CocrTaB

Oelicmsyrnu,an seu,ecmaeo: pueHorecT, 1 TabeTka, TOKPLITast 000I0YKOM, COIEPIKUT
OUueHorecTa 2 MrT;

8cnomoz2ameibHble geu,ecmaa: 1akTo3a MOHOrUapar, Kpaxmai KyKypy3Hsiy, (K-30),
HaTpua Kpaxmarsa (TUm A), MarHusi creapar;

naeHouyHas oboaouka: AkBa ITonui 6enwii 014.17MS, cogepxxkartui runpomerso3a (E
464), rugpokcunponunnenmonoly (E 463), tanek (E 553b), Mmacio xI10nKoBoe
KOHOUTEPCKUM, TutaHa guokcup (E 171).

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OcHoBHble pu3suKko-xumuyeckue ceoticmaa: 6enble Kpyriable, BOSIKOBUITYKJIIbIE
TabJIeTKHU, IOKPHIThIE MIJIEHOYHOM 000JI0YKOM, C TUCHEHUEM «2» C OJJHOM CTOPOHHI.

dapMakoTepaneBTHYECKasi Ipynmna

['opMOHEBI TOIOBBIX XKeJIe3 U MpemnapaThl, IPUMeHsIeMbIe ITPU TaTOJIOTUU TOJIOBBIX
opranos. IIporectorensl. Kog ATX GO3D BO08.

®dapMaKOAMHaAMHUKa

I[IneHOoTecCT - TPOU3BOAHOE HOPTECTOCTEPOHA 0€3 aHAPOTEHHOMN U C OIIpeNesIeHHOMN
AaHTHAHOPOTE€HHOM aKTUBHOCTHIO, YTO COCTaBJIsIET IPUMEPHO OOHY TPETh aKTUBHOCTH
IIMIIPOTEPOHA aneTraTta. [[lueHOorecT CBSI3BIBAETCS C PElleNITOpaMu IPOrecTepoHa B
MaTKe TONIbKO ¢ 10% oTHOCUTENbHOU adpPUHHOCTHI0. HecMOTps Ha HU3KYIO
apPuHHOCTL K pelieriTopaM IIPoTrecTepoHa, AUEeHOTeCT OKa3bIiBaeT CUIIbHOE
nporecrareHHou 3@deKT in vivo. [[ueHorecT He IPOSBISAET 3HaUYUTEIbHYIO
QHIOPOTEHHBIM, MUHEPAJIOKOPTUKOUOHYIO UJIN TTIOKOKOPTUKOUOHYIO aKTUBHOCTRIO in
Vivo.

[ImeHOrecT BIUSAET Ha SHOOMETPHUO3, YMEHbIIasd SHOOT€HHYIO IPOAYKIINIO 3CTPaguoia
U TaKuM 00pa3oM nomaBisas Tpodudeckue 3hHeKTH 3CTpaauosia Ha 3YyTONUYHUN U
S9KTONMUYECKUU SHAOMETPUH. [Ipu HenpephiBHOM MPUMEHEHNY OJUEHOTecTa IIPUBOAUT K
CO3OaHMNI0 TUIIO3CTPOTEHHOT 0, TUIIEPreCTareHHOT0 S9HAOKPUHHOM Cpedbl, YTO
BBI3BIBAET HA4YaJIbHYIO JeluayalTu3alliuio TKaHU S9HOOMETPUS C MOCIeOyIomen
aTpoduen SHOOMETPUOUOHBIX 0Yaros.

IlanHble no a¢ppekmusHocmu



[TpeuMyIIIeCcTBO AHMEHOTEeCTa CPAaBHEHUIO C ITaiedo ObIJIO IPOAEeMOHCTPUPOBaHa B
IIpoliiecce TPeXMeCSAYHOI 0 UCCIeJoBaHUusA Ipu yyactuu 198 nmanueHToK C
9HOOMEeTPH030M. bosb B 06acTu Ta3a, CBI3aHHLBIM C 9HOIOMETPHO30M, U3MEPSI/IN C
IIOMOILIBIO0 BU3yaJIbHOU aHanoroBou mkassl (0-100 mm). Yeped 3 Mecslla Tepanun
oueHorecToM Obljia oIIpedesieHa CTaTUCTUYECKU 3HaYMMasi pa3Hulla 10 CPaBHEHUIO C
mianebo (D = 12,3 mm; 95% [OU: 6,4-18,1; p <0,0001) u KTUHUYECKU 3HAYUMOE
yMeHbIlIeHre 00U 10 CPAaBHEHUIO C UCXOOHBIM YPOBHEM (CpefHee YMEHbIIIeHUEe =
27,4 MM *+ 22,9).

Yepes 3 Mecsiia 1e4eHUsI yMeHbIIIeHUe KOJIMYeCcTBa MIPOsIBIeHUM Ta30BOM 00U Ha
50% u 6o1ee, IPpU OTCYTCTBUU MOBHIIIIEHUS O3Bl 00€300/IUBAIOIINX CPENCTB,
HaOmoganu y 37,3% malueHTOB, IPUHUMAaBIINX AueHorecT (mnane6o: 19.8%);
YMEeHbIIIeHe KOJIUYeCTBa IIPOsIBJIEHNN Ta30Bou 0011 Ha 75% u 6oJiee, Ipu
OTCYTCTBHUU ITOBHIIIEHUS OO3bl 00€300IMBalONINX cCpeAcTB Habmonganu B 18,6%
MMal¥eHTOB, IPUHUMAaBIIUX OueHorecT (raamebo 7,3%).

[TpomomzxeHMe 3TOrO UCCIeOOBaHUS IIOKa3aJio HEIIPEPLIBHOE YMEHbBIIIEHUE
CBSI3aHHOTO C S9HIOOMETPHO30M 00IM B 00/1aCTU Tal3a IIPHU JIeUEeHUU OJIUTEIbHOCTHIO [0
15 Mmecsa1es.

I[laHHBIE TPEX UCCIENOBaHUN IIPY YYaCTUU MAIlMEeHTOK, IOIYYaBIINX OUEHOTEeCT 110 2
MT' B CYTKH, CBUIETEJILCTBYIOT O CYIIECTBEHHOM CHUXKEHUU 3HOOMETPUOUTHBIX
IOopaxKeHuu 4yepe3 6 MecCsleB JIeYeHUs.

B nipo1iecce HeOOMBIIOTO UCCIIeAOBaHUS MPUMEHEHUS IMEeHOrecTa B 1o3e 1 MT' B CyTKHU
BBISIBIIEHO OTCYTCTBUE OBYJISILIMM Yyepe3 1 Mecsll Tepanuu. [[lueHorecT He UCCIIeOoBaIu
110 KOHTPAIeNTUBHOM 3()P(PEKTUBHOCTH B OOJIBIIIUX UCCIEIOBAHUSX.

IlaHHble no 6be3onacHocmu
[Ipu IpUMeHEeHUN QUEeHOTrecTa YPOBeHb S9HIOT€HHOI'0 3CTPOTreHa YMEPEeHHO CHUXKAJICS.

[To cux op maHHBIE OJIMTENIBHBEIX UCCIIEOBaHUU 10 MUHEPAJIbHOU MJIOTHOCTU KOCTHOU
TKaHu (MIIKT) u pucka repejoMOB y NallMeHTOB, IPUHUMAIOIIUX OUEHOTeCT,
oTCcyTCTBYIOT. IToKa3aTens MIIKT omeHuBanacs y 21 B3pOCIOro nanreHTa g0 JIeYeHus
U yepe3 6 MecslleB IIpreMa JUEeHOrecTa, [IPU 3TOM ero CpefHee 3HaueHue He
YMEHBIIIMNIOCE. Y 29 maineHTOB, IPUHUMABIINX JIeUIIpopenuH anertart (JTA), cpenHee
cHuxkeHune coctaBuio 4.04% = 4,84 3a Tot xkKe nepuof (A mexpay rpynnaM = 4.29%;
95% IOH: 1,93-6,66; p <0,0003 ).

Bo Bpems nmpuema aueHOrecTa, B TeueHue 1repuona a0 15 mecsieB (n = 168) He ObII0
3a(puKCUpPOBaHO HUKAKUX 3HAYUTENIbHLIX PA3/IMUYNN CTaHOAPTHBIX J1a00pPaTOPHBIX
IMoKa3aTesel (reMaToJIOTUYeCKUH aHaInu3 KPOBU, OMOXUMUYECKUM aHaTi3 KPOBH,
YPOBEHb ITeUeHOYHLIX (P€PMEHTOB, JTUITUOOB U TJIMKUPOBAHHOT'O I'eMOTJIO0MHA).



IlaHHble no 6e3onacHocmu 015 NoOPOCMKO8

Be3onacHOCT 1 9p(PEeKTUBHOCTH IPUMEHEHUS UEHOrecTa OTHOCUTENIBHO IT0OKa3aTens
MIIKT uccnepoBanu Ipu HEKOHTPOJIUPYEMBIX KJIMHUYECKUX UCCII€JOBAaHUU B TEYEHUE
12 mecsiieB cpenu 111 meBymiek (12-18 j1eT), y KOTOPBIX SHAOMETPUO3 OBINI
NOATBEPXKOEH KInHUYeCcKu. CpenHuy nokasatenb uaMeHeHuss MIIKT mOsSCHUYHOT O
otmena (L2-L4) oT Hayasa nedeHus coctaBiusai 1,2% y 103 nauuenToB. B noarpyrmme
MalMeHTOB C TOHUXKEHHBIM noka3aTteneM MIIKT Obl BHIIOJIHEH TOBTOPHLIM aHAJM3
yepe3 6 MecsIleB IOCJIe 3aBepPIIeHUs JIeYeHUsI, BO BpeMs KOTOPOTO OblJI0 00HapyKeHO
noBeimeHre nokasaTteneu MIIKT gHa 0,6%.

IlaHHble 00KAUHUYeCcKUX uccsaedos8aHull no besonacHocmu

I[laHHBIE JOKJIMHUYECKUX MCCJIEJOBaHUM He YKa3bIBalOT Ha CyIIeCTBOBaHME 0COOOTO
PHCKa [JIs 4eJjioBeKa Ha OCHOBAHUHU CTAaHOAPTHBIX UCCIeIOBAaHNMN TOKCUYHOCTH IIPU
MHOTOKpPaTHOM ITpueMe, TeHOTOKCUYHOCTH, KaHIIEePOT€HHOT O JENCTBUS U
TOKCHYECKOT0 BJIUSTHUS Ha PENPOOYKTUBHYIO QyHKINIO. OOHAKO ClIenyeT yYUTHIBATh,
YTO II0JIOBBIE CTEPOUIBI MOTYT BHI3BIBATh POCT OIPEHEeI€eHHBIX TOPMOHO3aBUCUMBIX
TKaHeU U OIIyXOJIeu.

(I)apMaKOKI/IHeTIfIKa

Abcopbuus

Bo BpeMs mepopasibHOTO IpreMa, JUeHOrecT OLICTPO U IIOJTHOCTHIO BCAChIBAETCH.
MakcumMarnbHasi KOHIIEHTPAalUs B CLIBOPOTKE KPOBH, YTO COCTaABIIsAET 47 HI/MII,
pocturaeTcs 4yepes 1,5 4 mocsie OQHOKPATHOTO IpueMa. BUOgOCTYyIIHOCTh COCTaBIIsAET
0KO0J10 91%. PapMaKOKMHETHKA OUEHOrecTa IIpsMO IIPONOpPILIMOHaIbHa ero 103€e, eClIu
mo3a cocraBiseT 1-8 mr.

PacnpedeneHue

[lrneHorecCT CBSI3BIBAETCS C aJlbOyMUHOM CHIBOPOTKU KPOBU U He CBSI3BIBAETCS C
r7100yJINHOM, CBSI3BIBAIOIIUM II0JIOBEIE TOPMOHEIL, UJIU TIO0OYIMHOM, CBSI3BIBAIOIIUM
I'KC. 10% mpolieHTOB OT 00111el KOHIIEHTPAIIUY IIpefapaTa B KPOBU UMEIOIINECs KakK
cBobonHbie cTepounbl, 90% - He crienupUYECKU CBSI3BIBAIOTCS C aJIbOYMUHOM.

Teopetuueckuit o6beM pacupenenenus: gqueHorecta (Vd/F) cocrasnsieT 40 71.
Memab6oausm

MeTab0onu3M gueHorecTa MIPOUCXOOUT U3BECTHHIM ITyTeM MeTaboIu3Ma CTEPOUIO0B C
oOpa30BaHKEM SHIOKPUHOJIOTUYECKUX HEaKTUBHBIX MeTa00onIuTOB. [IpruHuMas Bo
BHUMaHUE pe3yJIbTaThl UCCJIEIOBAaHUYM UHTUOMPOBaHUS in vitro 1 ucciemoBaHui in



vivo, CYP3A4 - 3ToO 0OCHOBHOM (pepMEHT, BOBJIEYUEHHBIN B MeTab0oIu3Ma JUEeHOTeCTa.
MeTaboMuTH BEIBOOATCS 0YeHb OBICTPO, ITO3TOMY OOJIBIIYIO YaCTh KOHIIEHTPAllUU
IIpelaparTa B IIJla3Me KPOBU COCTaB/IsIeT HEU3MEHEeHHEBIU JUEeHOIeCT.

CkopocTh MeTabonu4yeckKoro KinupeHca B ceiBopoTke Cl/F cocraBrnsieT 64 MJ/MUH.
BuvisedeHue

KoHIleHTpalus OueHorecra B CRIBOPOTKE CHUXKAETCs B IBe ¢a3nl. B pa3e KOHEUHOTO
pacupepneneHus Iepuos mojypacnaga coctasiusgeT npumMepHo 9-10 gacos. [JlueHOrecT
BBIBOIMTCSI B BUue MeTabOOJIMTOB C MOYOM, COOTHOIIIeHUE K ¢eKausiM cocTaBisieT 3:1
npu nepopanbHoM npueMe 0,1 Mmr/kr. ITepuon mmonyBeIBEeHUS MeTa00TUTOB
COCTaBJIgeT OK0Jio 14 4acos.

IIpu nepopalbHOM IIPUMEHEHUUN OKOJI0 86% O03bI BEIBOOUTCS B TeUeHNE 6 OHEH,
3Ha4YMTeJIbHAs 4acCTh BRIBOOUTCS B TedeHUe 24 4acoB, IPEUMYILEeCTBEHHO C MOYOM.

YpasrnoseweHHoe cocmosaHue

Ha ¢papmMakOKMHETUKY OMEHOTeCcTa He BIIUSEeT YPOBEHb I'T00OyIrHA, CBI3BIBAIOIIIETO
II0JIOBbIEe TOPMOHGEI. [1pu e3keTHEBHOM ITpUEeMe KOHIIEHTPAIlusa B CHIBOPOTKE KPOBU
Bo3pacTaeT B 1,24 pa3a u goCTUraeT yPaBHOBEILIEHHOI'O COCTOSSHUSA 4yepe3 4 OHS
nedeHnsi. PapMakKOKMHETUKY OUEHOTecTa IIPYU ITIOBTOPHOM IIPUMEHEHUU MOXKHO
mpeacKa3aTh Ha OCHOBE JaHHBIX O (papMaKOKUMHETHKE Pa30BOro IpreMa mpelnapara.

dapmakokKuHemuuyeckue ceolicmsaa npenapama cpedu 0cobbix 2pynn HaceaeHusl

CrenuanbHble UCCIEIOBAaHUS IPUMEHEeHUS JUeHOrecTa B IeYeHUU MallueHTOB C
HapyIIeHusIMU paboTH TOYEK HE TTPOBOAUIUCE.

HpHMeHeHHe OVeHOoTrecTa B JIeUEeHUH MallMeHTOB C ITIeYeHOYHOU HeJOCTaTOYHOCThIO HE
IIPOBOOUIINCE.

IToka3aHus
JleyeHre sHOOMETPHO3A.
IIporuBONIOKAa3aHUA

[Ipenapat [dueHorecT AJIBOTEH He ClIeOyeT MIPUMEHSTDh IIPU HaJlu4uu 11000ro U3
HUXKeIllepedynCcJIeHHBIX COCTOSTHUM MJTH 3a00jieBaHUM. DTa HHGOPMAIHUS YaCTUIHO
IIoJlydyeHa Ha OCHOBaHUM IIPUMEHEHUS APYTUX IIperapaToB, COOepzKallux TOIbKO
nporecrareHs. Eciy 10004 U3 9TUX COCTOSTHUM UK 3a00JIeBaHUM BO3HUKAET BIIEPBHIE
BO BpeMs IIpUMeHeHUsd npenaparta [JlueHorect AJIBOTeH, IpUeM IIpeliapaTta ClieayeT



HeMeOJIeHHO IPEeKPaTUTh.
BeHo3Hasi mpomboamboaus 8 akmusHol ¢popme.

ApmepuasavHble uau kapouoeackKyasipHbvle 3ab01e8aHus 8 aHamMHe3e (Hanpumep,
UHpapkm muokapoa, uepebposackyasipHas cobbimue, uwemudeckas 601e3Hb
cepoua).

CaxapHblii duabem ¢ nopasceHuem cocyoos.

Tsaoicenvle 3a60/1€8aHUA NEYEHU 8 HACMOAW,Ee 8peMs UAU UX HAAudue 8 dHaMHese,
NnokKa nokaszameau (pyHKuUU neyeHu He K HopMe.

Onyxoau neyeHu 8 aHamHe3e (0obpokayecmaeeHHble UaU 3/10Ka4ecmseeHHble).

Hau npe@nOAaeaeMble 3/10Ka4ecmseeHHble onyxosiu, 3asucumMbslie Om nos108suix
20PMOHOB.

BazuHaavHoe Kposome4deHue HesACHOU amuo/02ul.

ITosbvlweHHAs uyscmesumeibHOCMb K delicmayrwemy sew,ecmay uiu K Ai06omy u3
KOMNoHeHmMos npenapamad.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPeICTBAMH H IPyrue BHIbI
B3aMMOIEeHUCTBUH

HpHMeanHe: IJISI BBISIBJIEHUSI BO3MOXKHBIX B3aUMOENCTBUM, cienyeT O3HAaKOMUTLECA
C UHCTPYKIOUAMMU I10 IIPDUMEHEHHUIO JIEKAaPCTBEHHEIX CPEOCTB, IIPMMEHAEMBIX
COIIYTCTBYIOIIIEE.

BausiHue Opyaux npenapamoe Ha dueHoz2ecm

[TporecTorexsl, BKIO4Yas AUEHOTECT, MeTabOOIU3UPYIOTCS TTTaBHLIM 00pa3oM
cuctemoi nmutoxpoma P450 3A4 (CYP3A4), pacrookKeHHON B CIIM3UCTON 000JI0UYKe
KHUIIIeYHUKa U B IedeHU. [109ToMy MHOYKTOPH unu uHruoutopsl CYP3A4 MmoryTt
BJIUATH Ha MeTab0IU3M IIporecrareHa.

YBenuueHue KIUPEHCa ITOJIOBBIX TOPMOHOB Yepe3 UHAYKINIO0 GepMEHTOB MOXKET
YMEHBIIUTh TepaneBTUUYeCKui 3¢ GekT [reHorecT AIBOTEH U IIPUBECTHU K
HeXeJlaTeNlbHBIM 3¢ deKkTaM, HanpuMep K U3MEeHEeHUSIM XapaKTepa MeHCTPYaJIbHOTO
KPOBOTEYEHUS.

YMeHbIIIeHNEe KIIMPEeHca MOJIOBLIX TOPMOHOB M3-3a MoaBlIeHus pepMeHTa MOXKeT
YMEHBIINTh TepalneBTu4YecKui 3¢ dekT [JlueHorecra ABoreHa M IIPUBECTHU K Pa3BUTUIO
MOOOYHBIX PEAKITHH.



BeitiecTBa, mOBHIIIAIONINE KIIUPEHC TOJIOBBIX TOPMOHOB (CHUXKeHHE 3(hHEKTUBHOCTH
IIyTeM UHOYIIUPOBaHUS (epMEHTOB), HartpuMep GeHuToOuH, 6apOUTypaThl, MPUMUIOH,
KapOaMasenuH, pupaMIIUIINH, a TaKXKe, BO3MOXKHO, OKCKapOa3eluH, ToIIupaMar,
benvbamaT, rpuseodynbBUH U CPENCTBa, cofepikaliue 3Bepoboit (Hypericum
perforatum).

Nupykuus pepMeHTOB MOXKeT HabJIIoaThCs MOCjie HECKOMbKUX OHEN Tepaliuu.
MakcumMaJsibHas MHOYKIIUS GEePMEHTOB B II€JIOM IIPOSIBIISIETCS Yepe3 HECKOIbKO
He[elb.

Nupykums ¢pepMeHTOB MOXKET ITPOAO0JIZKaThCA A0 4 Hefesb Iocjie TpeKpalleHusI
Tepamnuu.

Bnusaue nagykrtopa CYP 3A4 pudaMnuiiiia UCCIeOoBaJCs Y 3MOPOBLIX KEHIITUH B
MIOCTKIMMaKTepUu4deCcKoM Iepuone. OmMHOBpEMEHHOE IPUMeHeHNe pudaMIITUIITHa C
TabreTrupoBaHHOM (GOPMOM 3CTPaANOIIa BajepaT/oqueHorecta IpuBeIo K
3HAQUUTEJIbHOMY CHUZKEHHWIO PaBHOBECHOM KOHIIEHTPAIIMM U CUCTEMHOTO BO3OENCTBUA
OueHorecTa u 3cTpanuona. CuCTeEMHOE BO3OEMCTBHUE AUEHOTrecTa U 3CTpaauosa B
paBHOBECHOM cocTossHUU, u3MepeHHoe 1o AUC (0-24 yaca), ymeHsbmusicsa Ha 83% u
44% COOTBETCTBEHHO.

BeiectBa c Pa3JIM4YHBIM BIIMSAHHMEM Ha KJIMPEHC IIOJIOBBEIX TOPMOHOB.

OnHOBpeMEHHOE ITPUMEHEHHE C IIOJIOBBIMY IT'OPMOHAMU OOJIBIIIOT0 KOJIMYECTBa
KOMOMHaUMM UHTUOUTOPOB ITpoTeadbl BUY 1 HeHYK/I€03UAHBIX MHTUOUTOPOB
0o0paTHOM TPAaHCKPUNTA3kl, B COYETAaHUN C KOMOMHALIMSIMU MHTUOUTOPOB BUPYyCa
rematuta C, MOXKET YBEeJIMYUTD UJIN YMEHBIINUTh YPOBEHb ITPOTECTHUHA B MJIa3Me KPOBH.
COBOKYIHOE BIUSTHUE 3TUX U3MEHEHUN MOXKeT ObITh KIMHUYECKU 3HAUUMBIM B
HEKOTOPBIX CIydasix.

BemrecTBa, CHUKAIOIINE KJIIMPEHC MOJIOBEIX TOPMOHOB (MHTUOUTOPH (DEPMEHTOB).
IuenorecT aBsgeTcsa cyocTpaToM nutoxpoma P450 (CYP) 3A4.

KnuHndyeckas 3Ha4MMOCTh IOTEHIIMAILHBIX B3aUMOENCTBUM C I/IHI‘I/IGI/ITOpaMI/I
(l)epMeHTOB OCTAEeTCsI HEU3BECTHOM.

OmHOBpPEMEHHOE MpUMeHeHNe CUIbHBIX UHTUOUTOPOB CYP3A4 MOXKeT yBeJIMYUBaATh
IJjla3MeHHble KOHIIeHTpaluy IueHorecrTa.

OpHOBpeMeHHOe IpUMeHeHNe C CUIbHBEIM HHTruoutopom depmernta CYP3A4-
KEeTOKOHAa30JI0OM-IIPHUBOAUJIO K ITOBHIIIEHMIO B 2,9 pa3a AUC (0-24 yaca) gueHorecra B
paBHOBECHOM CcOCTOSHUU. OMHOBPEMEHHOE IIPUMEHEHUE C YMEPEHHBIM HHTUOUTOPOM
SPUTPOMUIIMHOM IIPUBOAMIIO K HOBHIIIeHUIO B 1,6 pasza AUC (0-24 yaca) nueHorecrta B



PaBHOBECHOM COCTOSITHUU.
BausiHue dueHozecma Ha Opya2ue seKapcmeeHHble cpedcmea

[To pe3ynbTaTaM UCCIEIOBAaHUN MHTUOUPOBAHUS in Vitro, KIMHUYECKU 3HAYNMOE
B3aMMOAENCTBUE AUEHOTecTa C OPyruMHU IIpenapaTtaMu, MeTab0JIM3M KOTOPBIX
orocpenyetcsa pepMeHTaMu IuToxpoMa P450, MmarmoBeposiTHA.

Bzaumooeiicmsue ¢ nuuw,esbiMu Npo0yKmamu

YnoTrpebneHue OUIIYU C BEICOKUM COIepzKaHNUeM XKHUPOB He BIUSI0 Ha OMOIOCTYIITHOCTD
npemnapata [lueHorecTt AJIBOT€H.

JlabopamopHbvle mecmeul

[TpueM nporecrtareHOB MOXKET IIOBIUATH Ha Pe3yJIbTaThl HEKOTOPHIX 1ab0paTOPHBIX
aHaJIM30B, B TOM 4YHUCJIe Ha OMOXUMHUYECKHE ITapaMeTpPHl ITeYeHU, IUTOBUOHOMN
XKeneswl, QyHKIUU ITOYEK U HAATIOUYEYHUKOB, YPOBHU O€JIKOB (HOCUTEEM) B IJTa3Me
KpoBu (HanpuMmep, 'OK u ppaknuu mUnnmoB/IUIIONPOTENIOB), TapaMeTPhI
MeTaboIu3Ma yTJIeBOJOB U IT0Ka3aTelu Koarynanuu u GubpuHonusa. aMeHeHUus
OOBIYHO OCTAIOTCS B ITpemesiax 1abopaTOPHOM HOPMHI.

Oco0eHHOCTH NIPpUMEHEeHHsT

ITpedocmepediceHue.

[Tockonbky [IueHOorecT AJIBOTEH - IIpenapart, ComepzKallluil TOJIbKO IIporecrarex,
CUMTAIOT, YTO O0COOBIE TIPEIOCTEPEXKEHUS U MePhl 0€30MaCHOCTH 10 TPUMEHEHHUIO
IPOreCTUHOCOAepKallluX IIpeliapaToB TaKXkKe KacalTcAa npenaparta [JueHorecT
AnBOTEH, XOTS HE BCe MIPEeaoCTEPEeRKEHUSA U MePhI IPEOOCTOPOXKHOCTA OCHOBBIBAIOTCS
Ha COOTBETCTBYIOIUX pe3ylbTaTax KJIMHUYECKUX UCCIIeJOBaHUU UMEHHO 3TOr0
mperapara.

[Tpu yxyAuieHuU UJIu I€PBOM BO3HUKHOBEHUHU JII0O0T0 U3 YKa3aHHBIX HUXKE
COCTOSIHUY/(paKTOPOB pPUCKa B MHANBUAYAJIbHOM IIOPSIAKE OOJI2KEH OBITh IIPOBEAEeH
aHaJIM3 COOTHOILIEHUS PUCK/IIOJIb3a IIepe] HadyajioM UJIU IIPOOOJI2KEeHUEM IIPUMEHEHU T
npemnaparta [[lueHorecTt AJIBOTeH.

Tsaocenvle mamoyHble KposomeieHu:A

MaTo4yHO€e KpOBOTEUYEeHME, HAaIpUMep yV XKEeHIIUH C af€eHOMHXO030M MaTKHU UJIU
JIEMOMUOMOM MaTKM, MOXKET YBeJIMYMUBAThCS IIPU IPUMEHEHUHU Iipenapara [lueHorect
AnBoreH. Ecniu KpoBOTeUeHUE BEIPAXKEHO U He IMpeKpalllaeTCs B TeYeHUe OIUTEIbHOT O
BPEMEHU, OHO MOXKET IIPUBECTU K aHEMUU (B HEKOTOPEHIX ClIy4dasX TAXKeJou). B Takom
Ccllydae HYKHO paCCMOTPETHh BOIIPOC O MpPeKpallleHUU IIprueMa npernapara.



H3meHeHue xapakmepa KpogomeueHus

JleueHue mpemnapaToM [IueHorecT AJTBOTEH BIMsET Ha XapaKTep MEHCTPYaJIbHOTO
KPOBOTEYEHUS Y OOJBIMUHCTBA XKEHIITHUH.

LupKyaamopHble HapyweHus

Ha ocHoBaHUU pe3yJIbTaTOB IMUAEMUOTIOTUYECKUX UCCIIEHOBAHNM BHISIBIIEHO
HeOO0JIbIIIoe KOJIUYEeCTBO JaHHBIX O CYIIIeCTBOBAHUU CBSI3U MEXKOY IIPUMEHEHUEeM
IIperapaToB, COOePKallluX TOJILKO IIporecTareH, 1 IOBLIIIIEHNEM PUCKA PAa3BUTHUS
nHdpapKTa MHOKapaa uiau 1nepedpanbHOM TpoMOo3aMOonuu. PUCK KapanoBaCKYyJISIPHBIX
U 1lepebpabHBIX SIBIE€HUNW CKOpPee CBSI3aH C BO3PAacTOM, apTepUalibHOMN TUIlepTeH3Uen
U KypeHueM. Y XKeHIWH C apTepualbHON T'MIepTeH3uel PUCK PAa3BUTHUS UHCYJIbTA
MOZKET HECKOJIPKO YBEITUYMBATLCS IPU IIPUMEHEHUU ITPENapaToB, CoOAepKaIlInux
TOJIBKO IIPOTeCTareH.

HexkoTopsie ucciemoBaHusi CBUOETEIBCTBYIOT O CYIIIeCTBOBAaHUM OIIPENENIEHHOTO,
OOHAKO HEe CTaTUCTUYECKU 3HAYMMOTO YBEIUUYEHUS PUCKA PAa3BUTHUS BEHO3HOM
TpoMboaMbonuu (BTI) (TpomM0603 riryboKMX BeH, TPOMOOSMOOIUS IETOYHOU apTepPun),
CBSI3@aHHOTO C IIPUMEHEHUEM IIpenapaToB, CofepKalliuX TOJIBKO ITPOTrecTareH.
Oo6mienpru3HaHHBIe (DAKTOPHI, ITOBLIIIAIOIINE PUCK BO3HUKHOBEHHUST BT BKIII0YAIOT:
JINYHBIN WU CEMEeNHBIN aHaMHe3 (HampuMmep, cioiydau BTD y 6paTheB UM cecTep UJn
poauTesiel B OTHOCUTENIBHO MOJIOIOM BO3pacTe); BO3pacT; OKUPEHUe, NIUTeIbHas
MUMMOOUIHU3allns, paOduKalbHbEIe XUPYPrUiUecKrue BMeIlaTe/IbCTBa UJIN TPaBMEL. B
ciydae OJIMTEeNbHOM UMMOOUTHU3alluUl PEKOMEHAYETCS IIPEKPATUTh IIPUMEHEHNE
npemnaparta [lueHorecT ABOTreH (IIpU MJIaHOBHIX OIlepalUsIX-MUHUMYM 3a 4 HeOenu [0
Hee) U He BOCCTaHABIMUBATh €r0 PaHbIlle YeM yepe3 2 Hedeslu 0CcJjie ITOTHOU
peabuIuTaIINN.

Heo6xoouMo npuHUMAaTh BO BHMUMAaHUE ITOBLIIIIEHNE PUCKA PA3BUTUS TPOMO0IMOOIUYT
B IIOCJIEPOJOBOM IIEPUOJE.

B cnyyae BO3HMKHOBEHUSI CUMIITOMOB BEHO3HBIX ¥ apTepPHUaIbHBEIX TPOMOOTHUYECKUX
3a00IeBaHUM MY TTIOA03PEHUYN Ha HUX JIeUeHUe CJiedyeT ITPeKPaTuTh.

Onyxoau

MeTa-ananu3 54 30uOeMUOJIOTUYECKUX UCCIIeIOBAHUU CBUNETEJILCTBYIOT O
HEe3Ha4YMUTEIbHOM IIOBHIIIEHNN OTHOCUTENbHOTrO pucka (OP = 1,24) pa3BuTtusa paka
MOJIOYHOU 2KeJie3bl Y XKEHILNH, IPUMEeHSIIOIIUX opalbHble KOHTpauenTtussl (OK),
rJIaBHBIM 00pa3oM comepzKalllyie 3CTPOTreH-IIPoTrecTaret. 9TOT MOBLIIIEHHBINA PUCK
IIOCTEINEeHHO uc4ye3aeT B TeueHue 10 neT rmocie OKOH4YaHUS IIprueMa
KOMOMHUPOBAHHBIX OpabHBIX KOHTpanenTuBoB (KOK). [ToCKOIBKY pakK MOJIOYHOM
JKeJe3bl Y XKEeHIIUH B Bo3pacTe g0 40 j1eT BCTpedaeTcsd PeOKoO, YBeJIudeHue



KOJIM4eCcTBa ClIydaeB JUArHOCTUKM PakKa MOJIOYHOU JKeJie3bl y KEHIINH,
OIPUMEHSIIUX UIN HegaBHO npuMeHaBIMX KOK, He3HaYnTEeIbHOE OTHOCUTEIBHO
o0111ero prcKa paka MOJIOYHOU kKejie3bl. CyllleCcTBYeT OOUHAKOBBLIN PUCK BHISIBIIEHUSA
paka MOJIOYHOU JKeJIe3Hl Y XKEeHIIWH, IPUHUMAaBIINUX IIperapaTel, cogepXKallye TOJIBKO
nporectares, unu KOK. Ograko napopMalius, Kacawlascs npenapaTos,
copepzKaIlnux TOJIbKO IIporecrareH, 6a3upyeTcss Ha ropa3fgo MEHBIIIEM KOJTUYECTBE
KEeHIIWH, KOTOphle UX IIPUMEHSIOT, II03TOMY OHa MeHee yOeouTelbHa, YeM JaHHbBIE,
Kacawmuecsa KOK. Pe3ynbTaThl 3TUX UCCJIEHOBaHUU HE IPEOOCTaBIISIIOT
OOKa3aTeIbCTB CYIIeCTBOBAHUS IPUYMHHOMN B3aUMOCBA3U. [I0BhIIIIEHNE PUCKA MOXKET
OBITH 00YCJIOBJIEHO KaK 00jiee paHHEelN AUarHOCTUKOM paKa MOJIOYHOM KeJe3hl Y
XkeHIuH, npuMeHsaomux OK, Tak 1 6MOTOTUYECKUM [AeHCTBUEM 3TUX ITpeIapaTos,
WU coueTaHueM oboux ¢pakTopoB. OTMedYeHa TEHOEHIIUS, YTO PaK MOJIOYHOM JKeJe3Hl,
BBLISIBJIEHHBIN y KEHIIUH, KOTOphle Korga-nu6o npuauManu OK, KITUHUYEeCKU MeHee
BBIpaXKeH, 4YeM y TeX, KTO HuKorga He ynorpeobnsna OK.

B pemkux ciy4asix y XKeHIIWH, IPUHUMABIIINX TOPMOHAJIBHEIE BEIIeCTBa, ITOHO0HEIe
TOM, YTO COMNEPKUT Ipernapar [JueHorecT AIBoOreH, HaOJI0OOanuch
noOpoKadYeCTBEHHBIE, a eIlle peke - 3I0KaYeCTBEHHEIE OIYXO0JIM ITIeYeHU, KOTOPHIE B
OTHEJIbHBIX CIyYasX IIPUBOOUIN K OITAaCHOMY OJISI XKU3HU BHYTPUOPIOITHOMY
KpPOBOTe4YeHUI0. B ciydae xkajob Ha CUIbHYIO O0JIb B SIIUTacTpaibHOM 006J1aCTH,
yBeJIUYeHUe IIeUeHU UJIU ITOSIBJIEHUS IIPU3HAKOB BHYTPUOPIONTHOTO KPOBOTEYEHUST
mpu nuddepeHIInaTbHON TUATHOCTUKE CIIeOyeT YUYUTHIBATh BO3MOXKHOCTD HAJTUYUSI
OITyXONIY MeYEHU V KEHIIUH, TPUHUMAIOIIUX ITpenapaT [JueHorecT AJIBOTEH.

Ocmeonopo3
H3menenusa MIIKT.

I[IpuMmeHeHUe OueHorecTta moapocTkam (12-18 neT) B TeueHue nepuona jredeHus 12
MeCSLEB aCCOLIMUPOBAJIOCh CO CHUXKeHueM cpenHero 3HayeHus MITKT B nmossicHU4YHOM
otaerne mo3BoHoYHUKA (L2-14) Ha 1,2%. ITocne npekpaiiernus nedenuss MITKT
MOBBIIIAIaCh CHOBA Y 9TUX MAlUEHTOB.

CpenHssa oTHocuTenbHOe uaMmeHeHrue MITKT OT HCXOOHBIX ITOKa3aTesleld J0 OKOHYaHUSA
nmedyeHus coctaBuna 1,2% c omamnaszoHoM Mexkay-6% u 5% (OU 95%: -1,70% u -0,78%,
n = 103). [ToBTOpHOE U3MEpPEHNE Yepe3 6 MeCsIleB II0C/Ie OKOHYaHUS JIeYeHUs B
noarpymnne ¢ noHuxeHHsIMu 3HaueHuAMu MITKT nokasasno TeHOeHIUIo K
BOCCTAQHOBIIEHUIO (CpenHssd OTHOCUTEJIbHOE U3MEHEHMEe OT UCXOOHBIX ITOKa3aTeleu: -
2,3% npu oKOHYaHUM jiedeHus U -0,6% depe3 6 Mecs1eB IMOCIe OKOHYaHUS JIEYEHUS C
ouarasoHoM MexXkay - 9% u 6% (I 95%: -1,20% u 0,06% (n = 60)).

Hapymieaune MITKT umeeT oco6oe 3HaYeHHE B IIOAPOCTKOBOM BO3pacTe U B paHHUM
Iepuop IIOJIOBOT0 CO3pPEeBaHNUs, KPUTUYECKUU IIeprod poCcTa KocTeu. Hen3BecTHO,



YMEHBIIUT ITMKOBYIO KOCTHYIO MaCCy U IOBBEICUT PUCK IepesjioMa KOCTEHU B II0KUIIOM
Bo3pacTe cHuxeHue MIIKT B 3TOU MONYIALIUA.

[lepen HayanoOM JIe4YeHUs Bpayy ClielyeT B3BECUTh IPEUMYyIleCTBa IPUMeHEeHUs
mpenapaTta JlrneHorecT AJTBOTE€H ¥ BO3MOXKHBIE PUCKU ITPUMEHEHUS OIS KaXKI0T0
IMOOPOCTKA, YYUTHIBAsI TaKXKe HaJIM4yue CYIIeCTBEHHBIX (paKTOPOB prCKa OCTEOIIOPO03a.

ApmekBaTHOe IIpPUMEHEeHNnEe KaJIbIIusd U BUTaMHWHA D IIpru INETUNYECKOM IINTAHUHN UIIA
IIPpU IIPMMEHEHHUHN IIHUITEBBIX JIOGaBOK ABJIAETCs BaXKHBIM [OJId 30OPOBOTO0 COCTOAHUA
KOCTHOUM TKaHU Y XKEHIITNH BCEX BO3PACTHBIX KaTETOPHH.

He nabmtomanock cuuxkenuss MITKT y B3pOCIBIX.

Y manueHTOK, HaXOOAIINUXCA B IPYIIIE IIOBLIIIEHHOTIO PUCKa Pa3BUTUA OCTE0IIOPO3a,
THIaTeJIbHAas OlleHKa COOTHOIIEHUS 0JIb3a/PUCK AOJI2KHA OBITh IIPOBeAeHa 0 Hadasla
jleyeHus [{lueHOrecT AJIBOTEH, IIOCKOJIBKY YPOBEHE 3HOOT€HHEIX 3CTPOre€HOB YMEPEHHO
CHUXKaeTcs Ha poHe nedyeHUus [lueHorect AIBOT€EH.

IIpy2ue cocmosHus

[To cocTosIHMIO TTAIIMEHTOK C Jellpeccruell B aHaMHe3e ClIeoyeT TIlaTeJIbHO HabmomaTh
¥ OTMEHUTDH IIpernapaT NPy Pa3BUTHUHU BhIpaKEHHBIX IIPOSBIIEHUN [IEIIPECCUN.

IlneHoTrecT OOBLIYHO HEe BIUSET Ha apTepHalbHOE OaBJIeHUE ¥ HOPMOTEH3UBHBIX
XKeHIuH. OOHAKO, eCJIM IPONOJIXKUTEe IbHAS KIMHUYECKU BhIpakKeHHas apTepuaabHas
TUNEPTEeH3UsI BO3HUKAET NPU MPUMEHEHUU IIpernapara, PEKOMeHIyeTCsI OTMEHUTD
nmpemnapat [IueHorecT AJIBOTEH U JIEYUTh apTePUAJIbHYIO TUIIEPTEH3UIO.

[Tpu peruaouBe XOIECTAaTUYECKOM XKEJITYyXU U/UNMU 3yIda, BOSHUKAIIA B IEPUOL
OepeMeHHOCTH UJIM IPEebIAYIIero IIprueMa II0JIOBEIX TOPMOHOB, IPHEM IIpeliapaTa
cienyeT IMIPeKpPaTuTh.

[ImeHOreCcT MOXKET UMETh He3HAUUTEJIbHOE BIUsSHIE Ha IepudepudecKyio
WHCYJTNHOPE3UCTEHTHOCTD M TOJIEPAHTHOCTH K I'/IIoK03€e. 2KeHIInHEI, 00JIbHBIE
caxapHHBEIM OguabeToM, 0COOEHHO C TeCTAllMOHHBIM CaXapHBIM O1abeToM B aHaMHe3e,
OOJI2KHEI TIIIaTEeIbHO 00CIeIOBaThCS B TeUeHUEe IIPUMEeHeHus npenaparta [J1ueHorecT
AJIBOT€EH.

HWHorma MOKeT pa3BUBATLCS XJI0a3Ma, 0COOEHHO y XKEHIIUH C XJI0a3MOM 6epeMeHHbBIX
B aHaMHe3e. 2KeHIIUHLI, CKJIOHHbIe K BO3SHUKHOBEHHUIO XJI0a3Mbl, IOJI?)KHEI 130eraThb
BO3IOEUCTBUS IMPSIMBIX COJTHEUHBIX Ty4Yel UJIH YIbTPadruOoIeTOBOTO U3TyYEHUSI BO
BpeMsd IIpreMa Ipernapara [lrueHorecTt AJIBOTeH.

BeposiTHOCTE BHEMATOYHOU O€PEMEHHOCTHU Y KEHITUH, TPUMEHSIONIUX OIS
KOHTpAIIEIIINU ITpenapaThl, COOepKalllie TOJILKO ITPOorecTareH, BEIIIE, YEM YV KEHIIUH,



npuauMalonux KOK. ITosToMy Ajist KeHIIUH C BHEMATOYHOM 6€PEMEHHOCTHIO B
aHaMHe3€e UJIM HapyLIeHUusIMU GYHKIIUM MaTOYHBIX TPYyO BOIIPOC O IPUMEHEHUU
npemnapata [lueHorect AJIBOTEH cilefyeT pellaTh TOJIBKO II0CJIe TIIaTe/IbHOU OLeHKU
COOTHOIIIEHUA T10JIb3a/PUCK.

Bo Bpemst mpuMeHeHUs npenaparta [[ueHorect AJIBOT€H MOXKET BO3HUKATh
MIePCUCTEeHINS (POIIUKYJIIOB (YaCTO OTMeYaeTCs KaK (YHKIIMOHAIbHBIE KHMCTHI
SIMYHUKOB). BOIBIIIMHCTBO 3TUX (POJUIMKYIIOB O€CCUMIITOMHEIE, XOTSI HEKOTOPBIE MOTYT
COITPOBOXKIAThCs 00JIbI0 B 06J1aCTH Ta3a.

He npumeHsieTcsi B repuaTPUUYECKON IPaKTUKE.
JIlakmosa

Opua TabneTka [lmeHorect ABOTeH COmepKuUT 57,20 Mr j1akKTO3hkl MOHOTHOpPATA.
[MTanueHTHl C PeOKNMU HAC/IeICTBEeHHLIMU 3a001eBaHUSIMH, CBSI3aHHLIMHU C
HeIepeHOCUMOCThIO TaJIaKTO3kl, AedUuIIMTOM JIaKTas3kl Jlaria uiu Maababcopoiuen
TJIIOKO3BI-TaJIaKTO3bI, KOTOPHIE MMPUAEPKUBAIOTCS 0€3/1aKTO3HOM OUETH, MOJIXKHEI
VYUTHIBATh KOJIMYECTBO 3TOTO BellleCTBa B TabJieTKe mpernapaTa [[ueHorecT AIBOTEH.

CnoCcoOHOCTH BJIUSITHh HAa CKOPOCTH PEaKIIHH IIPH YIIPaBJI€eHHUH
ABTOTPAHCIOPTOM M/IM padoTe C MeXxaHHu3MaMH

He HabOmntomanu BIUSHUS Ha CIIOCOOHOCTH yIIPaBASTh aBTOTPAHCIIOPTOM U YIIPaBIISTh
MexaHH3MaMH y NallMeHTOK, IIPUHUMAaBIINX IIperapaThl, CogepKalllne JUeHOTecCT.

HpnmeHeHHe B IIepuona 6epeMeHHOCTH HJIN KOPpMJIEHHUs I'Ppyadblo

EepemeHHOCMbB

CymiecTBYIOT OTpaHUY€eHHbIE JaHHbIE 10 TIPUMEHEHNUIO ArueHorecTa 6epeMeHHbIM
XKeHmyHaM. YccrnenoBaHus Ha XKUBOTHBIX He YKa3bIBAlOT Ha NPSIMOE UJIM KOCBEHHOE
PUCK PENPOAYKTHUBHOM TOKCUYHOCTH.

IIneHorecT AJIBOTeH He PeKOMEHOYeTCs IIPUMEHSATh OepeMeHHBIM XKEeHIITUHAM, TaK
KaK HeT HeoOXOOMMOCTH JIEUUTh 9HIOMETPHO3 B IIepHo 6epeMeHHOCTH.

ITepuooO KopmaeHua 2py0bro

Jleuenue npenapatoM [lueHOrecCcT AJIBOTEH B IIEPUO KOPMJIEHUSA I'PYyObI0 HE
pekoMeHayeTcs. Hen3BecTHO, IPOHUKAET QUEHOTECT B IPYAHOE MOJIOKO KEHIIIUHEL.
IlaHHBIE, TIOTYYEHHBIE B IIPOIleCCe UCCIIeqOBaHNM Ha XKHWBOTHBIX, YKa3bIBalOT Ha
IIPOHUKHOBEHNE JUEHOrecTa B IPyOHOE MOJIOKO. CrieyeT NPUHATH PELIeHKEe O
IIpeKpalleHnd KOPMJIEHUS IPyObI0 UK IIPEeKpallleHus Tepanuy npernapaToM



[lneHOTeCcT AJIBOTEH, YUUTHIBAS II0JIb3Y KOPMJIEHUS IPYObIo AJisi pebeHKa u
He0oOXOOUMOCTh TePaANUuU AJIs1 KEHITUHEL.

depmusabHOCMb

Ha ocHOBaHMMN MMEKIUXCSI JaHHBIX MOXKHO YTBEPXKIOATh, YTO BO BPEMH JIEHECHUA
IIrueHorect AJBOTeH y OOJIBLIIIMHCTBA IIaITHE€HTOK I/IHFI/IGI/IpyeTCH OBYJISAIUSA. OpHako
IIperapar IrueHorecT AJIBOTE€H He SIBJISIETCS IIPOTUBO3a4YAdaTOYHLEIM CpPEeOdCTBOM.

Ecnu Hy2KHa KOHTpPALEIIUs, CieqyeT JONOIHUTEIbHO IIPUMEHSITh HeTOPMOHATLHEIN
MeTO[I ITpeIoTBpaIleHuss 6epeMeHHOCTH.

Ha ocHOBaHMM UMEIOIINXCS OaHHBIX MOXKHO YTBEPXKOATh, YTO MEHCTPYaJIbHBIN ITUKII
BO3BpalllaeTCs K HOPME B TeUeHHe 2 MeCIIeB II0CTe ITpeKpallleHus JTeYeHn I
IImeHorect AJIBOTEH.

Crmoco0 mpuMeHEeHHsI M T03bI

Il71s1 mepopabHOTO IPUMEHEHUS.

QOSUQOBKG

[TpuuauMaTh 1o 1 TabneTke exxeqHeBHO 6e3 IepephiBa, IpreMe IpenapaTa MPUMEepPHO
B OHO M TO K€ BpeMsi, 3aluBasi HeOOJIbIIINM KOJIHUYEeCTBOM XKHUIKOCTH. TabneTKu
MOKHO IPHUHMMATh HE3aBUCHUMO OT ITpHeMa TTHIITH.

TabneTknu ciaenyeT MIPpHHUMATE PETYJIIAPHO, HE3aBMCHUMO OT MEHCTPYaAJIbLHOT'O
KPOBOTEYEHUA. Kak Tonbko TabGnIeTKu u3 OHHOﬁ YIIAKOBKH 3aKOHYHUIINCH, HAYMHATh
IIPUHUMATh TaOJIeTKHN U3 CJ'IeJIYIOH_Ieﬂ YIIaKOBKH, HE€ O€Jlasd II€ePePhIBAd B IPDUMEHEHUU
JIEKapCTBEHHOT'O CpenCTBa.

OTCyTCTBYET OIBIT JiIeueHus [IrneHorecT ATBOTE€H HallMeHTOK C SHOIOMETPHO30M
mospie 15 Mmecsiies.

[TpueM mpemapaTa MOXXHO HadaTh B JII000M JeHb MEHCTPYAJIbHOTO IIHKIIA.

[TpuMeHeHME MIOOBIX TOPMOHAIBHBIX KOHTPAILEIITUBOB CIeNyeT IIPEKPATUTh OO Havasa
Teparnuu npemnapatoM [ueHorect AnBoreH. Ecnu HeoOxoOguMa KOHTPAIIEIIINs,
cienyeT OOIIOJIHUTEJIbHO IIPUMEHSITh HETOPMOHAJIbHBIW METOM IIpefOoTBpalleHus
6epeMeHHOCTH (Hanmpumep, 0apbepPHBIN METO).

HpOHyCK npuema sekapcmeeHHOo20 cpedcmea

B cnyyae nmponycka nmpueMa TabGieTKuU, pBOTa U/UIu auapeu (KOTopble UMeJlu MeCTO B
TeueHue 3-4 4acoB II0CJie IpueMa TabneTkKu), 3hHeKTUBHOCTE ITpemnaparTa [IrueHorecTt



AnBOTE€H MOXKET YMEHBIIUTLCSA. B cliydyae mpomycka ImpreMa OgHOM HJIM HeCKOIbKUX
TabIeTOK IperapaTra OgHY TabJIeTKy ClenyeT NPUHSATh, KaK TOJIbKO JKEeHIIINHAa
BCIIOMHHUT 00 9TOM, a CJIEAYIOIIYIO IPUHUMATh B 0OBIYHOE BpeMsi. AHAJIOTUYHO, €CJIU
TabJieTKa He BIIMTaJlaCh, Yepe3 PBOTY UJIM ANapelo, CJIefiyeT 3aMeHUTDh Ha APYTYI0
TabJIETKY.

IlonoaHumeavHas UHd)ODMCIU,UH no npumeHeHuUumr 8 0cobbIX spynnax nauueHmos

ITauyueHmul nod#cun020 8O3pPAcmMa

HeT cooTBeTCTByIOIIMX IOKa3aHUM K IPUMEHEHUIO IpernapaTa [lueHorect AJIBOTreH
nanueHTKaM 3TOW T'PYIIIHL.

ITeueHOYHas1 HeOOCMAMOYHOCMb

HpenapaT IIPOTHUBOIIOKA3adH IMallTUE€HTKaM C TsA2KeJIBIM 3a00JieBaHNEeM IIeYeHU B
dHaMHe3e.
II0O4Ye4YHasa HegOCTaTO4YHOCTD

HeT HMKaKNUX DaHHBIX, CBUIETEIbCTBYIONIUX O HEOOXOOMMOCTU KOPPEKIINU O3Bl M5
HallMeHTOK C MOYEeYHOU HeJOCTATOYHOCTHIO.

HeTn

IlueHo2ecm A802eH npomuBonokasaH demsam 0o nep8ol MeHcmpyauuu.

Be3omnmacHocTh 1 3¢ HEKTUBHOCTDL IPUMEHEHUS OUEeHOrecTa UCClieaoBaiachk Ipu
HEKOHTPOJINPYEMBIX KIUHUYECKUX UCCIIefOBaHUU B TeueHue 12 mecsneB cpenu 111
neBymiek (12-18 neT), y KOTOPBHIX 9HAOMETPHO3 OBIJT MOATBEPXKAEH KINHUYECKH.

I[IpumeHeHue npemnaparTa [ueHorect AIBOTeH MOAPOCTKAM B IIEPUO jiedeHus 12
MeCsILIEB aCCOLIMMPOBAJIOCh CO CHUXKeHMeM cpenHero 3HaueHuss MIIKT B mosgscHUYHOM
oTHesie MO03BOHOYHUKA Ha 1,2%. [Tocne nipekpamenus neyenusas MIIKT noBeimanacs
CHOBAa y 3TUX [allUEeHTOB.

Hapymienue MITKT umMeeT 0co00 BaxKHOe 3HaYeHUE B IIOOAPOCTKOBOM BO3pacTe U B
paHHEM IIepHUofe MOJI0OBOT0 CO3pPEeBaHMusa, KPUTUUYECKOM IIePUOAE POCTa KOCTEN.
HeusBeCTHO, yMEHBIIUT NUKOBYI KOCTHYIO MacCy U IIOBBICUT PUCK IiepejioMa KOCTeu
B IOKUJIOM Bo3pacTe cHUuxkeHue MIIKT B 3TOU IIONYISALIUN.

[TosToMy Bpauy ciiegyeT B3BECUTh IIPEeUMYIIleCTBa IPUMEHEHU IIperapara
[ueHorecT ATBOTEH U BO3MOXKHBIE PUCKU IPUMEHEHHUS /IS KaXKJ0T0 IIOAPOCTKa.

Ilepeno3upoBka



HccnegoBaHre oCTpO TOKCUYHOCTH, IPOBEOEHHBIX C IUEHOTeCTOM, He YKa3bIBajid Ha
PHUCK PaA3BUTHUS OCTPHIX MTOOOYHLIX peaKIIui B ClIydyae HeIpegHaMepeHHOro nprueMa
HECKOJIbKUX CYTOYHBIX TepalmeBTUYEeCKUX 003. HuKakmx crnenmupruyieCKuxXx aHTUOOTOB
He cyiecTByeT. [Ipumenenue 20-30 Mr gueHorecTta B CyTKH (4To B 10-15 pa3s Bhillle,
yeM go3a B TabieTKe mpemnapara [ueHorecTt ANBOreH) B TeueHUe 0ojiee 24 HeOenb
IIEPEHOCUIIOCH OUYEHb XOPOIIIO.

ITobo4YHbIE peaKIIuu

I[ToGouHEIE pPeaKIny onucaHo corjacHo MedDRA.

[To6ouHBIE PeaKIIuu dallle BCETO PAa3BHUBAIOTCA B Te€YE€HUE IIEPBBIX MECSAILIEB
IIPUMEHEeHUsI NUEeHOoreCTa N nC4e3alOT B IIpoIeccCe JIeHeHU . MOI"YT HaGHIOJIaTBCH
HN3MEHEeHHd XapaKTepa KpOBOTeT{eHHfI, TaKue KaK KPOBAHUCTHIE BEIIEJIEHU ],
HeperyJjsapHbie KPOBOTEYEHUA UJIM aMEHOped.

I[ToGouHEIE SIBIEHUS, 0 KOTOPBIX Yallle BCEro coo0Iaau BO BpeMs JTedeHus [JueHorecr,
BKJTIOYAIOT TOI0BHYIO 6071k (9,0%), mrckomMdopT B MOIOYHHIX kKeje3ax (5,4%),
nopgaBiieHHOe HacTpoeHue (5,1%) u akHe (5,1%).

Kpowme Toro, neuenue [IMeHOTECT BIUSIET Ha XapaKTep MEHCTPYyaJIbHBIX KPOBOTEUEHU M
y OOJILIITMHCTBA KEHIINH. XapaKTep MEeHCTPYaJIbHEIX KPOBOTEUEHUM OIleHUBAJIU
CHCTEeMaTU4YECKHU C UCIOIb30BaHUEM OHEBHUKOB ITAIIMEHTOK W aHAJIU3UPOBAJIH C
npuMeHeHrueM Metoma BO3 B TeueHue 90-0HEBHOIO OTYETHOIO Ilepuoga. B TedueHue
nepBbix 90 mHel Tepamnuu mpenapaToM HabOmIoOanu Cleqyionie XxapakKTephl
KpoBoTeueHul aMmeHopes (1,7%), peakue KpoBoTteueHusd (27,2%), 4acTeie
KpoBoTeueHUs (13,4%), HeperynsipHble KpoBoTeueHUsd (35,2%), OIUTEeIbHEIE
KpoBoTeueHud (38 , 3%), HopMaibHasA KPOBOTe4YeHNe, TO €CTh HU OfHA U3
npenwpigyiiux Kateropuii (19,7%). B TedeHne 4eTBEPTOrO0 OTYETHOTO IIEPHUOTa
HaOJIIoganuch Clenylolue XxapakTephl KpoBOoTeueHUl aMmeHopes (28,2%), penkue
KpoBoTeueHu: (24,2%), 4yacTeie KpoBoTedeHUs (2,7%), HeperyIsipHble KDOBOTEYEHUSA
(21,5%), pnutenbHBIe KpoBOTeYeHUs (4,0 %), HOpManbHasA KPOBOTEYEHHUE, TO €CTh
KOTOPHBIN He MPUHAAJIEKUT HU K OOHOU U3 IMpedbIaymux Kateropui (22,8%). Jluib
WHOra coobIany 06 U3MeHeHUIX XapaKTepa MEeHCTPYyaJIbHBIX KPOBOTEYEHUM KaK O
MMOOOYHBIX PeakKIUIX Y MarueHToK (cM. Tabnuily moO0YHBIX PeaKIui).

B Tabnuie ykasaHbl OOOYHBIE PeaKIIMU B COOTBETCTBUM C Kitaccudpukauueir MedDRA
(MedDRA SOCs), 0 KOTOPBIX CO0O0IIIaioCh BO BpeMsI TedeHus [[MeHOorecT, U ux
YyacToTa.

B pamKkax Kaxpo# rpynnbl no60o4yHbIe 3(p(peKTH yKa3daHHBIE B MOPSAOKEe YOLIBAHUS
YaCTOTHI:



e yacTo (oT = 1/100 mo <1/10);
e HeyacTo (oT = 1/1000 mo <1/100).

YacTora orpenejieHa Ha OCHOBaHHUH O6'beJII/IHeHHbIX OAHHBIX YE€ThIPEX KIINMHNUYECKUX

HCCJIeJOBaHUM.

Cucmembl op2aHo8
(MedDRA)

Yacmo

Heyacmo

Co CTOpPOHEBI CUCTEMEI KPOBU
1 nuM@aTUd4eCKON CUCTEMBI

aHeMUuda

MeTab05113M U HapylIeHUs
oOMeHa BelleCTB

IIOBHIIIIEHME MACCHI TeJla

CHHZ2KE€HHE MacCCHI TeJla,
IIOBBIIIIEHHBINA AlllIETUT

I[Tcuxuuyeckue
paccTpounCTBa

IIoJlaBII€eHHOEe HaCTPOeHue,
HapyIllleHue CHa,
HEPBO3HOCTh, CHUXKEHHEe
TUONO0, U3MEHEHHUS
HACTPOEHUS

0eCIIOKOMCTBO, JEeIPeccus,
7abUIILHOCTh HACTPOEHU S

Co CTOPOHBI HEPBHOU
CUCTEMBI

rosoBHas 00/Ib, MUTPEHbD

HapyLUIeHUs BereTaTUBHOU
PeTynsaiuu, HapylleHue
BHUMaHUSA

Co CTOpPOHEI OPraHoOB
3peHud

CYXOCTb I'JIa3

Co CTOpPOHBI OPTaHOB CiIyXa
¥ BECTUOYISIPHOTO
amnrnapara

3BOH B ylIax

Co CcTOpPOHEI cepalia

HecnenupudeckKue
HUPKYJISITOPHBIE
paccTpoyCTBa, TaXUKapOus

Co CTOpOHEI COCYyOOB

apTepuasbHas TUIIOTEH3US

Co CTOpPOHBEI ObIXaTEIbHOU
CHUCTEMBI, OPraHOB I'PySHOU
KJIETKH U CPEOOCTEHUA

OIOBIIIIKA

CoO CTOpPOHBI XKENTYAOYHO-
KHIIIEYHOT O TPaKTa

TOIIHOTA, 00JIL B JKUBOTE,
METEOPU3M, B3OYTHUE
KHBOTA, PBOTA

ouapes, 3amop, gucKoMdopT
B OPIOIIIHOI IIOJIOCTH,
BOCIIaJIEHUE XKEeTyO0YHO-
KHUIIIEYHOTI'O0 TPAKTa,
TUHTUBUT




CYXOCTb KOXKH,
TUNEPTUuapo3, 3V,
TUPCYTU3M, OHUXOKJIa3usi,
Co CTOPOHBI KOXH U
. aKHe, aJIoNIenus IIepPXO0Th, JEePMaTHT,
IIOOKOXKHOM KJIeTYaTKU
HapyIIeHue PocTa BOJIOC,
doTocencubun3aImsi,

HU3MEeHEeHUudA ITNTMEHTallu1

00JIb B KOCTSIX, MBIIIIEYHEIE
Co CTOpPOHBEI OIIOPHO-
- cymoporu, 607b B
OBUTATEIbHON CUCTEMBI U  |0OJIb B CIIMHE

. KOHEYHOCTSX, OIIYIleHNe
COEOUHUTEJIbHOU TKaHU
TS2KECTU B KOHEYHOCTSX

Co CTOpPOHBEI TTIOYEK U
MHQEKIIUST MOYEeBBIBOOSIINX

MOYEBBIAEIUTEIbHOU .
nmyTeu
CUCTEMBI
BarvHaIbHBINA KaHOUOO03,
CYXOCTh BYJILBHI 1
BJIarajivila, BLIOEIeHUs U3
IIOJIOBBEIX OPraHoB, OOk B
ONCKOMMOPT B MOJIOYHBIX
obyacTu Majioro Tasa,
XKene3ax, KUCTa SUYHUKOB, .
Co CcTOpOHEI aTpodrYecKuu
5 ITPUJIUBHI,
PEnpOOyKTUBHOM CUCTEMBI BYJIbBOBAruHMUT,
MaTO4YHbIe/BaruHaJIbHEIEe
1 MOJIOYHEIX XKeJle3 YBEJIUYEHUE MOJIOUHBIX
KPOBOTEYEHMsI, B T.4.
X&Keje3, KUCTO3HO-
KpOBOMa3aHue
¢pubpo3HBIE 3a00IEBAHUS
MOJIOYHBIX XKeJie3,
HarpybaHue MOJIOUHBIX
Xxerne3
OO61Ire HapyLIeHUs U aCTeHMYeCKHe COCTOSHHUS,
OTeK
MECTHBIE peaKIuu pa3npaKUuTeIbHOCTD

Tak>ke HabOOamUCh TakKve TO0O0YHEBIE PeaKIIUU: IEPCUCTEHIIUSA (POITTUKYIIOB,
TIOBHIIEHNE ATIIIETUTA, PEAKIIUY TUTIIEPYYBCTBUTEILHOCTH.

I[Ipyrue cepbe3Hbie MOOOYHBIE peaKIIuU HaOMooanu Ipyu MPUMEeHEeHNN CTEPOUTHBIX
ITOJIOBBIX TOPMOHOB ITPOTECTAareHOB: BEHO3HbIE U apTepHUalibHbie TPOMO09MOOTNYEeCKHE
HapyIIeHus, apTepuanbHas TUIePTEeH3usI, "HPapKT MHUOKapaa, UHCYIIbT,
HOBOOOpa30BaHUS MOJIOYHBIX XKeJle3, OIYyX0JIu IIe4YeHH, OlIyIleHne quckomdopTa B
CIIUHE, XJloa3Ma, XOJIeCTaTUudecKas XKeJTyXa, OCTEOIIOPO3 (CM. HUXKE), U3MEHEHUS
TOJIEPAHTHOCTHU K TJIIOKO3€ UJIU BIUSHUE Ha nepudepudecKyio
WHCYJTUHOPE3UCTEHTHOCTb.



CHuoiceHue MIIKT

I[IpumeHeHUe OueHorecrta moapocTkam (12-18 neT) B TeueHue nepuona jedeHus 12
MeCSILeB aCCOLIMUPOBAJIOCh CO CHUXKeHueM cpenHero 3HadyeHus MIIKT B nmosicHU4YHOM
otaene mo3BoHoYHUKA (L2-14) Ha 1,2%. ITocne npekpaiiernus nedenuss MITKT
MIOBBIIIAJIaCh CHOBA Y 9TUX IMAlUEHTOB.

Omuem 0 803MOMCHBIX NOOOUHDBIX pearuyusax

BaxHo coo0I1aTh 0 BO3MOKHBIX ITOO0YHBIX peaKIUIX ITI0C/Ie pa3pelleHnus
JIEKAPCTBEHHOTO CPENCTBa. DTO IIO3BOJISIET IIPOBOOUTH IIOCTOSHHBINM KOHTPOJIb
OajlaHCa MOJIb3BI U PUCKA JIEKapCTBEHHOT'O CPeACTRBa.

CpoK rogHoctu
2 ropga.
YcnoBusi xpanenusi

He TpeOyeT crieniuanbHBIX YCIOBUM XpaHEHUS.

XpaHUTh B HEOOCTYIIHOM [JIsl IeTel MecCTe.

VYnakoBka

ITo 14 TabneTok B Onuctepe. [1o 2 6/11cTepa B KAPTOHHOU ITadKe.
Kareropus ornycka

ITo penenry.

IIpousBoouTtennb

XaynTt ®apma MwoHcTep I'MOX.

MecTOHax0OXKOeHHe IIPOHU3BOOHUTEJIA H €I'o aapecC MeCTa OCyllIeCTBJICHH S
oesiTeJIbHOCTH

[ITneebprorregkami 15 48159 MiwoHcTep, ['epmanus.
N CTOYHHUK UHCTPYKIIUHA

HHCTpyKIUs IeKapCTBEHHOTO CPEeACTBa B3sATa U3 OPUIIMATbHOIO UCTOYHUKA —
['ocymapCTBEHHOT O PeecTpa JIEKaPCTBEHHBIX CPEOCTB YKPAUHHL.



http://www.drlz.com.ua/

