JHK tect nHa Kxpacory

OTueT no pesybTaTaM MOAEKY/IIPHO-TEHETUYECKOro
nccneaoBaHUA reHOB

Aarta

MayueHT

JaTa poxaeHuna

O6paseul, NpeacTaBAeHHbIN Ha UccnedoBaHue: [] kpoBb [] 6ykKanbHbIGA 3NUTEANIA

AHK 13 06pa3ua KpoBW BbIAENANM C MOMOLLLIO KOMIMAEKTa peareHToB AN BbljeNeHus
AHK Mpo6a-Panuna-TeHetuka (PeructpaynoHHoe yaoctoepeHne Ne®CP 2010/08695)
(OO0 «HMO AHK-TexHONOTA»).

O6pazey, AHK nccnegoBancs ¢ NOMOLLBK KOMMAEKTOB peareHToB «SNP-skcnpecc»
(OO0 HM® «NinTexs, Poccns).

NeHeT4yecknia npopunnb

- BapmaHT nocnejoBarteAbHOCTA feHoOTWM

1 CYP1AT lle462Val A>G A A
2 GSTP1 lle105ValA>G A A
3 SOD2T58C T T
4 SOD2C60T C C
5 MMP1-1607insG 2G
6 COL1A1 -441 G>T G T
7 IL4 C-589T C C
8 IL6 C-174G C
9 TNFA G-308A G G
10 TP53 Prod7SerC>T C C

Cneunanuncrt KNA:




B npouecce reHOTUNWPOBaHWUA BblN NpoBeAeH
aHanwn3 reHoB, OTBEYAKO WX 3a:

e JETOKCHKALUWNKO

B uactHoctn, untoxpom P450 {(CYP450) — 310 rpynna ¢epMeHToB, OTBEYaKoLLas 33
MeTaboAN3M YYKEPOAHBIX OPraHNYecKnX COeHEHU U NeKapCTBEHHbIX MpenapaTos.

3alLaeT Koxy 1 ee NpuaaTKu OT MHOEKLIMA 1 BO3AEMCTBUS TOKCMYECKUX BELLeCTB.
Mpw ero gedekrtax NoBbllleHa BEPOATHOCTb BO3HUKHOBEHUA MUOAEPMUN,
OHUXOMWKO30B, akHe, a Tak Xe yBeAMYMBaeTCA PUCK HEMepeHoCMMOCTV
KOCMETYECKUX CPeacCTB.

» OKCUAAHTHBIW CTPECC

KnroyeBbiM GepMeHTOM aHTUOKCUAAHTHOW 3alWUTbl OpPraHv3aMa JejsoBeka oT
nNoBpexAarwlero Bo3AelWCTBMA aKTUBHBIX GOPM KUCAOPOAA ABAAETCH
cynepokcuaancmytasa (COA). Haubonee 3HaUMMbIMUA NPOLIECCaMV, BbI3bIBAKLLIMY
obpazoBaHVe CBOBOAHbLIX PaAnKanos, ABAAKTCA BOcNaaeHWe (Hanpumep, Npu akHe,
aTonUYyeckoMm gepMaTtute) 1 YO-m3nyyeHue.

COJA zawaeTr Koxy OT AelCTBUA XUMWYECKUX pasjpaxutenell, B TOM 4ducie
BXOAALWMX B COCTAaB KOCMETUYeCKUX cpeacTB. KpoMme Bcero npouyero,
cyrnepokcuaancMyTasa uUrpaet BaXHYK pofib B npegoTBpalleHuM obpaszoBaHWA
MOPLUMH (MOPLLMHBLI GOPMUPYIOTCA NPU CLUMBAHWUA APYT C APYTOM MOJIEKYA KOMAareHa
B KOXe. DTO ClUMBaHWe YCKOPAeTCHA B MPUCYTCTBUW CyMepoKcUaHOro pajukana,
KOTOpbIA obe3BpexMBaeTca CynepokcuaancmMmytTasoin). MNMpu obHapyXeHWUN
noavmMmopdmnsmMa reHa kogupyrouwtero COJl, BbICOK pUCK NpeXxaeBpeMeHHOro ctTapeHus
KOXW.

o CMHTES U PACTAL KOSIJTATEHA

B uacTHOCTK, reH, OTBEYAKOLLIMIA 38 BbIpaboTKy KoaaareHa 1 TMna, KoTopbli ABAsSETCA
OAHVM W3 OCHOBHbLIX COCTaBAAKLWMNX MaTpuKca AepMbl  B3POCAOro YefnoBeka.
PopMUPYET KapKac KOXI, OTBEYAET 3a ee YyNnpyrocte, TOHYC, TYprop. A Tak Xe, reH
CUHTE3a MaTPUKCHBIX MeTanjonpoTenHas, CrnocobHbIX pacllenisiTb KOMMOHEHTbI
MaTpukca gepMbl. MpU X 4Ype3MepHOW akTVWBHOCTK B KOXe HakKanavBaeTcH
NoBpexXAeHHbIA, PparMeHTUPOBaHHbIA KO/JIareH, B pe3yNibTaTe Yero Koxa CTaHOBUTCH
MeHee NPOYHOW W YNPYron, NCTOHYaeTCs, BO3HUKAET ee APAGAOCTb, yBEINYMBaETCS
CYXOCTb 13-3a NOTepV CNOCOOHOCTY 6e/Ka yAepXXBaTb MOMIeKY/bl BOAbl, POPMUPYIOTCA
MOPLUKWHBL [OABAAETCA NTO3 {NPOBNCAHVE) TKaHe .




* BOCTANUTE/TbHBIE PEAKLUW

MNpwv BbIABNEHUU dedeKTa TeHOB KOAMPYOLLWNX MHTePeNKNHBI 1 GakTopa HeKposa
onyxonew, y nauMeHtTa MOXHO OXWAAaTb MOBBLILLEHHOW YyBCTBUTENBLHOCTU KOXW
(anneprnyeckuin KOHTAKTHbIA AepMaTUT), CKAOHHOCTU K PasBUTUIO XPOHWYEeCKX
BOCMNaANTeNbHbIX 3ab60NeBaHUN KOXWK (Ncopuasz, atonu4yeckUin gepmMaTuT),
AAUNTENBHOMY 3aXUWBAEHWUKD paH (NpoaonxuTefnbHaa peabuantaunsa nocne
VIHBa3VBHbIX BMelLlaTenbcTB). [eH TP53 aABaaeTca aHTUOHKOreHOM, NpW ero Mytaumm
YBENYMBAETCA PUCK PA3BUTIA OMNYX0EBbIX MPOLIECCOB (4epMaTOOHKONOTNA), @ TAK Xe
BbICOKA BEPOATHOCTb GOPMUPOBAHNA KENOUAHBLIX Py6LOB.

WHTepnpeTauuna pe3ynbTaToB
MOJIEKYNSIPHO-TEHETUYECKOTo NCCea0BaHNA

CNCTEMA AETOKCUKALINN
feHOTWN MeTabonumam KnnHuyeckme accoumauimn
CYP1A1 A/A KoanpyeT depMeHT CUCTEMBI HeT MamMmeHeHUA aKTUBHOCTU reHa
lle462Val NeTOKCUKALIMW OPraHn3Ma oT
KceHobuoTukee. MepeBoanTt
NOANLMKINYECcKAS

apoMaTuYeckre YreBOACP 0L B
KaHLEpPOoreHHbIe MoAynpoayKTsl

GESTR ASA Koampyer GepMeHT, cneTemel HeT naMmeHeHUA aKTUBHOCTU reHa
lle105Val AETOKCUKALMN KCEHOBNOTIKOB

NoCpeacTBOM NPUCGednHeHNs

rAyTaToHa K cybcTpaTam




[EHBI SALLITBI OT OKCUAATUBHOTO CTPECCA

reHoTwMn MeTabonumsm KanHnyeckme accoumaniaimn

50D2 T/T Kogmpyert depmeHrT, HeT naMmeHeHUA aKTUBHOCTU FeHa
T38C KaTaNV3UPYIOLWWIA peakLuio

AACMYTAUMN CYNepoKCnaHbIX

PAgVKanoB. 3awITa KneTkm

(MeMBpaHb! KNETOK) o1

NOBPENAAHLWEr O A8ACTBUA

CBOOOAHbLIX PaAMKaNos,

OBPAasyHLWMXCA NPV aKTUBAaLMN

NepekKncHOre CKNCAgHNA AMnnaoe

S0D2 c/C Kogupyer depMeHrT, HeT MamMeHeHMA aKTUBHOCTU reHa
Ce0T KaTANVSUPYIOLLFA peakLuio

ANCMYTALMN CYNEePOKCNAHBIX

PAAVIKaNoB. 3aliTa KNeTkn

(MeMBpaHbl KNETOK) &1

NOBPENAAHLLEro 4eACTBUA

CBOBOAHBIX PAAVIKANOE,

OBPasyrLLMXCA NPy aKTBaumn

NepekrcHoro GKNCNeHns

nANMA0B
TP53 c/C FeH- cynpeccop enyxonesero HeT MamMeHeHUA aKTUBHOCTU reHa
Prod75ser pocTa. YUacTByer B peryisumm

KNETOUHOIO LMKNE, anonrosa,
MPOLEccos CTapeHns n
penapaumi AHK

MEHBI SALLINTBI OT OKCUAATUBHOTO CTPECCA

[eH feHOTWN MeTabonunam KanHnyeckme accounauimn
MMP1 2G/2G KeanpyeT MatpryHyro YcKopeHa gerpagaumna KoanareHa u
-1607insG MeTannonpoTenHasy, APYTMX KOMMNOHEHTOB MEXK/IeTOHHOTo

YUaCTBYHOLLYIO B MaTpuKca (31acTMHA, MPOTECTANKAHOB,
PecTpYKTYPUPeBaHnn AaMuHMHa, $MEpoHEKTHA) KaK Aepme,
MEXKISTOYHOrG MaTpuKea 4ns TakK U B anugepmuce.

NOAAEPXKN CTPYKTYPbI TKAHE. Puick paHHero cTapeHnsa KoXu.

MMP1 gerpagupyet koanareHsl AoNoAHNTEABHBIMWA NPOBCLMPYIOLLMMW
Trnce I, Il v . AkTueHocTe MMP1  daKTopamu ABAAIOTCA 3arap Ha conHue
MOBLILLASTCA MPY BO342NCTBAN WAK B COAAPUN, KypeHue

CATapeTHCro 4dbiMa




feHOTWN MeTabonunam KanHnyeckme accounauim

COL1A1 G/T KoanpyeT 0CHOBHGH KOMMOHEHT HakonneHwe B KoXe "AedekTHOro"

441 G>T KeanareHa 1-ro TMNa, KoTOPbIN Ko/areHa, ycToiiumMeoro K geiicTemio
bopmupyeT dbubpuabl npoTecAnTrHeckux ¢epmMeHToB, YTO
COOMHNTENBHON TKAHW KOCTER, MOXET BLI3LIBATL NpeXAeBpeMeHHoe
POTOBULbI, A8PMbI U CYXOAUNNTA cTapeHue KOKU. YcyryonaiT cuTyauuio

CONHeYvHOoe U3Ny4eHue, KypeHue,
HecGanaHCcKMpoBaHHOE NMTaHWe U T.4.
MomoraeT grieTa Ha GCHOBE YXMBOTHBIX
6enKoB - npexe BCero Maco MoJiogbixX
JKMBOTHELIX, 6oratoe CBAZKaMM U
CYXOKMAUAMMK. Tprem BHYTpb
npenapaToB Ko/ijlareHa 1 BUTamMuHa C

EHBI-MAPKEPbI PEAKTUBHOCTIN KOXW

reHoTWM MeTabonumam KanHnueckme accoumauiaim

14 C-589T c/C MneRoTponHBIA LUTGKAH, HeT n3ameHeHWA aKTUBHOCTI reHa
aktmeauna T-knetok. MNoaasnaer
AKTVIBHOCTE Makpodarcs n
npouece BUOCUHTESE UMK
unTokmHee — Wf-1, @HO, Nf1-6 -
oKazblBaeT
NPCTUBOBCCNAANTENEHBIN 3¢ deKT

6 C- C/G MneReTponHbINA LUTGKIAH, PUCK XpOoHWYeCKMX BoCnaAnTeAbHEIX

174G KGOPAMHUPYHOLLWA UMMYHHLIA 11 3aGoneBaHmii KoXu (aTonuyeckuii
0CTpodasHbIl BOCNaAUTEABHBIRA AepMaTHUT, Ncopuras), NoBbILLEHa
OTBET YYBCTBUTENBHOCTE KOYKI, CHYDKEHa

CKOPOCTh 32XKMBAEHUA PaH.
MoBEbiWeHa YYBCTBUTENEHOCTE KOXHM K
XUMUYECKUM CoeAVNHEHUAM (feTepreHThl
MOIOLLMX CPefCTB, KOMMOHEHThI
A€300PaHTOB, OCBEXUTEN el Bo3gyxa U
Apyrue cpeficTBa 6bITOBOIA XMMMN)

TNFA G/G LwrokmnH. Ctumynmpyet HeT MamMeHeHUA aKTUBHOCTU FreHa
G-308A npoaykumi U-1, -6,

Nnpoueccsl aaresnn, MHayKLns

KeNoHWeohpasyrwmx GakTopos

SHAOTENVANBHBIMI KETKaM 1

dprnbpobnacramn, anontos
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