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Ananus PesynbTtar
| hasza meTtabonuama: 2-OH nyTb
2-TAPOKCMACTPOH (2-OHE1) + 67,90
2-rugpokcmactpaamon (2-OHE2) + 36,70
2-OHE1 + 2-OHE2 + 104,60
| hasza meTtabonuama: 4-OH nyTb
4-rmgpokcnacTpoH (4-OHE1) + 84,600
| ha3a meTtabonuama: 16-OH nyTb
16a-rnopokcmacTpoH (16a-OHE1) 4+ 85,200
Il paza metabonuama: KOMT nytb
2-MeTOKCUICTPOH (2-OMeE1) o 64,60
4-MeTOoKCU3CTPOH (4-OMeE1) 4+ 26,6000
PaccuutbiBaeMble KOahpPpULMeHThI
CooTHolleHne 2-OHE1/2-OMeE1 — 1,05
CooTHowweHne 123
(2-OHE1+2-OHEZ2)/16a-OHE1 ’
CoortHolueHune 4-OHE1/4-OMeE1 — 3,18
CootHouleHne 2-OMeE1/2-OHE1 + 0,951
CooTtHolueHne 4-OMeE 1/4-OHE1 + 0314
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®aza ymkna: IOTEMHOBASA

AcTporeHbl npeacTaBneHbl Tpems dopmamu: actpoHoM (E1), actpagmnonom (E2) n actpuonom (E3), nmetowmmm pasHyto
PM3MONOrMYECKy0 aKTUBHOCTb, KOTOPYHO MOXHO NPeAcTaBuTb cxemaTuyHo: E2 > E3 > E1. OcHOBHas posb 3CTPOreHoOB COCTOUT B
obecneyeHnn HOpPManbHOro pasBUTUA U (DYHKLUMOHMPOBAHMSA XXEHCKOW PEenpoAyKTUBHOW CUCTEMBbI. Y MYX4YMH ICTPOreHbl
Y4acTBYKT B TOHKOM perynsaumm oyHKUMI npocTaThl N AnYek. Y My>X4YMH ¢ M30bITOYHOM MacCon Tena OTMeYaeTCs NOBbILEHHbIN
YPOBEHb 3CTPOreHOB.

Bronornyeckn aktuBHble OPMbl 3CTPOrEHOB (3CTPOH W 3CTPaAMOor) MHAKTUBUPYKTCA B NeYeHu nyTtem [AByxdasoBon
meTabonunyeckon TpaHcgopmaumm.

B nepBoii chase (peakumv rugpoKCUNUPOBaHMS) 3CTPOreHbl OKUCHAIOTCA pepMeHTaTUBHOM cuctemon untoxpoma P450. MNpu
yyactun usodepmeHta CYP1A1 obpasytotca T.H. 2-OH metabonutbl: 2-ruapokcmacTpoH (2-OHE1) u 2-rugpokcmactpagmon
(2-OHE2).

MeTtabonutel 2-OH OencTBYIOT Kak aHTUICTPOreHbl. 2-rMAPOKCUACTPOH (2-OHE1) mMHrmbupyeT MUTOTUYECKYID akKTMBHOCTb
KNeToK, YTO ABMNSIETCHA BaXKHbIM MEXaHM3MOM NpeaoTBpaLLeHNst OHKOreHe3a, M 0603HavYaeTCs Kak «XOPOLUUINY 3CTPOreH, NOCKOMNbKY
accouMMpoBaH C HW3KUM PWUCKOM pa3BUTUS onyxonei. [NoHuxeHne ypoBHsi aToro metabonvMta MOXeT Bbi3BaTb COCTOSIHUE
rMnepacTporeHeMumu.

N3ocepmeHt CYP1B1 kaTanuanpyeT nepexopn 3CTporeHoB B 4-rmgpokcuacTpoH (4-OHE1), a msodepmeHt CYP3A4 — B
160a-rngpokcuactpoH (16a-OHE1). MeTtabonutbl 16a-OH 1 4-OH o6nagatoT BbICOKOW 3CTPOreHHON akTUBHOCTbLIO, T. €. AEeUCTBYIOT
Kak aroHucTbl. [loBbllleHMe WX YPOBHA CTUMYMUPYET YCUMEHHYID MUTOTUYECKYIO aKTUBHOCTb KMEeTOK M acCouMMpoBaHO C
pasBUTMEM 3CTPOreHO3aBMCUMMbIX OMyxornen. OTO NO3BONAET paccMaTpuBaTb AaHHble MeTabomnuTbl KaK «arpeccuBHbIE», UIN
«nnoxue» 3CTporeHbl. 4-rugpokcuactpoH (4-OHE1), nomumo aToro, obrnagaeT npsMbiM FE€HOTOKCUYECKMM OeNCTBUEM, YTO
npuBoauT Kk nospexaeHnto JHK kneTok n BO3HUKHOBEHWIO MyTaLWiA.

KaHueporeHHbIn adhekT rMapoKCcUnMpoBaHHbIX MeTabonMTOB 3CTPOreHoB YCTaHOBMEH ANA Takux HoBoobpa3oBaHWi, Kak pak
MOMOYHOWN >Xene3bl y XEHWMWH W TPYAHOW >Xemnesbl y MYX4YMH, paK Tena MaTku, SAWYHMKOB, MOAXENYAOYHOM >Xernesbl,
CapkOMaTo3Hble OMNyXOnu MaTku, 3rOoKayecTBEHHas MenaHoMa, renaTouensionspHbIA pak, KapuuMHOUOHble OMNyxonwu,
HEeMEenKOKMEeTOYHbIW pak Nerkoro, 3riokayecTBeHHas Me3oTenuoma, pak noyku, pak npeacraTtenbHON Xenesbl, acTpOLUTOMbI,
MuenoMHasi 6onesHb, AecMonabl U KUCTbI.

Bropas chasa AeToKcMKaLmMmn 3CTPOreHoB BKIOYaeT B cebs peakumnm MeTUnnpoBaHus, CynbaTtupoBaHNS 1 rMIOKYPOHUPOBaHWS.

B npouecce meTunupoBaHusa B npucyTcTBuM depmeHTa katexon-O-metuntpaHcdepasbl (COMT) rugpokenactpoHbl (2-OH n
4-OH) npeBpawatoTcs B cTabunbHble GUONOrMYeckn HeakTUBHblE 2- U 4-MEeTOKCUICTPOHbI (2-OMeE1 n 4-OMeE1), koTopble
abconTHO Ge3BpegHble ans opraHuama. [Moatomy 3ddEKTUBHOE METUNMPOBAHME CMOCOOCTBYET ObLICTPON 3MMMMHALMK
NOTEHLMarnbHO ONacHbIX TMAPOKCUICTPOreHOB.

B pesynbTate peakuun cynbaTUpoBaHUSA U FFOKYPOHNUPOBAHUA (T. €. KOHbIoraumm rugpoKCUICTPOreHoB C rMOKYPOHOBOM U
CEepHOW KMcrnoTamu) Takke obpasyloTcs HeakTUBHble (POPMbl 3CTPOreHOB, KOTOPbIE BLIBOAATCA U3 OpraHu3ma C Xenybh Mnu
MOYON.

B nabopaTopHoi npakTnke onpeaensioT WecTb Hanbonee 3Ha4NMbIX MeTaboNMTOB 3CTPOreHa u ABa pacyYeTHbIX COOTHOLLEHMUS.
PesynbTaTbl nccnegoBaHus Bbl4aloTCA B COOTBETCTBUN C pedepeHCHbIMU AnanasoHamMuy AN XeHLWWH AeTOPOo4HOro Bo3pacTa ¢
oTCcyTCTBMEM Npobrnem B penpoayKTUBHOM 3[10POBbLE.

MeTabonuTbl 3CTPOreHOB:

2-rnapokenacTpoH (2-OHE1);

2-rmpgpokcnactpaamon (2-OHE2);

4-rnapoKkcnacTpoH (4-OHE1);

16a-rmgpokcmacTpoH (16a-OHE1);

2-meTOoKCHACTpoH (2-OMeE1);

4-MeTOKCHaCTPOH (4-OMeE1).

PaccuntbiBaemble K03t hULUNEHTbI:

(2-OHE1+2-OHE2)/160-OHE1 - «koadpduumeHt 2/16. KoadbdmumeHT 2/16 oOTpakaeT COOTHOLUEHUE SCTPOreHOBbIX
MeTabonMTOB-aHTaroHNCTOB K MeTabonutam-aroHmctam. KoadpdpumuneHnt 2/16 meHblie 2,0 cBA3bIBAOT C MNOBbILEHHBIM PUCKOM
pasBuUTUS CMHAPOMA MOMMKUCTO3HbLIX andHMkoB (CMKA, wu3BecTHoro Takke kKak cuHgpom LTenHa-lleBeHTans),
nbpo3HO-KMCTO3HOW GonesHn, 3HAOMeTpro3a (ageHoMKOo3a), AMCMNasnm 1 paka LLEeNKn MaTkun, KONoPeKTanbLHOro paka, a Takke
oHKonaTtonorun npeactatensHon xenesbl. KoadpdumumneHT 2/16 Gonbwe 2,0 CBA3LIBAT CO CHUXEHMEM puUCKa pPasBUTUSA
BblLLIeNepeYnCrieHHbIX OnyXonew.

2-OMeE1/2-OHE1 — koadpdumumeHT meTunuposaHus (KM). OTpaxaeT akTUBHOCTb 1- 1 2-i1 (ha3 AeTOKCMKaLUM 3CTPOreHoB
OTHOCMTENbHO Apyr Apyra. MNoHwkeHne koadduumeHTa cBA3bIBalOT NMO0 C BEICOKON CKOPOCTBLIO rmapokcunuposanus (1-s dasa),
nnbo c 3amennieHHOM CKOPOCTbl MeTunupoBaHus (2-a dasa). NoHwkeHve KM ¢ Gonbluen BepOATHOCTbIO COOTBETCTBYET
COCTOSIHWIO MOBbILLEHHOMO pUCKa pasBuUTUS Heonnasun.

4-OMeE1/4-OHE1- koacdumumeHT metunuposanus (KM). OTpaxaeTt akTMBHOCTb 1-11 1 2-11 ha3 TpaHchopMaLmum 3CTPOreHoB Nno

4-OH nyTtu oTHOCMTENbLHO Apyr Apyra. MoHuxkeHne KoaduLmeHTa CBA3bIBAOT NGO C BICOKOW CKOPOCTLIO TMAPOKCUITMPOBaHMUS
Pe3ynbTaTtoB nccneaoBaHnii HeAOCTaTOMHO ANst NOCTAHOBKM AWarHosa. HaneuataHo: 06.05.2024 15:20:37 (cTp. 2/3)
Obsi3aTensHa KOHCynbTauusa nevawlero spava.
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(1-a dpasza), nubo c 3amenneHHOM CKOPOCTbIO MeTunupoBaHus (2-a dasa). MNMoHmwkeHne KM c Gonblueii BEpOATHOCTbIO
COOTBETCTBYET COCTOSIHUIO MOBLILLEHHOMO pUCKa pa3BUTUsS HEOMNa3uni.

2-OHE1/2-OMeE1 n 4-OHE1/4-OMeE1- koachduumeHTol MeTunuposaHus (KM). OTpaxaloT akTuBHOCTb 1- 1 2- a3
TpaHcdopmauum acTtporeHoB no 2-OH nytu oTHocuTenbHO Apyr Apyra u 4-OH nytu, cooTBeTCTBEHHO. [loBbileHne
Ko3ahpMLMEeHTOB CBA3bIBAOT NMMBO C BLICOKOW CKOPOCTbIO rMapokcunupoBanus (1-a ¢dasa), nubo ¢ 3amenneHHON CKOPOCTbIO
mMeTunupoBaHusa (2-a d¢asa). lMosbiweHne KM c Gonblueii BEPOATHOCTbIO COOTBETCTBYET COCTOSIHWIO MOBBILLIEHHOrO pucka
pas3BUTUSI HeOMNNa3ni.

NB! [lpueedeHHasi uHgopMmauusi Hocum O3HaKOMumesbHbIll Xapakmep U He paccMmampueaemcsi e
kayecmee AuazcHocmu4eckol. MHmepnpemayusi pe3ynbmamoe uccsedoeaHuli, ycmaHoesieHue dua2Ho3a, a
makxxe Ha3Ha4eHue Jjie4yeHus1 8 coomeemcmeuu ¢ ®edepasnbHbiM 3akoHoM @3 Ne 323 «O6 ocHoeax 3awumal
300poebsi epaxdaH 8 Pocculickoli ®edepayuu» OOJDKHbI MPOU3BOOUMbLCSI 8PavyoM coomeemcmeyruiel
crieyuanusayuu.
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PeByﬂbTaTbl, KOTOpble 0T06pa>KeHbI B BWOE 4MCNa CO 3HAKOM <, HeOﬁXO,CLVIMO pacueHnBaTb KaK pe3ynbTaT MeHblue npegena Konny4eCTBeHHOro 06Hapy}K9HMﬂ MeToaukn n 060pyﬂOBaHMﬂ Ha
KOTOPOM BbIMONHAMCA aHanns.
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Obsi3aTensHa KOHCynbTauusa nevawlero spava.



