHanmMsa Ha MonynsiumMoH-
HOM, CEMEWHOM W MHOVBUAYAIbHOM YPOBHSIX, MOryT
ObITb NCMOJIb30BaHbI AJ11 COCTABNEHUS FTEHETUYECKOrO
NPOrHo3a pPasBUTUS MOHOreHHOro 3aboneeaHus, Wn-
NIOCTPaLMS Yero Ha NPUMEPE UXTMO3a 1 CTana Lenbio
JaHHOW paboTbl.

OO6beKkT n meToabl uccnepoBaHua. Coop reHea-
norn4eckom nHdopmaumm npoBoAMICA METOA0M eau-
HUYHOW perucTpaumm npobaHaa C y4eToOM 3TUHECKUX
TpeboBaHMin Npu paboTe ¢ YenoBekoM Ha 6a3ze ObnacT-
HOrO KJIMHMYECKOrO KOXHO-BEHEPOJIOrMYECKOro AUC-
naHcepa Ne1 (r. XapbkoB, rnasHbi Bpad J1. B. Powue-
Hiok). OnpepeneHne Tna HacneLoBaHus 3abonesaHns
NPOBOAMIIOCE COBMECTHO C Bpayamu-crneyuanncramm
Ha OCHOBaHMM aHanuM3a pe3ynbTaTOB KAMHUYECKUX,
reHeanormyeckmx, nabopartopHbiX W NUTEpPaTypPHbIX
(OMIM) paHHbIX. OTHOCUTENbHBIM PUCK U AOBEPUTENb-
HbI MHTEPBaN Bbl4MCcAeHbl No Armitage P. [18].

PesynbraTbl UCCNieaoBaHU U X 00CyXaeHue.
MXTrno3 siBnsieTcs HacneaAcTBEHHbIM NOMMOP@HLIM 3a-
BoneBaHNEM KOXW, XxapakTepuayowmmes Apdy3HbiM
HapyLUEHVWEM OPOroBEHWUS MO TUMY rMnepkepaTro3a u
nposiBnsoLWmMcs 06pas3oBaHNEM HA KOXE YeLlyek, Ha-
nomMuHatlowmx vewyo poidbl [13]. CylecTByeT MHOro
bOPM NXTMO3a M Lenbl pag, peaKkmx CUHAPOMOB, BKITHO-
YalLmMX NXTUO3 Kak OgUH 13 cMMnToMOB. B pasHoe
BpeMsi ObIIO NpPeacTaBieHO0 MHOXECTBO Krnaccuduka-
unii nxtnosda astopamu: K. S. Wells n C. B. Kerr (1965),
K. H. CyBopoBaun A. A. AHToHbeB (1977), C. C. Kpsixesa
1 coasT. (1977), 0. K. CkpunkuH (1996), knaccuduka-
uMs UXTMo3a, NpencrtaBneHHas HaumoHanbHoOlM opra-
Hm3aumen nxtmno3sa CLUA (2002), coBpemeHHas mexay-
HapoaHasa knaccudukauns NxTmosa, NnpencraBneHHas
V. McKusick, MKB-10 [1,3,5,8,9,13,22,24]. Mo MKB-
10, pa3nunyHble BUAblI UXTNO3a OTHOCAT K «Knacc XVII.
BpoxaeHHble aHOManumn (NOpPoku Kposu), aedopma-
UMM N XPOMOCOMHbIe HapyweHusi. bnok (Q80-Q89) —
JApyrve BpoxaeHHble aHOManm (MoOpPoKU pasBuTus)» n
BbIAENSAIOT creayowme GopMbl: BPOXOEHHbIA UXTUO3,

208

BicHuk npo6nem Gionoriti Meanuuun — 2014 — Bun. 4, Tom 3 (115)



KNIHIYHA TA EKCMEPUMEHTAJIbHA MEAWULUHA

MXTMO3 NPOCTON, UXTUO3, CBA3aHHbIN C X-XPOMOCOMOM
(X-cuenneHHbIn NXTUO3), NNaCcTUHYATLIN (JlJaMUHAPHbIN)
MXTNO3, BPOXAEHHas Oynne3Has MUXTMo3mdopMHas
apuTpoaepmMma, UXTMO3 nnopa («nnog, AprekuH»),
OPYron BPOXOEHHbLIA MXTUO3, BPOXOEHHbIA MXTUO3
HEYTOYHEHHBbIN.

UXxTno3 o06biuHbI nam  BysbrapHbiii  (ichthyosis
vulgaris; ichthyosis simplex, OMIM 146700), sB-
naetcss ogHWUM M3 Hambonee pacnpoCTPaHEHHbIX
MOHOreHHbIX 3abosieBaHNin YenoBeka U BCTpevYaeTcs
B PasfnnyHbIX nonynaaumsx ¢ 4actoton 1:2500-1:5000.
OT0 ayTOCOMHO-O0MUHaHTHbIN [5,11,13,22], ¢ neHe-
TPaHTHOCTLIO Yy retepo3unrot 6onee 90% [21], reHo-
[epmaro3s, KOTOpbli 00YyCNOBAEH MyTaUUSMU B FeHe
dwunarrpuHa (FLG; OMIM 135940) [20,22]. B 3aBucu-
MOCTW OT CTEMEHU TSXKECTU 3ab0oNeBaHUS pasnnyHble
aBTOPbI BbIOENSIOT P KIMHUYECKUX HOPM, Hanpu-
Mep, KCepoaepMy, UXTUO3 NPOCTON, UXTMO3 bnecTtsa-
Wi, AN NepnamyTpoBbIA, UXTUO3 Oenblii, UXTMO3
3meeBngHbin [3,5,13]. OnncaHHble HOpMbl HE ABNS-
I0TCA CaMOCTOSATENIbHbIMU HO30/I0MMYECKUMU €ANHN-
LamMv 1, BUAMMO, MOTYT OObACHATLCS BapuabenbHol
3KMPECCUBHOCTBIO OOHOIO M TOro Xe AedeKTHOro reHa
B npenenax OfHOM cemMbWu uanm 0cobeHHOCTaIMU de-
HOTUMNYECKNX NPOSBNEHNIA BHYTPUIIOKYCHO reTepo-
reHHOCTU AaHHOro reHa. B HacTosulee Bpemsa onncaH
psaa, MyTaumii B TPETbEM 3K30HE reHa dwunarrpuHa: y
HEPOACTBEHHbIX 00NbHbIX B WMpnanouu, LotnaHaun,
lfepmannn, CLLUA — tpaHanuma 1501C-to-T (R501X) n
neneuus 2282del4, B AnoHumn — TpaHceepcus 7661C-G
(S2554X) v peneumns 3321delA [19,20,21].

deHoTUNNYECKNE XapaKTEPUCTUKN  BYJbrapHOro
MXTNO3a B NEPBOM NPUBIMXEHUN BAN3KN K ONUCAHUSIM
deHoTmna npm X-cuenjieHHOM NXTNO03e, 0gHAKO0 MeXay
HUMU CYLLECTBYIOT KIMHUYECKME W TFUCTONOrn4Yec-
Kne otnununsl. YIxtnod X-cuerieHHbI peLeCcCUBHbI,
(X-linked ichthyosis; OMIM 308100) obycnosneH pe-
dbuunToM CTEepomaHOn cynbdarasbl BCIEeACTBUE MY-
Tauum B STS reHe (STS; OMIM 300747), nokanm3so-
BaHHOM B Xp22. 3 unu geneuumn STS reHa unum yyacTtka
X-XpOMOCOMbI 1 HABNIOAAETCS TONBLKO Y NNL, MYXCKOro
nona. >XXeHLWWHbI-reTepo3uroTbl KIMHUYECKUX MPOsiB-
NeHunii 3ab6oneBaHns HE UMEIOT NI OHO NPOSIBNSIETCS
B CTepToi popme, NO3TOMY MPU MNOCTPOEHUU FEHE-
anornyeckoro AepeBa B HEM OObLIMHO MPUCYTCTBYIOT
©0sbHbIE TOJILKO MYXXCKOr0O noJsa.

[na cocTtaBneHus reHeTn4yeckoro MnporHosa Aans
MOHOreHHoro 3aboneBaHusi Heobxogouma MHbOopMa-
uMs 0 pacnpoCTPaHeHHOCTU aHannu3npyemom hopMmbl
3a60/1eBaHNSA B KOHKPETHOM Monynsuuu, reHeanorun-
yeckas vHdopmaums M peaynbraTbl n1abopaTtopHbIX
nccnenosaHuii npobanpa v, npu Heob6xooMMOCTH, ero
POACTBEHHUKOB.

B XapbkoBckoi 06nacTu pacnpoCTPaHEHHOCTb
MxTno3a obblyHOro coctasuna ot 1:121 po 1:21018,
B cpegHeM - 1:2557. leHoTunupoBaHue O60MbHbIX
0ObIYHBIM MXTMO30M U WX POACTBEHHWUKOB, XUTENEN
XapbkoBckon obnactu, no TpaH3nuum 1501C-to-T
(R501X) n npeneunn 2282del4 B reHe FLG BbISBUNO re-
TEPO3UroT, FOMO3UIOT U ABONHbLIX FeTEPO3NroT 060ero
nona.

MpuHUMNManbHbIX pasnuunin mexay deHoTunuyec-
KAMWN NPOSABIEHNAMU, UX JIOKaNMU3aumen n CTerneHbio
TsxecTu, npu mytaumax R501X n 2282deld y 60nbHbIX
reTepo3nroT He BbisIBNEeHO. BeposaTHO, pa3Hble KINHU-
yeckme Gopmbl 0ObIMHOIO MXTMO3a OOYCNOBNEHbI Ba-
prabenbHON 3KCNPECCUBHOCTLIO MYTAHTHOMO reHa ou-
narrpyHa n BNUsiHUEM reHOB-MOoaMdUKaTOPOB Aaxe B
npenenax ogHor cembu. Kak nokasano nuccnegosaHue,
roMo3uroTbl No MyTaumn 2282del4 n puretepo3nroTbl
nmeloT Bosiee BblpaxeHHble GeHOoTUNMYeckne nposie-
JIEHUS1 MO CPaBHEHMIO C OOJIbHBIMU FeTepo3uroTamu,
Yy KOTOPbIX CTEMEHb BbIPAXEHHOCTN 3200NeBaHNS 3HA-
4nTenbHO BapbupyeT. NeHeTpaHTHOCTL MyTaumm R501X
no reHy FLG, no HawuMm gaHHbIiM, coctaBuna 100 %,
XOTS MaJIOYMNCNIEHHOCTb BbIOOPKM HE MO3BONSET CYM-
TaTb 9TO 3HA4YeHME OAHO3HAYHbIM. [eHeTPaHTHOCTb
myTaumm 2282deld — 84,2%. 3Tn naHHbIe CBUOETENb-
CTBYIOT O BaXXHOCTW BbIYMCIEHNS MPOrHO3a He TOJIbKO
Ons Kaxpor Gopmbl 3ab60NeBaHus, HO U Aas Kaxgoro
reHoTuna, 4To MO3BOMUT paccynTatb Oosiee TOYHbIN
MPOrHoO3 Ass NOTOMCTRA.

lMpumep pacyeta BE/MYNHbLI FEHETUYECKOIO PUCKA.
AHanna reHeanorm4yeckom nHoopmauum U KInHUYecC-
KMe nposeneHus npobanga B., 11 net, XutenbHUUbI
XapbKoBCKOW 0651aCTU, CBUAETEbCTBYIOT B MOJIb3Y ay-
TOCOMHO-AOMWHAHTHOrO TMNa HacneaoBaHus 3abone-
BaHWS W NMO3BONSAIOT NPEANONIOXNTb UXTUO3 OObIYHbIN.
MonekynapHoO-reHeTudeckmin aHannad mytaumin R501X
n 2282del4 B reHe FLG BbisBun myTtauuio 2282del4 B
reHe FLG B retepo3nroTHOM cocTosiHuWn. [pobaHp,
MOXET MMeTb B0SIbHOro pebeHka, ecnu:

e BCTYNUT B 6pak ¢ 60JIbHbIM 3TO e POopPMOI nx-
TNO3a, UMEKLLNM MyTauuio B reHe FLG. BeposTHOCTb
poxaeHus 6onbHOro pedeHka — ot 67 % 0o 100 % B 3a-
BUCUMOCTM OT MyTaLUuM U reHoTuna 6paqyHoro napTHe-
pa, He3aBMCKMO OT rnona pebeHka.

e BCTYNMT B Opak CO 3[00POBbLIM MYXHYMHOM,
KOTOpbI AABNSIeTCA HOCUTENeM MyTtaumm B reHe FLG.
BeposATHOCTb poxaeHusa 6onbHoro pebeHka 67 %, He-
3aBMCMMO OT nona.

e BCTYNUT B Opak CO 300POBbIM MYXYUHOM,
KOTOPbI HE ABASIETCS HOCUTENEM MyTaLUUu B TOM Xe
reHe. BeposiTHOCTb poXxaeHuss 6onbHOro pebeHka
42 %, He3aBNUCMMO OT nona.

e BCTYNUT B Opak CO 300POBbIM MYX4YUHOM,
KOTOPbI HE ABNAETCHA HOCUTENEM MyTaumn B reHe FLG,
HO Y Hero B rametax 6ygeT mytaums de novo B reHe FLG
(BEpPOSATHOCTb 3TOro cobbiTns 10-5-107, noaTomMy Bepo-
ATHOCTb POXAEHMs 60NTIbHOro pedeHka o4eHb Mana).

BbiBOAbl. BONbHBIE U UX POACTBEHHUKW, NMUA C
MOBLILLEHHBIM PUCKOM PasBUTUS WUXTMO3a, O0MKHbI
MoJly4nTb KOHKPETHbIE CBEAEHUS O MPMPOAE U OCO-
6EHHOCTAX MXTMO3a, O BO3MOXHOCTU PasBUTUS UXTU-
03a y OPYrnx Y1EeHOB CEMbW N MeEpax ero NepBUYHOMN
npodunakTnkn: cnocobax YCTPaHEHUS HapyLlIeHWi
HOPM TUTMEHNYECKOrO MOBEAEHUS, paunmoHanm3aunm
obpasa Xu3HU (paumoHanbHOe NuTaHue, 3akanvBa-
HMe opraHn3ma, rmrmeHa Tpyaa v oTabixa u T. 4.), peko-
MeHOauMM No BO3MOXHOW AMarHocTuke 3abonesaHus
Y POACTBEHHUKOB U3 FPynbl pucka u ncuxonpodpunak-
TUYECKYIO MOMOLLLb.
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MepcnekTuBbl AanbHEAWNX WUCCNeAO0BaHUMN.
Mpn pacyéTax BENUYMH FEHETUYECKOrO pUCKa, Ha pe-
3ynbTaTax KOTOPbIX MOrYT MAaHMPOBATbLCS HE TOJSIbKO
neyebHO-NpodUnakTUYeckme, HO 1 peadbnnnTaunoH-
Hble, NPOCBETUTENBLCKUE, COLMalbHbIE CTPaTErMm, BO3-
HUKaT NPOBIEMbI HEAOCTATOYHOCTU HaYYHbIX AaHHbIX
0 OO0JIbHBIX U O 340POBOM HACENIEHNN HaLLEl CTPaHblI.

OTO BbI3bIBAET HEOOXOANUMOCTb NMPOBEAEHUS MOJIEKY-
NFPHO-FEHETUYECKUX MCCNEeaoBaHUA [OePMaTO30B B
KaXKO0M Nonynsuum, 4To NO3BOANT HE TOJIbKO GOpMU-
poBaTb rpynnbl pUcka 1 NporpamMmel 4ns paboTbl C Ha-
CeJieHNeM, HO U BbIOENUTb PassinyHble FEHOTUNMbI Kak
MPOrHoCTUYeCKne napameTpbl dapmMakoreHeTn4ecKo-
ro adpdekTa y Kaxaoro 601bHOro 415 pa3BuTUS NEPCo-
HUPULMPOBAHHOM Tepanuu.

—_
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YOK575.616.224. 2

OCOBJINBOCTI PO3PAXYHKY BEJIN4UHbI FTEHETU4YHOIO PUSUKA B CIM’AX 3 MOHOIFrEHHMMU
3AXBOPIOBAHHAMMU

depota A. M.

Pe3iome. Baxnneoio GopmMoio nonepeskeHH MOHOreHHMX 3axBOPIOBaHb € GOPMYBaHHS rpyn pusuky Ans
NPOBEAEHHSA FEHETUYHOIO KOHCYJIbTYBAHHS, NEPBUHHOI NpOodinakTnku Ta gucnaHcepusadii. ng cknagaHHa npo-
rHO3Y AJ11 MOHOrEeHHOr0 3aXBOPIOBAHHS HeobXigHa iHdopMaL,is NPo NOLMPEHICTb aHani3oBaHOi GopMU 3aXBOPIO-
BaHHs1 B KOHKPETHOI nonynauii, reHeanoriyHa iHpopmauia Ta peaynbtaTti 1abopaTopHUX AoChiokeHb Nnpobanaa i,
npu HeoOXiAHOCTI, MOro poanyis. BUKOPMCTaHHS FreHeTUYHMX XapaKTEPUCTUK Os CKITafdaHHSA FreHeTUYHOMO NPOrHo-
3y PO3BUTKY MOHOMEHHOIO 3aXBOPIOBAHHS MPOINIOCTPOBAHO B AaHili poboTi Ha npuknagj ixtiody. Xsopuii 3Bmyaii-
HUM iXTiO30M, 06ymMoBreHUM MyTaujeto 2282del4 B reHi FLG B reTepo3nroTHOMY CTaHi, K1l CKNaAaeTbCs B LLNOOI
3 XBOPUM LLiET X popmoto ixTiody abo Hociem mMyTauii B reHi FLG, MoXe MaTu XBOpY AUTUHY 3 iMOBIpHICTIO B, 67 %
00 100 % 3anexHo Big BUAYy MyTaLii i reHOTUny WiioOHOro napTHepa, He3asexHo Big cTaTti AMTUHK. Y pasi Wwniooby 3i
300POBOIO NIOAMHOIO | HE HOCiEM MyTaLi B reHi FLG AMOBIPHICTb Ana npobanaa Matn XBopy AUTUHY — 67 %.

Kniouosi cnoBa: nxrrnos 3sBM4amHuin, MOHOreHHi 3aXBOPIOBAHHS, FTEHETUYHUI PUSUK.

YAK 575.616. 224. 2

OCOBEHHOCTU PACHETA BEJIN4UHbI TEHETU4YECKOINO PUCKA B CEMbSAX C MOHOIFEHHbIMUA
3ABOJIEBAHUAMU

deporaA. M.

Pe3iome. BaxHoi ¢popmoit npenynpexaeHus MOHOreHHbIX 3aboneBaHnii ABnsieTcs GopMUPOBaHME TPy
pucka ons NpoBeaeHUs FEHETUYECKOr0 KOHCYBTUPOBAHUS, NEPBMYHOM NPOdUNAKTKK 1 gucnaHcepusaumnn. ns
COCTaBJIEHUS] FTEHETMYECKOr0 MNPOrHo3a A9 MOHOMEHHOro 3aboneBaHus Heobxoarma nHdopMauus o pacrpo-
CTPaHEHHOCTM aHanM3npyemori popmbl 3aboneBaHns B NONYSLNN, reHeanornieckas MHbopmauus 1 pesynstathbl
nabopaTopHbIX UccnefoBaHnini npodbaHaa v, NpyM HeobXoaMMOCTU, ero PoOACTBEHHUKOB. Vicnonb3oBaHue reHeTu-
YeCcKUX XxapakTepPUCTUK OJ1si COCTaBIEHUS FEHETUYECKOro NPOrHO3a Pa3BUTUS MOHOTeHHOro 3abosieBaHust MPOWJI-
NOCTPUPOBAHO B JaHHOKM paboTe Ha npuMepe uxtrnosa. BonbHOM 06bIYHBIM UXTMO30M, OOYCIOBNEHHBLIM MyTauuen
2282del4 B reHe FLG B reTepo3uUroTHOM COCTOSIHUM, COCTOSILLNI B Bpake ¢ 60NbHbIM 3TON Xe GOPMON UXTNO3a
W HOCUTENEM MyTauuun B reHe FLG, MOXeT UMeTb B0JIbHOro pebeHka ¢ BEpPOSITHOCTbIO OT 67 % oo 100% B 3a-
BUCUMOCTM OT BUAa MyTauum U reHotmna 6padyHoro napTHepa, He3aBMCMMO OT nosia pebeHka. B cnyyae 6paka co
3[00POBbLIM YE/TOBEKOM U HE HOCUTENIEM MyTaLMn B reHe FLG BEPOSTHOCTb A1l npobdaHaa umeTb 60J1bHOro pebeH-
Ka — 67 %.

KniouyeBble cnoBa: NxT1no3 0OblYHbI, MOHOIrEHHbIE 3a00N1EBaHUS, TEHETUYECKNIA PUCK.

UDC 575.616.224. 2

Features of Calculation of Size of Genetic Risk in Families with Monogenic Diseases

Fedota A. M.

Abstract. Introduction. Spectrum and prevalence of monogenic hereditary diseases in Ukrainian population
are well represented by many authors. Most diseases occur as a Ukrainian, and in other European populations,
although their prevalence varies considerably. In Ukraine, describes not only pervasive, but also unique mutations,
either directly or as predictors conditional on the development of hereditary pathology. High levels of inbreeding,
especially in rural areas, causes an increase in the frequency of monogenic recessive diseases such as enzymopa-
thies, severe dermatoses, different forms of hearing and vision loss, posing a serious threat to the genetic safety
of the population. One of the possible ways of reducing the incidence of recessive disease is genetic counseling
based on the calculation of the genetic risk of this pathology in a families. Genetic prediction with monogenic pa-
thologies associated with a number of features: clinical polymorphism and genetic heterogeneity, possible incom-
plete penetrance and variable expressivity, age and gender and ethnic characteristics, the existence genocopies
and phenocopies, and many others, which makes it necessary not only analysis of monogenic traits in each popula-
tion, but also the inclusion of these features in the calculation of the quantities of the genetic risk of developing the
disease, which is presented in this paper on the example of ichthyosis.

Materials and methods. Collection of genealogical information held by a single registration of a proband with
the ethical requirements when working with a person in a Regional Clinical Skin and Venereal Diseases Dispensary
Ne 1 of Kharkiv. Determining the type of inheritance of the disease was conducted with specialists on the basis of
the analysis of the results of clinical, genealogical, laboratory and literature (OMIM) database. The relative risk and
confidence intervals were calculated.

Results of the study. To compile the genetic prognosis for monogenic diseases requires information on the
prevalence of the analyzed forms of the disease in a population, genealogical information and the results of labora-
tory studies of the proband and, if necessary, his relatives. In the Kharkiv region frequency of ichthyosis simplex lies
in the range from 1: 121 to 1: 21,018, on average — 1: 2557. Genotyping of ichthyosis patients and their relatives,
from Kharkov region, for the transitions 1501C-to-T (R501X) and deletions 2282del4 in the FLG gene revealed het-
erozygotes, homozygotes and compounds both sexes.
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No fundamental differences between the phenotypic expression, their location and severity, with mutations
R501X and 2282del4 patients heterozygotes have been identified. The study showed that homozygous for mutation
2282del4 and compounds have more severe phenotype compared with patients-heterozygous for which the
severity of the disease varies greatly. Penetrance of R501X mutations in FLG gene, according to our data, was
100 %, although the small number of samples does not allow to consider the value unambiguous. Penetrance of
2282del4 mutations is 84,2 %. These facts show the importance of calculating the forecast not only for each form
of the disease, but also for each genotype, which will calculate a more accurate forecast for posterity. Example
of calculation of the value of genetic risk. Analysis of genealogical information and clinical manifestations of the
proband B., age 11, resident of Kharkiv region, evidence in favor of an autosomal dominant mode of inheritance of
the disease and suggest ichthyosis simplex. Molecular genetic analysis of R501X and 2282del4 mutations in FLG
gene identified 2282del4 in FLG gene in the heterozygous state. Genetic characteristics of the resulting analysis
on population, family and individual levels, are used to develop the genetic prognosis of monogenic diseases, as
illustrated in this paper on the example of ichthyosis. Patients with ichthyosis caused by a mutation 2282del4 in FLG
gene, married to the patients of the same form of ichthyosis or carrier mutations in FLG, may have a sick child with
a probability of 67 % to 100 % depending on the type of mutation and genotype of mating partner, regardless of
the sex of the child. In the case of marriage with a healthy person and not carriers of the mutation in the FLG gene
probability to development of ichthyosis for child — 67 %.

Conclusion. The patients and their relatives, persons with an increased risk of ichthyosis, must obtain specific
information about the nature and characteristics of ichthyosis, about development opportunities in other family
members, and its primary prevention measures: how to resolve violations of hygienic behavior, rationalizing lifestyle
(good nutrition, hardening of the body, occupational health and recreation, and so on), recommendations for a
possible diagnosis of the disease in relatives at risk and psychological help.

Keywords: ichthyosis simplex, monogenic diseases, genetic risk.
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