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BBeaeHue
W3BeCTHO, 4TO IPU UCTIIOJIb30BAHUN TOPMOHAJIBHOIN KOHTPA-
LENIUN y 22% KEHITUH BO3HUKAIOT OCJIOKHEHUS U [IOOOYHbBIE

C YYETOM KIMHUYECKUX U MOJEKYISIPHO-TEHETUIYECKUX TIpPe-
JIUKTOPOB.

3(PPEKTDI, UTO CHIKAET IPUEMJIEMOCTD JJAHHOT'O METO/1a KOHT-
pauenuun. I[Tpobaema cBs3aHa C NIMPOKUM IPUMEHEHHEM I'Op-
MOHAJIbHOW KOHTPALEILNUH Y )KEHIIMH PENPOAYKTUBHOI'O BO3-
pacTa, OTCYyTCTBUEM YETKUX KPUTEPHEB JIsA IPOIHO3UPOBAHUSA
OCJIOKHEHHU U NTOOOYHBIX PEAKIIUI U YCJIOBUI JIJISL IEPCOHM-
(PUIIMPOBAHHOTO HA3HAYEHUS IIPENIAPATOB.

B cucreme nmeyeHOYHOI0 MHUKPOCOMATIBHOIO METa60/1M3Ma
JKEHCKHX TIOJIOBBIX TOPMOHOB U HX aHAJIOIOB LIEHTPAIbHYIO
posb UrpatoT u3odepmeHTsl nuToXpoma P450 [1]. OCHOBHBIM
(EPMEHTOM, KATATHU3HPYIOIUM IIPEBPAILICHHE TECTOCTEPOHA B
3CTPAJUOI U AHAPOCTEHUOHA B 3CTPOH, ABsieTcst CYP19A1 —
apomaraza. OnucaHbl a/ulebHble BapyuaHThl reHa CYP19AI1,
pasnuyaromuecs (PEPMEHTATUBHON aKTUBHOCTBIO M ACCOITUM-
POBaHHBIE C JUCHYHKIIMEN IUYHUKOB [2, 3].

Lenpio HAIErO MCCIEOBAHNSA ABWJIOCH ITOBBIIICHUE IIPH-
€MJIEMOCTH T'OPMOHJIBHON KOHTPALEINIUU IIyTEM pPa3pa-
OOTKH NEPCOHUPUIIMPOBAHHBIX IOAXOA0B K €€ HA3HAUYEHUIO
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MarepHaasl 1 METOABL

B nccneposanme Brmodens! 210 KEHIMUH PENPOYKTUBHOTO
BO3PACTa, OOPATUBIIUXCA VI NOJO0PA TOPMOHAIBHOM KOHT-
paLeniuy, KOTOpbIE MIyTeM PAaHJOMU3ALNHA METOAOM KOHBED-
TOB B COOTHOLIEHNH 1:1 ObUIM pa3je/ieHbl Ha 2 rpymmsl: 105 u3
HMX HCIIOJIb30BA/IM MUKPOJIO3UPOBAHHBIA KOMOMHHUPOBAHHbBIN
opanbHb KOHTpatenTus (KOK), conepxammmii 20 MKI' 9TUHU-
JIICTPANONA U 3 MI' JPOCHUPEHOH; 105 y4yacTHMI IpUMe-
HSUIM [IAPEHTEPAIbHBI TOPMOHAIBHBI KOMOWHHPOBAHHBIN
KOHTPALIENTUB (BIArJIUIIHOE KOHTPALEIITUBHOE KOJIBIIO), CO-
AepKamuil 2,7 MI' 3TUHWISCTpaguonaa u 11,7 mMr aToHore-
crpea.

HccnemoBanye COCTOSAIO U3 TPEX ITAIOB: HA IIEPBOM ObUIA
NpOaHKeTUPOBaHbI 300 JXKEHIUH B BO3pacTte OT 18 1o 49 ner,
OOPATUBMIMXCA K CHELHUAIACTAM I IIOA60PA COBPEMEHHBIX
METOJIOB KOHTPALCNIIMK. AHKETA BKIIOYAIA CJIEAYIOIIUE BO-
IIPOCBL: COOCTBEHHO PEIPOAYKTUBHOE, KOHTPALICITUBHOC U
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260pTHUBHOE TIOBEJICHUE. BBUy 9TOr0 HaMU OBbLIN OIICHEHBI
YPOBEHb OOPA30BAHHsA, BO3PACT HA4YAJIA IIOJIOBOM JKU3HH, 4a-
CTOTA IIOJIOBBIX KOHTAKTOB, (PEPTUIBHOCTD, KOJIMYECTBO U HC-
XOJl 6EPEMEHHOCTEH, 4aCTOTa A60PTOB, UCIIOIb30BAHUEC 1 HE-
HCIOJIb30BAHUE KOHTPALEHIINY, YUCIO IIOJIOBBIX ITAPTHEPOB,
I'MHEKOJIOTUYECKUI U COMATUYCCKUI dHAMHE3 U TJI.

BTOpBIM 3TAnIOM ABHUJIOCH OJHOMOMEHTHOE HCCIENOBAHUE
COCTOSAHUA COMATHYECKOIO M T'MHEKOJIOTHYECKOI'O 310POBbs
JKCHIIWH JUIS OLCHKU IMOKA3aHUHM M IPOTUBONOKA3AHUN U
OIIPEEICHUS KDUTCPUEB BIJIIOUCHUS M UCKIIOYCHMUSL.

Kpurepun BKIIOYEHMSA U MCKIIOYEHHS ObUIM OIIPE/IETIEHBI
COIVIACHO MEJUIIMHCKUM KPUTEPUAM IIPUEMIIEMOCTH I MC-
TIOJIb30BAHUA METOAOB KOHTpauenuu (Bcemrupnas opranmsa-
U 34paBooxpaHenus, 2015 1. nepecmorpa 1 HanmoHaIbHbIE
KPUTEPUU NPUEMIEMOCTH U OGE30IACHOCTU UCIOIb30BAHUSA
PAa3IMYHBIX METOJJOB KOHTpaueniuu PO, 2012).

Bce manmeHTKH ObUIU TIIATEIBHO OOCIEA0BAHBI C UCIIOIB30-
BAHHMEM COBPEMEHHBIX METOAOB HCCJIENOBAHUA, ONMCAHHDBIX
HIDKE, KOHCYJIBTUPOBAHEI 10 BOIIPOCAM CYILECTBYIOIIMX METO-
JIOB KOHTpauenuuu. OLEHUBAINCH OKA3AHUA U IIPOTUBOIIO-
KAa3aHUs K HA3HAYCHHUIO COBPEMEHHBIX T'OPMOHAJIBHBIX METO-
JIOB KOHTpanenuuu. IIpu aHaIU3€ MOJYYECHHBIX JAaHHBIX 90
JKEHINVH MMCE/IN TE€ NN UHBIC HpOTI/IBOHOKﬂ.BaHI/IH K Ha3Ha4de-
HHIO I'OPMOHAJIBHBIX KOHTpauenTusoB (I'K). [ToaroMmy 6bLIn
NPOKOHCYJIBTUPOBAHBI CO CMEXHBIMH CIELIUATUCTAMUA U MC-
KJIIOYEHBI U3 UCCIENOBAHNA. M HA3HAYEHBI AJIBTEPHATHBHBIC
METO/IbI KOHTPALICTIIIUU.

TpeTbrUM 3TANIOM HAIIETO UCCICAOBAHUS SBIWIOCh PAHAOMH-
3UPOBAHHOE KOHTPOIMPYEMOE CPABHUTEIBHOE IPOCIEKTHUB-
HOE HCCJIEIOBAHUE KOHTPALENTUBHON 3(P(HEKTUBHOCTH, IIPU-
€MJIEMOCTH, OE€30IIACHOCTH U METAOOIMYECKOTO BIMAHMA PA3-
JINYHBIX COBPEMEHHBIX METOJOB I'OPMOHAJIBHON KOHTPALIEI-
LMY C OOPAIIEHUEM OCOOOTO BHUMAHUA HA (DYHKIUIO IEYCHU,
JIMIIHHBIN CIIEKTP U FEMOCTA3 U ONIPEICIICHUE KINHUKO-aHAM-
HECTHUYECKUX U MOJIEKYISIPHO-TEHETHYECKUX MapKEpPOB Iepe-
HOCHMMOCTHU M 6€30MaCHOCTU Npenaparos. Habmoaenue 3a na-
IIMEHTAMHU OCYIIECTBIIUIOCHh B TEYEHUE 12 MeC — 1O Ha3Ha4Ye-
HUS IIPETTAPATOB, Yyepes 3, 6,9 1 12 MeC UX UCIOIb30BAHHSL

OCHOBHBIMU METOJAMHU HUCCIEAOBAHUSA ObLIN: AHAIU3 aHAM-
HECTUYECKUX JIAHHBIX, OOIIEE M TMHEKOJOIMYECKOE OOCIEI0-
BAHHE U AHKETHPOBAHUE MAITUEHTOK, YJIBIPA3BYKOBOE HCCIIE-
JIOBAHHE OPI'AHOB MAJIOI'O Ta3d, OPIOIHOM IOJIOCTH, MOJIOY-
HBIX KeJIE3 1 MaMMOTrpadusa NPOBOAWIUCH UCXOAHO, 4 3aTEM
110 MOKA3aHUAM, OLIEHKA ITOJUMOP(H3MA MHUPOKOTO CIEKTPA
reos (CYP19A1, CYP1B1, CYP2C19, CYP2D6, CYPI1AI,
CYP2C9, CYP1A2, CYP2C9, IL8, GSTT1, GSTM1, GSTP1). Buo-
XUMWYECKUIN AHAIN3 KPOBH, JIMITUAHBINA CIIEKTP KPOBU, HEKO-
TOPBIE IAPAMETPHI I'€MOCTA3d OLEHUBAJIUCH O U HA (PoHE
KOHTpAIEuu (depes 3, 6,9 u 12 mec).

Crarucrudeckas o6paboTKa JaHHBIX ObUIA BBIIIOJHEHA HA
UHJUBUJYATbHOM KOMIIBIOTEPE C MNOMOUIBIO 3JICKTPOHHBIX
Tab6u1 Microsoft Excel 1 makeTa IpUKIaHBIX IIporpamm Stati-
stica for Windows 7.0, StatSoft Inc. (CIIA), SPSS Statistics Bep-
cua 17.0.

Pe3ynpTaThl H MX OOCY K/I€HHE

CpelHMNI BO3PACT MAalMEHTOK cocTasun 30,7+7,03 ropa.
IIpyu OLIEHKE COMATHYECKOI'O 3/I0POBbSI HAUOOJIEE YaACTO
BCTPEYAIOMICHCS MTATOJIOTUEH ABJIAIOTCS 3A00JIEBAHUS KEIy-
JOYHO-KHUIIEYHOTO TpakTa (n=204; 68,0%). [Tatonorus rena-
TOOWINAPHON CUCTEMBI BCTPEUYAIACH Y KAXK/TON TPETHEN JKEH-
mwuHbl — 102 (34,0%). Ha oaHy MauMeHTKy NPUXOANIOCH B
cpenHeM 2,49 comatuyeckux 3adoseBanus. I1pu OlieHKe Tu-
HEKOJIOTUYECKOTO 3[JOPOBbSL JKCHIIUH BBISIBJICHO, YTO HAUO0-
JIee YaCTO BCTPEYAIOIIENCA MATONOTUEN ABIAIUCH BOCIIAIN-
TEJIbHbIE 3200JIEBAHNA PENPOAYKTUBHON CUCTEMbBL: XPOHUYE-
CKnit canbrinHroodopur — 56 (18,6%), EPBUIUT U BY/IbBOBA-
ruHuT — y 156 (52,0%) n 101 (33,6%) ciay4ail COOTBET-
CTBCHHO. HapymeHuss ropMOHaAbHOrO (POHA B aHAMHE3C
GBUTH BBISIBIICHBI Y 165 (55,0%) MariueHTOK: (PYHKIIMOHAIbHBIC
KUCTBI IMYHUKOB B aHamHese — y 47 (15,6%), rurnodyHKIHs
AAYHUKOB — y 51 (17,0%), CHHAPOM NOJMKUCTO3HBIX AMYHH-
koB (CIIKS) — y 18 (6,0%), KpoBoTEeUEHUsT (MEHOMETPOpPpa-
TUH, METPOPPATUH, AUCPYHKIIUOHAIBHBIE MATOYHBIE KPOBO-
TeueHus) — y 20 (6,6%), SHAOMETPHO3 PAZTUIHOM JIOKATH34-
uu — y 47 (15,6%). ®U6pO3HO-KUCTO3HAST MACTOMATUS Y

55 (18,3%) nanueHTOK. Ha ofHy mauMeHTKy NPUXOAUIOCh B
cpenHeM 3,1 THHEKOJIOTUYECKOTO 3a00I€BAHMS.

BOJIBIIMHCTBO KEHIIUH OTAAET MPEANOYTCHUE HUCIIOIb30-
BAHUIO TOPMOHAJIBHBIX METOAOB KOHTpanennuu: KOK B
AHAMHE3€ UCITONB30BAIH 125 (41,6%) JKEHIIUH, BIATATHIIHOEC
KOnbLO — 21 (7,0%), TpaHCAEpMAIbHYIO cUCTEMY — 7 (2,3%), 1
TOJNBKO 1 (0,3%) manmeHTKa MPUMEHATA TOPMOHAIbHBIN UM-
IUIAHTAT, BHYTPHUMATOYHYIO KOHTPALENIIUIO HCIIOJIb30BAIN
68 (22,6%) KeHIIUH, Ipe3epBaTUBbl — 93 (31%), IpepBaHHBII
MOJIOBOM aKT — 58 (19,3%), cnepmuninpasl — 27 (9%).

Beem xeHImMHaM ObUIO TIPOBEAEHO KOMIUIEKCHOE KJIMHUKO-
71a60pATOPHOE OGCICAOBAHIE. Y GOJBIINHCTBA U3 HUX (N=267;
89%) cpelHHE 3HAYECHUS MTAPAMETPOB OGMOXUMUYECKOTO aH4-
JIN32 KPOBY, JIMIIUAHOIO CIIEKTPA KPOBU, I'€MOCTA34 MEPE HA-
3HAYCHHUEM KOHTPALCHIIUU COOTBETCTBOBAIN PE(PEPEHCHBIM
3HaYeHUsM. ¥V 8 (2,6%) JKEHIINH ObLTd BbISABICHA TEHICHIIMS K
TMIIEPKOATYIAUnM, y 25 (8,3%) — runepmunujemus. B npo-
11ecce AMHAMHUYECKOTO HAOIIOJEHUSI HAMH OBbUIHM IOATBEP-
JKAECHBI JAHHBIE JJUTEPATYPHI O TOM, YTO Ha (POHE NPHUMEHEHUA
I'K ob1iee cCOCTOSTHUE OOIBITUHCTBA OOC/IEAYEMBIX MAITUEHTOK
OCTA€TCsA YAOBICTBOPUTENIbHBIM, COBPEMEHHBIE KOHTPALICII-
THBBI OKa3bIBAIOT JICYEOHOE U NPO(PWIAKTUYECKOE JCHCTBUE
IIPU Pa3HBIX COCTOSIHUAX. BMeCTe ¢ TeM B HAIIEM HCCIIEAOBA-
HUM Y 89 (42,4%) MAaIMEHTOK OOEUX I'PYHIT ObUIH 3APETUCTPU-
poBaHbl TO60UHbIE APEKTHE: ¥ 49 (46,6%) Ha dore KOK u
40 (38,1%) — Ha (POHE BIATATUITHOTO KOJIbLIA.

Haubosee 49acTo BCTPEYAIOMUMUCH MOOOYHBIMU 3(PPEeK-
TaMU, CBA3AHHBIMH C HAPYHUICHUEM MEHCTPYJIbHOI'O LIMKJIA
(ML), ABIAIACH MEXMEHCTPYAJIbHBIE KPOBSIHUCTBIE BBIJEJIE-
HUSL, KOTOPBIE OTMEYATINCH ¥ 49 (23,6%) xeHmmH — 28 (26,6%)
u 21 (20,0%) COOTBETCTBECHHO IIO I'DYINAM, MACTAIIUA y 37
(17,8%) manuenTOK 06€eux rpym — 19 (18,1%) u 18 (17,2%) no
IPYIIIaM COOTBETCTBCHHO. O61mue nododuHble 3(PQPEKTL OT-
Mevyanuch v 40 (19,1%) sxeHmun. V 143 (68,1%) ydyacTHuI]
06€eUX I'PYIIl OTMEYAIUCH COYETAHHbBIE TTOGOYHBIE 3(PMEKTHI
(MEXMEHCTPYAJIbHBIE KPOBAHUCTBIE BBIJECICHUS, MACTAJIIUA,
TOIIHOTA, TPUGABKA MACCHI TEJA), Cper HUX y 117 (56%) ot-
MEYAINCh MEKMEHCTPYAJIbHBIE KDOBIHUCTBIE BBIIETIEHUS B CO-
YETAHUU C MACTAITUEN U TOIIHOTOM B TEYEHHUE IIEPBLIX 3 MEC
ucrionb3oBanus K, 18 (9%) skentuH (10,5 1 6,6% 110 rpymnmnam
COOTBETCTBEHHO) OTMEUYAIN HAJIMYUE TOJIBKO MEKMEHCTPY-
AJIbHBIX KPOBAHMCTBIX BbIIEJIEHUH B TEYEHHUE 3—4 MEC IprUeMa
I'Kwu 3 (1,4%) — Hanmu4amMe TOMBKO TOMIHOTHI (TIOATAITHUBAHNA)
Ha BCEM MNPOTSLKEHUU UCCIENOBAHMA. [JeNIPECCUBHBIX COCTOSI-
HHU BBIABJICHO HE 6bUIO HU Y OJHOM MAITNECHTKH, CHIDKCHUE JIH-
OUJI0 BCTPEYAIOCh TONBKO y 1 (0,5%) KEHIIUHBI 1-1 IPYyHIIbL
I'pyminbl OKa3aIMCh CONOCTABUMBI ITO PA3BUTHIO IIOOOYHBIX (-
(deKTOB B nony/sAnuu. [TomydeHHble HAMU JdHHbBIE COBIIAIAIOT C
JaHHbIMHU tuTepaTyprl (LLopez n coasrt., 2013).

Tak Kak Hau60JIe€ YACTO BCTPEUAIOIMMHUCA TIOOOYHBIMHU (-
(EKTAMU B HAIIEM HUCCICAOBAHUN OBLIA MEKMECHCTPYAIbHBIC
KPOBSIHUCTBIE BBIICJICHUS U MACTAJITHS, HAIIIE BHUMAHUE ObUIO
COCPEOTOYECHO HMEHHO HAa HUX. JIMHAMMKA YaCTOTBI BO3HUK-
HOBEHUA U JUIUTEIBHOCTH MEKMEHCTPYAIbHBIX KDOBIHHCTBIX
BBIJIEZIEHNI HAa (DOHE MCTIONb30BaHMsA 'K oTpakeHs! Ha puc. 1.

MeXMEHCTPYAIbHbIE KDOBAHUCTBIC BbIIEIECHUA HA (POHE UC-
nonbzoBanusa KOK Berpewanuch game (p=0,0012), u 4yucio
JKCHIIUH, UX OTMEYABIINX, CHIDKAIOCh O6BICTPEE, YeM Ha (hOHE
KOJIbLId, OJJHAKO K 12-My MeCAIy MCCIEIOBAHUA UX 4aCTOTA
OblIa OJMHAKOBOU B 0b6eux rpynmax (p>0,05) (cm. puc. 1).
MeXTpynIIoBbIX PAa3/IMYMi BBIABIECHO HE ObLIO (P>0,05). Mex-
MEHCTPYaJIbHBIE KPOBAHUCTBIE BblaeleHUsA Ha (poHe KOK
UMEIU OOPATHYIO 3KCIIOHEHIIUAIBHYIO 3aBUCUMOCTDb OT JUIH-
TEJILHOCTH IIPUMEHCHHUS IIPENapard, a Ha (POHE BIATAIUIHOTO
KOJIbLIA — JIMHEUHYIO. V 22 8% XEHIUH MEXMEHCTPYa/IbHbIE
KPOBSHUCTBIE BBIJIEJIEHNSA COXPAHAIUCH 60JI€€ 3 MEC IIPUMEHE-
st TK (26,7 u 19,1% 1o rpymimaM COOTBETCTBEHHO), 4y 12,7%
(13,4 1 12% B 1 1 2-1 rpymnIe COOTBETCTBEHHO) HAOIIOAAINCD
Ha IPOTSLKCHUU BCETO CPOKA HaOmoAeHUA. OHU UMEIU CKY[I-
HBII XapPaKTeP, MAIIMEHTKU ObUIN JOOOC/IEIOBAHbBI, OPraHHUYEC-
CKOU MAaTOJIOTUU BBISIBJIEHO HE ObUIO. [TOocsie TIaTeIbHOM KOH-
CyJIBTaliy OOJBMHUHCTBO JKEHIIMH PENIMIA NPOJOJLKUTD
npueM npenapatoB. OgHaKo 13 (6,2%) MAIUEHTOK, Y KOTOPBIX
MEKMEHCTPYA/IbHBIE KPOBSHMCTBIE BBIACJICHUA HAOIIOAAINCH
HA NPOTSDKEHUHU 6 MeC U 60J1ee, OTKA3IUCh OT npuMeHeHwmst [K
IO CO6CTBEHHOMY JKCJIAHUIO.
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Puc. 1. [InHamMnKa 4acTOTbl BO3HUKHOBEHUA U [AIUTENBHOCT MEXMEHCTPYanbHbIX
KPOBAHUCTbIX BblAENEHNIA Ha ¢oHe ucnonbsobanua K.
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Puc. 2. IMHamuKa 4acToTbl BO3HUKHOBEHWA W ANUTENLHOCTU MacTanrin y XeHLWH,
ucnonb3ytowmx K.
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o
: : B Konbuo
. e,
-~ & Jlorapucpmu-
= - m yeckan (KOK)
10
___ Norapucpmu-
5 y =-0,051In(x) + 0,2392 yeckan (KonbLio)
R?=0,9444
0.
0 5 10 15

CUMIITOMBI JUCMEHOPEH K G-My MECSIy HCIIONIb30BAHHUS
KOHTPALEITUBOB OTMEYIMCh JIUIIb ¥ 29 (13,8%) sKeHIUH — 15
(14,2%) n 14 (13,5%) no rpynmnaM COOTBETCTBEHHO, 4 K 12-My
MECSITy TOJIBKO Y 13 (6,2%) — 8 (7,6%) B 1-i1 rpymie u 5 (4,7%) BO
2-11 COOTBETCTBEHHO — U OBbUIM MeHee BhrIpakeHbl (H=0,009).
B pesynbrare HaOmMOAEHUA BO BpEMs MCC/IEAOBAHUA HAOMOLA-
JIACH ITOJIOKUTEIIbHAS AMHAMHKA HAIMYMA CUMIITOMOB IIPEJMEH-
crpyanbHOro cuagpoma (ITMC). Tax, y 78 (37,1%) skeHIuH —
38 (36,2%) u 40 (38,1%) 1O TpyIIamMm COOTBETCTBEHHO BbIPA-
SKEHHOCTb U KOJIMYECTBO CUMIITOMOB [IMC 3HAYHUTEIbHO CHHU-
3WIMCh KO 2-My Mecany npumenenus 'K, a y 33 (15,7%) —
17 (16,2%) 1 16 (15,3%) 1O rpymmmamM COOTBETCTBEHHO — K 4-My,
4TO NOATBEPIKAAECTC UccieioBaHusamMu LLopez (2009 1n).

JMHAaMMKa 4aCTOTBl BO3HUKHOBEHHA M JJIATEILHOCTH Ma-
CTAJII'MHU Y JKEHIIVH, UCIIOJIB3YIOIMX 'K, OTpa’keHbl Ha puC. 2.

Ha ¢pone npumenenus I'K HaG110/1a710Ch JOCTOBEPHOE CHU-
JKEHHE KOJIMYECTBA K06 Ha GOJIE3HEHHOCTh MOJIOYHBIX K-
JIe3 yiKe K 6-my mecsity (<0,05). YacTora BOSHUKHOBEHHS Ma-
CTAJITUM HE OTIMYAIACh MEX/Y I'DYIIIAMHU, 4 JUHAMUKA UMEIA
JIMHENHYIO 3aBUCUMOCTb OT [UIMTEIbHOCTH HCIOJIb30BAHUA
MPENApaToB, HAGMIOAAIOCh OOPATHOE IKCIOHEHIIUATBLHOE
CHMKEHME KOJIMYECTBA K100 K KOHITy IEPHO/IA HAGMIONCHHS.
Cpeau 1pyrux no60o4HsIX 3hdekToB y 21 (10%) >KCHIIUHLI B
nepBple 3 MeC UCOIb30BaHuA 'K orMeyanucey TomHoTa (1oj-
TAITHUBAHUE, TUCKOM(OPT B AMUTACTPATIBHON OOJIACTH), MEXK-
MEHCTPYaJIbHbIE KDOBAHHUCTBIE BbIIEIECHUA U MacTairusa. Cra-
THUCTUYECKU 3HAYHUMBIX PA3/IMYUI MEXIY T'PYINIIAMHI BBIABICHO
He 6bU10 (P>0,05). Bce mauMeHTKH HAIPaBICHbI HA KOHCYJ/IBTa-
IIMIO K TENATOJIOTY U IACTPO3HTEPOJIOTY, B PE3Y/IETATE MPOBE-
JIEHHOI'O 00CneoBaHus y 8 (3,8%) KEHIIIUH BbISABJICHBL JIMC-
pyHKUIMA cpuHKTEpa OA1, U3BMEHEHHS B OMOXUMHYECKOM U
JIMIIAJHOM CIIEKTPE KPOBH C NPEBBIMNIEHHUEM HOPMATHUBHBIX
3HAYEHUY, U3MEHEHHUA ObUIM PACLICHEHBl KAK KIMHHUYECKU
3HauuMble. [IpuHATO pemeHue 06 OTMEHE IOPMOHAJIBHOU
KOHTPALIECNIMNHU, IIPOBEJECHO JICUCHUE C MOJOKUTEIBHBIM (-

6 TVHEKOJIOTYS 2016 | TOM 18 | Ne5

Puc. 3. ROC-kpuBas, passuTie no6o4HbIX ahdekToB Ha thoHe MK n aHamHecTM4eCKME
naHHble.

Kpuebie ROC
1,0 97— =

08

0,6 -1

0,4 -

YyBCTBUTENLHOCTD

0,2

0,0 T T T
0,0 0.2 0,4 0,6 08 1,0
1 - CneunduyHoCTb

[lnaroHanbHble cermeHTb! d)OpMMpyDTCH COBMaaeHNAMN.

Puc. 4. inamuka KA Ha hoHe npumenenna KOK u Konbua.
a)

4,0
35
3,0
25
TeHoTun
2,0 .".’/'-'5""_ = A/A
15 * AG
G/G
1,0
0,5
0,0
Mepen 3 mec 6 mec 9 mec 12 mec
HaaHaueHnem
K
0)
4,0
35
3,0
* *
2,5 *
L z
20 = AA
15 = AG
G/G
1,0
05
0,0
Mepen 3 mec 6 mec 9 mec 12 Mec
HaaHayeHnem
K

*3nech 1 B puC. 5, 6: CTATUCTMYECKM 3HAYMMbIE PA3NNYMA B UHAMUKE OTHOCUTENBHO
MCXOOHBIX 3HAYEHNIA.

(PEKTOM M NOJOOPAHBI AIBIEPHATUBHBIE OAPBEPHBIE METO/IbI
KOHTpanenuuu. Y 2 (0,9%) mareHTOK JIErKOe NOATAINHUBAHUE
COXPAHATIOCh HA MPOTSLKEHUU BCETO CPOKA HAOIIOACHUS, Ofl-
HAaKO OTMEHBI IIPENapaTOB HE NOTPEOHOBAIOCH.
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Puc. 5. inamuka AJT Ha choHe npumeHenna KOK n konbua.
a)
E/n
45,0

400 - *
35,0 #_,l—ﬁ—'_"
30,0 + /__._*,-""
25,0 -
20,0 :‘:':.-.,‘_____._._-—-—"_'_—-_
15,0
10,0

50

0,0

eHoTMN

* NA
= AG
G/G

Mepen, 3 mec 6 mec 9 mec 12 mec

HagHa4eHnem
K

6)
E/n
45,0

40,0
35,0
30,0

bo*

250 + * ['eHoTUN
- AA

200 |
rﬁ + AG

150 | G/G
10,0
50 |

0,0

Mepen, 3 mec 6 mec 9 mec 12 mec

HagHayeHnem
K

Puc. 6. luHamnka Tpom6MHOBOro BpemeHy Ha doHe npumeHeHua KOK n konbua.
a)

20,0 + *

15,0 -+

TeHoTVn

10,0 + = AA
= AG

G/G
50 -

0,0

Mepen, 3mec  6mec 9 mec 12 mec

HasHaueHmem
K

6)

200
18,0
16,0

14,0 - — =

12,0
eHoTVN
10,0 - AR
8,0 & AG
60 - : G/G
4,0
2,0
0,0

Mepen, 3 mec 6 mec 9 mec 12 mec

HagHaYeHnem
K

bBbu1 nposesieH MHOIO(MAKTOPHBIN aHAIM3 OIIPEE/IEHUA Ha-
JIMYUA B AHAMHE3E TEX WIM UHBIX (PAKTOPOB IO BO3HUKHOBE-
HUIO Pa3HBIX NTOOOYHBIX 3(PPEKTOB HA (POHE HCIOIB30BAHUS
I'K. ITocTpoeHa 6GMHAPHAA JJOTUCTUYECKAS PETPECCUOHHASA MO-
JI€/Ib, B KOTOPOM MCXOZOM CT4jIad IEPEMEHHA, OIMChIBAIOIIASL
BO3HUKHOBCHHE HAHOO0JIEE YACTBIX HOO60UHBIX 3(D(HEKTOB, CBS-
3aHHBIX C MI] 1 HE CBA3aHHBIX C HUM. B Ka4eCTBE NPEIUKTOPOB
M3HAYAJIbHO OBLIM BKJIIOUYEHDBI BCE KIIMHUYECKHE U AHAMHECTHU-
YECKHE NIPU3HAKU. 3aTEM METOJOM IOC/IENOBATEIBHOIO UCKIIIO-
4eHMs ObUIM OTOOPAHBDI [iBd HAUOO0JIEE 3HAYMMBIX HE3ABUCHMBIX
KIMHUYECKUX IIPEAUKTOPA: MATOJIOTHA TeNaTOOWINAPHOU CH-
crembl (AUCPyYHKUIMA cuHKTEPA O1) U TMHEKOJIOTMYECKUE
3200J1€EBAHNS, ACCOLMUPOBAHHbIE C MLl (IMCPYHKIIMSA AUIHU-
KoB, CIIKf, (pyHKIIMOHAJIBHBIE KHUCTBI SIMYHHUKOB, MACTAJIIHs,
mucmenopes, [IMC). YpaBHeHHE PErpecCrun UMEJIO BUT:

Dp=1/(1+e?),

I7le p — BEPOATHOCTb BO3HUKHOBCHUS ITOOOYHBIX 3(PPEKTOB;
Z — KIACCU(PULIUPYIOIIas (PYHKIIUs, PACCYUTBIBAEMAs 11O (POP-
MyJie 2;

2)z=1485 k1 +4395xk2-1,050,
rae k1 — pucdynkuua cpunkrepa Oxpnu, K2 — ruHexkonorude-
CKHE 3200JIEBAHUS], ACCOLTUUPOBAHHBIE C M1,

JU1s1 OLIEHKH IIPOIHOCTUYECKON LIEHHOCTU MOJE/IU ObLI IIPO-
BejieH ROC-ananus (puc. 3).

ITnomans nog Kpusou cocrasmna 0,87 (0,82-0,92). Yyscrsu-
TEJILHOCTD U CHELU(PUIHOCTD MOJIYYEHHOM MOJEIH IS IIPE/I-
CKa3aHMUA DasBUTHA NOOOUYHBIX 3hdekroB Ha doHe 'K or
AHAMHECTUYECKUX JAHHBIX (TMHEKOJIOIMYECKUE 3200ICBAHUS,
accouuupoBanHele ¢ ML, u auchyHkuus cpunkrepa Onam)
cocraBuu 74 u 96% COOTBETCTBEHHO. Bo3pact, Macca Tena u
PENPOAYKTUBHBIA dHAMHE3 HE ABJIINCh HE3ABUCUMBIMHU (DAK-
TOPAMH PUCKA JIJIs1 BO3HUKHOBEHMS TOOOYHBIX 3(P(HEKTOB ITPU
nCnonb3osanuu I'K.

B pesynsrare NpoBeICHHOIO aHAIN32 ObUIA BBIABICHA CTATU-
CTHUYECKH 3HAYMMAasl ACCOLMALINSA MEXKAY MOJIUMOP(HUIMOM

rena apomMarasel (CYP19A1) u pa3surHeM 1OOOYHBIX 3D DEK-
TOB 1ipu npueme I'K. Hamu 6puin pacCMOTPEHBI /iBa TIOJIH-
MOP@HBIX JTOKYCa B AaHHOM reHe (152414096 1 1s936300). Bbin
MIPOBEECH AHAJINU3 CLICIUIEHUA, KOTOPBIN BBIABUJI BEIPAKEHHYIO
HEPABHOBECHOCTH B HACJICIOBAHUMU JIAHHBIX JIOKYCOB — D’=0,86
(0,70-0,94), LOD=11,2. YuuTeIBass HAJIU4YHE BBIPAKCHHOTI'O
CLICTUICHUST MEXKY JIOKycamu 1$2414096 u rs936300, 6bu1 cjie-
JIAH BBIBO/JI, YTO C NPAKTHYECKOM TOYKH 3PEHMS I IIPEJCKA3A-
HUS Pa3BUTUS NTOOOUHBIX (PPEKTOB JOCTATOYHO T'€HOTUIIN-
POBAaHUSA TOJIBKO IO OZHOMY JIOKYCY 1$2414096. BeisiBieHa ac-
conuauys avteau A CYP19A1 A>G 152414096 ¢ HaIM4ueM Kak
OOIIMX, TAK U CBA3aHHBIX C ML 10604HbIX 3(PPEKTOB HA (POHE
ucnonb3osaHusa K. TOMO3ZUTIOTHBIN reHOTUIl A/A ABIIIETCS
(PaKTOPOM PHUCKA PA3BUTHS KIMHUYECKH 3HAYUMBIX OOOY-
HbIX 3d¢dexToB Ha ¢oue 'K, TTanMeHTKH C T'€HOTHIOM
CYP19A1 A/A 1OCTOBEPHO Yallle OTMEYAIN HAJIMYHE MEKMEH-
CTPYJIbHBIX KPOBSHHUCTBIX BBIICJICHUI U3 MOJOBBIX ITyTEeH Ha
¢pone I'K (p=0,0001), macramruio (p=0,0089 u p=0,0058) u
TomHOTY (p=0,0328 1 p=0,0216) O CPABHEHHUIO C MAIUEHT-
KaMu ¢ reHotunamu A/G u G/G COOTBETCTBEHHO. JKEHITUHBI C
reHoTunnoMm CYP19A1 A/G JOCTOBEPHO HaIe OTMEYAINA MEXK-
MEHCTPYaIbHbIE KPDOBAHUCTBIE BBIIEICHUA U3 OJIOBBIX ITyTEH
Ha ¢one I'K (p=0,0001), MaCTaIruio U MACTOAUHUIO
(»=0,0110), Tomnory (p=0,721) 110 CPABHEHMIO C IIALMEHT-
KaMHu ¢ reHoTunoM G/G. B 10CTyITHOI Ham JINTEPATYPE TTOJ006-
HBIX UCCJIEJOBAHUI HE OBLJIO HAM/ICHO.

Becem nmanmenTkam nepej HazHaueHuem 'K 6bu10 IpoBEIEHO
UCCNEN0BAHNE TOPMOHAIBHOTrO (poHa B I 1 II pazy MLI. Perpo-
CIIEKTUBHO BBISABICHO, YTO Y KEHIIIUH C TCHOTHUIIOM aPOMATA3bI
A/A cpepnutt yposens acrpaguona B I ¢ady MIIL 6bu1 JOCTO-
BEPHO HIXKE, YEM Yy IMAIUEHTOK C reHorunom A/G u G/G
(»=0,026). DTO, BOBMOKHO, OOBSICHSCT YACTOE HATUYHE Y KCH-
IIWH C TEHOTUIIOM A /A MEKMEHCTPYAJIbHBIX KPOBAHUCTBIX BbI-
nenenun Ha pone I'K.

AKTUBaLUA ATEPOTCHHOIO IMOTCHIIMAIA JOCTOBEPHO dYalle
BCTPEYAIACH IIPU HAJTUYUU TOMO3UIOTHOI'O I'€HOTUIA A/A; OT-
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AKTYAJIDHBIE ITPOBJTEMBl AKYIIEPCTBA U TUHEKOJIOTUHU

HOIIIEHHE MAHCOB 8,7 (3,5-22,1). OTMEYaINUCh CTATUCTUYECKU
3HAYMUMAs JUHAMHKA IIOBBIIIEHUA YPOBHA JIUIIONPOTEUNOB
HU3KOM IVIOTHOCTH, KO3 duLeHTa areporeHHocTH (KA), 1u-
HONPOTEUIOB OYEHb HU3KOM IUIOTHOCTH, TPHUIVIULIEPUJIOB U
CHIDKCHHUE JIUIIOIIPOTEN/IOB BBICOKOM IUIOTHOCTH HAYMHAS C
3-ro mecsana ucnosb3zosanust KOK (p<0,05). Ora TeHAeHINs COo-
XPAaHAIACh HA MPOTSKEHUH BCETO CPOKA UCIIONb3oBaHma KOK.
B rpymmne skeHIIUH, UCIIOIb3YIOUUX BIATaIUITHOE KOJIbLO, OT-
MEYJIOCh CTATUCTUYECKU 3HAYMMOC IIOBBINICHUE CPEIHErO
ypoBHs KA Taioke HAYMHAS C 3-IO MECsla HAGMIOJCHUA U Ha
BCEM IIPOTSLKEHUH UCCIICJOBAHUSL.

V DanMeHTOK € reHOTUIIOM A/G OTMEYANIACh CTATUCTUYECKU
3HAYNMAas JUHAMUKA HOBBIIIEHUS CPEAHETO YPOBHA KA U Tpu-
IIMLEPUIIOB Ha 3-M MecaLe ucnosb3osaHua KOK (p<0,05), oa-
HAKO OH HE NIPEBBIMAT Pe(PEPEHCHBIX 3HAYECHUI U HOPMAJIU30-
BAJICS K KOHITY HaOmoAeHUsL. Bo 2-11 rpyIne XKeHIUH CTaTHCTU-
YECKU 3HAYMMBbIX U3BMEHEHHW HE BBISIBJIEHO.

V keHIUH C reHoTHnoM G/G JOCTOBEPHBIX M3MEHEHUI B
napaMeTpax JMIWIHOTO CIEKTPA KPOBH Ha (POHE IPUMEHEHUS
KOK U BIaraJIMiHOIO KOJbLIA BBIABICHO HE OBLIO.

JuHaMuKa Hauboee APKO U3MEHAIONNUXCS ITOKA3ATEICH JIH-
MUIHOT'O CIIEKTPA KPOBU IIPECTABICHA HA PUC. 4.

Hamu 6b112 HU3y4C€HA B3AMMOCBA3b MCXKIY HU3MCHCHUAMU
(PEPMEHTOB MEYEHHU U MNOIUMOP(PHU3MAMU I'€HA APOMATAZBI
CYP19A1. V manuenTok ¢ reHorunom CYP19A1 A/A pocrto-
BEPHO 4allle HAGIIONAINCh U3MEHEHHUA (PEPMEHTOB NEYEHU
(amannHaMUHOTpaHC(pepasza — AJIT, acnapraraMuHOTpaHCdhE-
pasza, obmur OUIupyouH, menouHas pocdaraza) HAYUHASA C
3-ro Mecsla C TEHACHUWEH K IMOBBIIICHUIO HA MPOTSLKEHUN
BCero uccnenosanus (P<0,05). ¥ xxkeHmuH ¢ reHoTunom A/G 1no-
O6GHBIEC U3MEHEHMS HAOJIOIAIUCH TAKKE HAYMHASA C 3-I'O Me-
CALA, HO C TEHJEHLMEN K HOPMAIM3ALMH K KOHIly UCCIIEJOBA-
HUA. Y JKEHIIUH C TeHOTUNOM G/G CTaTUCTUYECKU 3HAYHUMBIX
U3MCHEHUI B GUOXMMUYECCKOM AHAIN3E KPOBU BBIABJICHO HE
6b110. I3BMEHEHUST HA BCEM MNPOTSAKEHUUN UCCIICTOBAHUA HpO-
UCXOJWIN JJOCTOBEPHO YA€ Y MALMEHTOK C TEHOTUIIOM A/A,
4eM y IIAIMEHTOK C reHoTunaMu A/G u G/G (p<0,05). Bece cra-
TUCTUYECKH 3HAYUMBIE HU3MEHEHHA YPOBHEH (PEPMEHTOB
IIEYCHH JIOCTOBEPHO Yallle HAGMIOLAIUCH Y XKEHITHUH, UCIOb-
syromux KOK (p<0,05).

JuHaMHUKa HaUOOJIEE SPKO HU3MEHSIONINUXCA IOKA3aTeaeH
OMOXHMHUYECKOT'O aHAJIN32 KPOBU B IIPOIECCE UCIIOIb30BAHUS
I'K mpe/icTaBieHa Ha pUC. 5.

C LenbI0 ONpPEAeNCHUs MOJEKYIAPHO-TEHETUYECKUX IIpe-
JUKTOPOB POTHO3UPOBAHUS U3MEHCHUM I'€MOCTA3UOTDAMMBI
B IIpoLeCCe UCOoIb30BaHuA 'K HaMu 6bUIa U3y4YEHA B3aUMO-
CBA3b MEXK/y HEKOTOPBIMU IAPAMETPAMHU I'€MOCTA32 U IOJIU-
Moppusmamu resa apomarazel CYP19A1. CraTUCTUYECKH
3HAYMMBIX paznuaui Mexay rpynnamu (KOK m KOnbIo) BbI-
SIBJIEHO HE ObUT0. Y )KEHIIUH C FTEHOTHUIIOM A /A U3MEHEHUS B re-
MOCTA3€ HaOIIOAAINUCDH Yallle, YEM Y )KCHIIUH C TCHOTUIIOM A/G
u G/G Ha 9-M (p=0,0209 u p=0,0005) u 12-M MecsLEe UCCIENO-
Banua (p=0,0122 u p=0,0003 cOOTBETCTBEHHO). BbUIO OT-
MEYEHO U3MEHEHME TAKUX IAPAMETPOB I'€EMOCTA34, KAK ITOBBI-
IIEHHE YPOBHS (PUOPUHOI'€HA, AKTUBUPOBAHHOI'O YACTUYHOI'O
TPOMOOIIACTUHOBOIO BpeMeHu (AYTB), yBenmuenue npo-
TPOMOHHOBOI'O MHJEKCA, YTO YKA3bIBAJIO HA NIPU3HAKU TUIIEP-
KOATYJIALIAN.

Heo6X0UMO OTMETHUTB, YTO Y JKEHIIUH C I'€HOTHUIIOM
CYP19A1 A/A Ha6mMOANACh CTATUCTUYECKU 3HAYHMMAsl TEH-
JIEHITMS K MOBBIIIEHUIO CPEHETO YPOBHA Ma, r+K, aHTUTPOM-
6una 111, AYTB, nugexkca TpoOMOOUHAMHUYECKOTO TOTEHITNAIIA,
TPOMOUHOBOI'O BpeMeHH, (pubpuHoreHa, nporeuxa C u S, Ha-
YHHAsSI C 6-TO MECSIA HAGIO/ICHUSI, U COXPAHSUIACH HA MIPOTSI-
JKEHHHU BCETro N1epruoja uccienosanus (p<0,05).

V DalMeHTOK C TEHOTUIIOM A /G CTATUCTUYECKU 3HAYHUMOE T10-
BBIIIEHUE CPEAHETO YPOBHS (PUOPHUHOIEHA, aHTUTPpOMOUHA 11,
AYTB, uHaekca TpPOMOOJUHAMUYECKOTO IMMOTEHIMAIA, [IPOTEUHA
C 1 S, IPOTPOMOUHOBOI'O MH/IEKCA HAGJIIOAIOCH HA 3 U 6-M Me-
csaue HabmoaeHus (P<0,05) C HopMaIU3aHUe K KOHIy UCCIEO-
BaHMA. Y KeHIIUH € reHoTUrIoM CYP19A1 G/G nnogo6HbIX U3Me-
HEHUI HE HAOII01A7I0Ch.

JOCTOBEPHBIX OTIINYUI MEXKAY I'PYHITAMUA B U3MEHEHUAX CU-
CTEMBI I'€MOCTA34 C YI4ETOM I'€HETHYECKUX IIPEJUKTOPOB BbI-
SIBJICHO HE ObUIO (P>0,05). IIpyr MHIUBUAYATbHOM aHAIN3E 8
(3,8%) manmeHTKaM ¢ reHotunoM A/A; ucnonbsyomum KOK,
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NPHIUIOCh OTMEHUTD IPUEM IIPENAPATA B PE3Y/IBIATE HATMYIHA
MEKMEHCTPYA/IBHBIX KPOBAHHCTBIX BBIIEICHHUU U MACTAITHU,
TOIIHOTBL, UBMEHECHUI B FeMOCTA3€ (AKTHUBALIUA THIICPKOATYJIA-
UKn); IpHU OUOXUMUYECKOM AHAIN3EC KPOBU: YBEIUYCHHUC
yposHsa AJIT, acrapraraMuHOTpaHChEPaskl, MEJIOYHON (Poc-
(aTaspl, OOLIETO U NPSAMOTO OWINPYOHHA, KA 110 CpaBHEHUIO C
UCXOAHBIM. OTMEHA NpenapaTa 6blIa IPOU3BEACHA 3 XKEHIIM-
HaM Ha 4-M MecsIie, 3 — Ha 5-M U 2 — Ha 6-M MECSIIIE UCCIICOBA-
HUSL

JnHaMHKa Haubosee IpPKO U3MEHAIOIMNXCS TTOKa3aTeseH re-
MOCTA3UOTPAMMBI B IIpoOIecce UCnonb3osanusa 'K mpeacras-
JIeHA Ha puC. 6.

TakuMm 06pa3oM, NOOOUYHBIE IPHEKTH PA3BUBAIOTCA Y HKEH-
muH Ha poHe npumeneHust KOK B 46,6% City4aes, y KEHIIHH,
MCHOJIB3YIOMUX BJIATAIMIITHOE KOJIBLIO, — B 38,1% ciyyaes. Hau-
00JI€€ YaACTO BCTPEUAIOTCS MEKMECHCTPYAIbHBIC KPOBSIHUCTBIC
BBIJICJICHUSI U3 TOJIOBBIX IyTel (23,6%) u macranrust (17,8%).
He3aBUCUMBIM IIPEJUKTOPOM PHUCKA PA3BUTHS TOOOYHBIX (-
¢pexroB Ha poHe nnpruema KOK gBIs10TCS TaKUE HAPYIIEHMS O1-
JINAPHOTO TPAHCIOPTA, KAK XPOHUYECKUHN XOJICUCTUT U JHC-
dynkuua chunkrepa Ogau. Hanbonee 3HaYNMBbIMU KIHHIYC-
CKHUMU NPEIUKTOPAMHU PA3BUTHS ITOOOYHBIX 3(P(PEKTOB IIpU
HazHaueHuU ['K cunTaroTcs HaIM4ue TMHEKOJIOTHYECKUX 3260~
JIEBAHUH, ACCOLIMUPOBAHHBIX ¢ MLl (IUCYHKIIMSA AUYHUKOB,
CITKSA, (pyHKITMOHABHBIE KUCTHI SMYHHUKOB, MACTAJITHS, TUCME-
nopes, IIMC), n mioxasa nepeHocuMocTsb I'K B anamuese. Bos-
pacT, Macca Texa ¥ peIpOAYyKTUBHBIN AaHAMHE3 HE SABJIIOTCA He-
33aBUCHUMBIMH (DAKTOPAMHU PHUCKA I BOZHUKHOBCHUS I1060Y-
HBIX 3(HEKTOB NPU UCI0/Ib30BaHMHU 'K, TTalMenTK! ¢ roMO3HU-
TOTHBIM HOCHTEIBCTBOM aJUIEIA A ITOJUMOP@HOIO JIOKyCa
152414096 reHa apoMaTasbl OTHOCATCS K TPYIIIE BBICOKOTO
PHCKa IO BOBHUKHOBEHUIO TOOOYHBIX 3(PMEKTOB U OCIIOKHE-
HUY, YCUJICHUIO XOJIECTATUYCCKOH aKTUBHOCTU, U3MCHEHUAM B
CHCTEME T'eMOCTA3a, KOTOPBIE OTMEYAIOTCS C 6-TO MECsIId Ha-
OJIOACHUS U HA IPOTSDKECHHUU BCETO CPOKA HCIIOIb30OBAHUS
TOPMOHAJIBHOM KOHTpalenuun. Y 3,8% MalUEHTOK C T€HOTHU-
noM A/A norpeboBannck orMeHa 'K 1 nogdop ajisrepHaTuB-
HBIX METOZOB KOHTPALENIUU. [TIalfTueHTKN C TeHOTUIIOM A/G
(51,9%) orHOCATCA K IpyHII€ PUCKA IO PA3BUTHIO PAHHUX
TPAH3UTOPHBIX ITOOOYHBIX 3(MPEKTOB (MEKMEHCTPYAIbHbIE
KpOBﬂHI/ICTbIC BBIJICJICHUSA, MACTAJIT'VA, UIBMCHCHHA B OUOXUMU-
YECKOM aHAIM3E KPOBH M IEMOCTA3HOTPaMME) HA 6-M MECHILE,
KOTOPBIE HOPMATIM3YIOTCSI K KOHILy HAOMIOAEHMsL. Y HOCUTENIEH
resoruna G/G OCIOKHEHUH M NMOOOYHBIX 3(P(PEKTOB HE Ha-
6moaanock. IIpoBeicHUEe TEHOTUIIMPOBAHUS Y XKEHIUH, ILIa-
HHUPYIOIUX UCIOIb30BaTh 'K, O3BO/IAET OOOCHOBATD IIEPHO-
JUYHOCTb HAOMIOAEHUS: C TEHOTUIIOM A/A — KaXjble 3 MeEC
owj1e Havana ucnonb3osanus I['K; ¢ renorunom A/G — ogHO-
KpaTHO 4Yepe3 6 MeC OT Havasa npuMeHeHwst K U ¢ reHOTHITOM
G/G — 110 UHAUBUAYATIbHBIM ITOKA3aHUAM.
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