CocrTaB

delicmeyrwuw,asa eeu,ecmao: UEeHOTeCT;
1 TabneTKa, MOKpHITast 000JIOUKOM, COOEPKUT OUEHOrecTa 2 Mr;

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), Mmacmo xIonKoBoe
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 rpynmna

['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 IPOorecTepoHa 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 ITPUMEHEHNY OUEHOTecTa IIPUBOAUT K
CO3OaHMNI0 TUIIO3CTPOTEHHOT 0, TUIIEPreCTareHHOT0 S9HAOKPUHHOM Cpedbl, YTO
BBI3BIBAET HA4YaJIbHYIO JeluayalTu3alliuio TKaHU S9HOOMETPUS C MOCIeOyIomen
aTpoduen SHOOMETPUOUOHBIX 0Yaros.



IlaHHbBle no a¢ppekmusHocmMu

[TpeuMyIIIeCcTBO IMEHOTECTa CPAaBHEHUIO C ITale60 ObIJIO IPOIEeMOHCTPUPOBaHa B
IIpoilecce TPeXMEeCAYHOI 0 UCCIeJOoBaHUusA Ipu yyactuu 198 nmanueHToK C
9HOOMETPH030M. bosib B 061acTu Ta3a, CBI3aHHBIM C 9HOAOMETPHO30M, U3MEPSI/IU C
IIOMOILIBIO0 BU3yaJIbHOU aHasorosou mkassl (0-100 mMm). Yepe3 3 Mecslla Tepanuu
oueHorecToM ObljIa oIIpefesieHa CTAaTUCTUYECKH 3HaYMMas pa3HHUIla 110 CPaBHEHHIO C
mane6o (D = 12,3 mm; 95% OU: 6,4-18,1; p <0,0001) u KTUHUYECKU 3HAYUMOE
yMeHbllleHre 00U 110 CPAaBHEHUIO C UCXOOHBIM YPOBHEM (CpefiHee YMEHbIIIeHUe =
27,4 MM = 22,9).

Yepes 3 Mecslila 1e4eHUsI yMeHbIIIeHUe KOJIMYeCcTBa MIPOsIBIeHUM Ta30BOM 00U Ha
50% u 6o1nee, IPpU OTCYTCTBUU MOBHIIIIEHUS OO3bl 00€300/IUBAIOIINX CPENCTB,
Habmoganu y 37,3% malueHToB, IPUHUMABIINX AueHorecT (mnaneto: 19.8%);
YMEeHbIIIeHe KOIUYeCTBa IIPOSIBJIeHNM Ta30Bou 001 Ha 75% u 6ojiee, Ipu
OTCYTCTBHUU IIOBHIIIEHUS OO3bl 00€300/IMBalONINX cpeAcTB Habmoganu B 18,6%
MaIMeHTOoB, IPUHUMaBHIUX OAueHorecT (mnamebdo 7,3%).

[TpomomzxeHMe 3TOr0 UCCIeOOBaHUS IOKa3aJio HEIIPEPLIBHOE YMEHbIIIEHUE
CBSI3@aHHOT'O C 9HAOMETPHO030M 001 B 00IaCTHU Ta3a NPHU JIEYEHUU OJINTEIbHOCTHIO 0
15 Mmecsaues.

I[laHHBIE TPEX MCCJIeJOBAaHUN MPU YyYACTUM ITAIIMEHTOK, MOJIy4YaBIINX TUEHOTeCT 10 2
MT B CYTKHU, CBUOETEJILCTBYIOT O CYIIIeCTBEHHOM CHUXKEHUU dHOOMETPUOUTHBIX
MmopaxkeHuu yepe3 6 MecCsIeB JIeUeHHUSs.

B nipo1iecce HeOOMBIIOTO UCCIIeOBaHUS IPUMEHEHNS AMeHOorecTa B 1o3e 1 MI' B CyTKHU
BRISIBJIEHO OTCYTCTBHE OBYJISIIIUYU Yepe3 1 MecsIl Tepanuu. [[lueHOorecT He UCCIeIoBaIu
110 KOHTPAIeNTUBHOM 3(PPEKTUBHOCTHU B OOJIBIIIUX UCCIEIOBAHUSX.

IlaHHble no be3onacHocmu
[Tpu IpUMEeHEeHU QUEeHOTecTa YPOBeHb S9HIOT€HHOI'0 3CTPOTreHa YMEPEeHHO CHUXKAJICS.

ITo cux mop maHHBIE OJIUTEIbHBIX UCCIIEOOBAHUM 110 MUHEPAIbHOM IIJIOTHOCTU KOCTHOH
TKaHu (MIIKT) u pucka riepejoMoOB y HallieHTOB, IPUHUMAIOIIUX OTUEHOTeCT,
otcyTcTBYIOT. [Toka3aTens MIIKT oiieHuBanach y 21 B3pOCsoro namueHTa g0 JIe4YeHus
U Yyepe3 6 MecsLeB IIprueMa JUeHOorecTa, Ipu 3TOM ero cpefHee 3HadyeHue He
YMEHBIIINIOCE. Y 29 malnmeHTOB, IPUHUMABIINX JIeUIrpopenuH anetart (JTA), cpenHee
cHuxkeHue coctaBuio 4.04% =+ 4,84 3a Tot xkKe nepuof (A mexpay rpynnaM = 4.29%;
95% IW: 1,93-6,66; p <0,0003 ).

Bo Bpems nmpuemMa OueHoOrecTa, B TeueHue mepuona a0 15 mecsieB (n = 168) He Ob1I0
3aPUKCUPOBAHO HUKAKUX 3HAYUTEIILHBIX PA3JIMYNM CTaHOAPTHHIX J1a00paTOPHBIX



IMoKa3aTesel (reMaToJIOTUYeCKUHM aHaIu3 KPoBU, OMOXUMUYECKUM aHaTi3 KPOBH,
YPOBEHb ITeUeHOYHLIX (€PMEHTOB, JIUITUOOB U TJIMKUPOBAHHOT'O I'eMOTJIOOMHA).

IlaHHble no be3onacHocmu 015 NoOPOCMKO8

Be3omnacHOCTh U 3pHEKTUBHOCTL IPUMEHEHUS OUEHOreCTa OTHOCUTEILHO IT0Ka3aTess
MIIKT uccnemoBany IpyU HEKOHTPOJIIUPYEMBIX KIIMHUYECKUX UCCII€IOBAHUU B TeUEeHUE
12 mecsinieB cpenu 111 meBymiek (12-18 s1eT), y KOTOPBIX 9HAOMETPHUO3 ObII
OATBEPXKOEeH KInHN4YeCcKu. CpengHui nmokasatesb u3MeHeHUuss MIIKT mossiCHU4YHOTO
otrgena (L2-L4) ot Hayana nedyeHusa coctaBnsan 1,2% y 103 nanuenTos. B noarpynne
MAIMeHTOB C MOHUXKEeHHBIM noka3aTtejaeM MIIKT Oblyl BEIIIOJTHEH TOBTOPHBINM aHAIN3
yepe3 6 MecsIeB IIOCJIEe 3aBEPIIEHUS Te4eHUs, BO BpeMsI KOTOPOro ObIJI0 00HapyKeHO
noBuinieHue nmokasarteneur MIIKT Ha 0,6%.

IlaHHbIE 0OK/UHUYeCKUX uccs1e0os8aHull no bezonacHocmu

[aHHBIE JOKJIMHUYECKUX MCCJIeJOBaHUM He YKa3hIBalOT Ha CYIIeCTBOBaAHUE 0COOOTO
PpHCKa OJIs 4YeJIOBeKa Ha OCHOBAHUU CTaHOAPTHHIX MCCII€AOBaHNUM TOKCUYHOCTH IIPHU
MHOTOKpPaTHOM ITpHeMe, TeHOTOKCUYHOCTH, KaHIIEpOT€HHOT' 0 JENCTBUS U
TOKCUYECKOTO BJIMSTHUS Ha PENPOAyKTUBHYIO GYHKIMIO. OMHAKO CIeayeT YUUTHIBATh,
YTO IIOJIOBBIE CTEPOUABI MOTYT BBI3BIBATh POCT OMPEAEIEHHBIX TOPMOHO3aBUCUMBIX
TKaHEeUN U OMyXOJIeH.

dapMaKOKHHETHKA

Abcopbuus

Bo Bpemst mepopanlbHOTO IIpueMa, IUEeHOrecT OBICTPO 1 ITOJTHOCThIO BCAChIBAETCS.
MakcumarnibHasi KOHIIEHTPalds B CBIBOPOTKE KPOBU, YTO COCTaBJIsAEeT 47 HI/MII,
mocTturaeTcsd yepes 1,5 4 mocjie OGHOKPATHOTr O IprueMa. buogoCTyIIHOCTE COCTaBIsIeT
0KO0J10 91%. ®apMaKOKHHETHKA OUEHOrecTa MpPsMO IPOMIOPILKMOHalIbHa ero go3e, eciu
Imo3a cocTaBisieT 1-8 mr.

PacnpedeaeHue

IIneHOTeCT CBSI3LIBAETCS C aJIbOYMUHOM CBIBOPOTKH KPOBHU U HE CBSI3BIBAETCS C
rI00YIUHOM, CBSI3LIBAIOIIINM ITOJIOBBIE TOPMOHBI, UJTH TJTIOOYIMHOM, CBSI3BIBAIOIIINM
I'KC. 10% mpo1eHTOB OT 00IIed KOHIIeHTPaIllUU ITpellapaTa B KPOBHU UMeIOIecs Kak
cBobonubie cTepounbl, 90% - He crienu(pUYECKU CBA3BIBAIOTCS C alIbOYMUHOM.

TeopeTtuueckuit 00beM pacnpenenenus aueHorecrta (VA/F) coctasnsiet 40 1.

Memaboausm



MeTab0mu3M OrueHorecTa IPOUCXOOUT U3BECTHHIM ITyTeM MeTaboIin3Ma CTEPOUIOB C
oOpa3oBaHNEeM SHOOKPHUHOJIOTHYECKNX HeaKTUBHBIX MeTa0oIuToB. [IpuHUMasa BO
BHUMaHUe pe3ynIbTaThl UCCIIeMOBaHUM MHI'MOMPOBAHUS in vitro u uccjiegoBaHui in
vivo, CYP3A4 - 3T0 0CHOBHOM (DepMEHT, BOBJIEUeHHEIN B MeTaboI13Ma JueHorecTa.
MeTaboMuTH BEIBOASTCS O4€Hb OBICTPO, TO3TOMY OOJIBIIYIO YaCTh KOHIIEHTPaIluU
IpemnapaTa B I1a3Me KPOBHU COCTaBJIIeT HEU3MEHEHHbIM JUEHOTreCT.

CkopocTb MeTabomueckoro Knupenca B ceiBopoTke Cl/F cocTtaBisieT 64 MiI/MUH.
BuvigedeHue

KoHneHTpanus gueHorecra B CBIBOPOTKE CHU2KAETCS B ABe ¢da3bl. B pase KOHEUHOTO
pacnpeneneHus Iepuor Iojiypacnaga cocTaBiasaeT npuMepHo 9-10 dyacos. [JlueHorect
BEIBOOUTCSI B BUIe MEeTAOOIUTOB C MOYOM, COOTHOIIIEHHE K (heKalusiM cocTasiseT 3:1
mpu nepopanbHoM nmpueMe 0,1 mr/kr. ITepuon monyBeIBEeHUST MeTaO0O0IUTOB
CcoCTaBJigeT OK0Jio 14 4acos.

[Tpu nnepopaJibHOM IIPUMEHEHUU OKOJIO 86% 03Bl BEIBOOUTCS B Te€UYEeHUE 6 JHEMH,
3HAUUTeJIbHAS YaCTh BRIBOOUTCSA B TeUdeHHE 24 4aCoOB, IPEUMYIIECTBEHHO C MOYOM.

YDCIBHOBQLUQHHOQ cocmosHue

Ha dapMakoOKMHETUKY OUEHOTeCTa He BIUSIET YPOBEHb I'O0YJIMHA, CBSI3BIBAIOIIIETO
II0JIOBBIE TOPMOHEL. IIpu eXXemdHEeBHOM IIpHeMe KOHIIEHTPAaIUs B CHIBOPOTKE KPOBU
Bo3pacTaeT B 1,24 pa3a u JOCTUTraeT YPaBHOBEILIEHHOI'0 COCTOSIHUS Yyepe3 4 OHA
nedyeHusi. PapMaKOKHHETHKY OUEHOTeCTa IIPYU IIOBTOPHOM IIPUMEHEHUU MOXKHO
IIpercKa3aTh Ha OCHOBE MAaHHLIX 0 ¢apMaKOKMHETHKE Pa30BOr0 IIpHeMa IIperapara.

@GDMGKOKUHemUHQCKue ceoticmaa npenapama cpedu 0cobbIx epynn HacesieHus

CnenuvanbHble UCCIIEIOBAHUS IIPUMEHEHUS AUEHOTEeCTa B IEUeHUU MallUEeHTOB C
HapyueHusIMHU PaboTH ITOYEK He ITPOBOOUIIUCS.

[TpuMeHeHUue OueHoTrecTa B JIeYeHUH MAllieHTOB C ITIeYeHOYHOM HeqOCTaTOYHOCThIO He
ITPOBOIUIIUCS.

Iloxkazanusi
JleueHue sHOOMETPHO3A.
IIporuBOMOKa3aHUNA

[Tpemapat [IueHorecT ATBOTEH He CIeAyeT IPUMEHATH IIPU HaTU4YUM JTI000T0 U3
HUXKeIepedyrCIeHHBIX COCTOSTHUYM UK 3a0oeBaHuil. 9Ta nHGOPMAIUs YaCTUYHO



IoJIydeHa Ha OCHOBaHUU IPUMEHEHHUS OPYTUX IpelapaToB, COOepKallluX TOJIbKO
nmporecrareHs. Eciu 000 M3 3TUX COCTOSTHUYM UM 3a00jieBaHUM BO3HUKAET BIIEPBHIE
BO BpeMs IIpUMeHeHUd pernaparta [lueHorect AJBOTeH, IIpUeM IIpenapara CjlenyeTt
HeMe[OJIeHHO TPeKPaTuTh.

BeHo3Hass mpomb0oamboaus 8 akmusHol ¢opme.

ApmepuasivHble uau kapouoeackKyasipHvle 3ab01e8aHus 8 aHamMHe3e (Hanpumep,
UH(papkm muokapoa, uepebposackyasapHasa cobvimue, uwemuvyeckas 601e3Hb
cepoua).

CaxapHbulli duabem ¢ nopadceHuem cocyoos.

Tsotcenvie 3ab0s1e8aHUS Ne4eHU 8 HacmoAawee spemMAa uau ux Haau4due 8 dHamMHese,
nokKka norkasame.au d)yHKU,UU nedyeHu He K HOpwMme.

Onyx0/1u neyeHu 8 dHamHese (006POKZCI‘{€CTT18€HHbl€ u/u 3/10KadyecmeeHHble).

Hau npednoaazaemvie 310Ka4ecmeeHHble ONyxo/u, 3d8UCUMble 0M NO/108blX
20PMOHO8.

BaeuHaavHoe Kposome4dyeHue HesCHOU amuo/02ull.

ITosvliweHHAs uyscmeumeibHOCMb kK delicmayw,emy sew,ecmay uiu K Ai06omy u3
KOMNOHeHmMoe npenapamad.

B3auMoaeHCTBHE C IPYrHMH JIeKapCTBEHHBLIMH CPeICTBAMH H IPyrue BHObI
B3aMMOIEeHUCTBUHA

[TpuMedYaHue: OJIs BEISIBIIEHUS BO3MOXKHBIX B3aUMOOEMCTBUI, CIIeIyeT 03HAKOMUTHLCS
C UHCTPYKIIUSIMHU 10 MIPUMEHEHHIO JIEKapCTBEHHLIX CPEOCTB, IIPUMEHIeMEIX
CONIyTCTBYIOIIIEE.

BausHue Opy2ux npenapamos8 Ha OueHozecm

[TporecToreHsl, BKIO4Yas OUEHOTECT, METaO0IU3UPYIOTCS I'JIaBHLIM 00pa3oMm
cucteMmou mmtoxpoma P450 3A4 (CYP3A4), paconoKeHHOM B CIU3UCTOM 000I0UYKe
KHUIIIeYHUKa U B ITeueHU. [1oaToMy UHOYKTOPH uiau uHruoutopsel CYP3A4 mMoryT
BIIUSTH HAa MeTaboIu3M ITporecTareHa.

YBenuueHNe KIUPEHCa MOJIOBLIX TOPMOHOB Yepe3 MHAYKIINIO (epMEHTOB MOXKET
YMEHBIIINTh TepaneBTuYeCKU 3¢ PeKT [JueHorect AJIBOTEH U IPUBECTHU K
HexKeaTeNnbHBIM 3 deKTaM, HanpuMep K U3MEeHEeHUsIM XapakKTepa MeHCTPyaJIbHOT O
KPOBOTEUEHHUS.



YMeHbIIIeHre KIIUPeHca MOJIOBEIX TOPMOHOB M3-3a MOAaBlIeHUs (pepMeHTa MOXKeT
YMEHBIIINUTh TeparneBTudYeckui a¢d ekt [IueHorecta ABoreHa U IIPUBECTU K PAa3BUTUIO
MOOOYHBIX PEAKIINM.

BemecTBa, MOBHIIIIAIONINE KIIMPEHC IIOJIOBBIX TOPMOHOB (CHUXKEeHUE 3(PpHEeKTUBHOCTH
IIyTeM UHOYIUPOBaHUSA (epMEHTOB), HanpuMep GheHuTOnuH, 0apOUTypaTH], MIPUMUIOH,
KapbaMasenuH, pudaMIINIINH, a TaKXKe, BO3MOXKHO, OKCKapOa3elunH, TOIIupaMar,
dbenvbamaT, rpuseodyIbBUH U CPENCTBa, comepkaliue 3Bepodoit (Hypericum
perforatum).

Nupykius ¢epMeHTOB MOXKeT HabJIIogaThCs OCie HECKOMbKUX THEN Tepalluu.
MaxkcuMaJsibHasi UHOYKIMSA (EPMEHTOB B IIEJIOM IIPOSIBISIETCS Yepe3 HECKOJIBKO
He[OeJb.

Nunyknus ¢epMeHTOB MOXKeT IPOOoJIZKATLCS [0 4 Hedesb II0CIe IpeKpaIeHus
TepaIruu.

Bnusuaue nagyktopa CYP 3A4 pudaMnuiyHa UCCIeOoBajcsa Y 340POBLIX KEHIIUH B
MMOCTKJIMMaKTepudyeckKoM repuoae. OmHOBpeMeHHOe TPpUMeHeHe pudaMITUIiHa C
TabIeTHPOBAaHHOM (OPMOU 3CTPaguosia BajepaT/IueHorecTa NpuBeIo K
3HAYUTEJIbHOMY CHUXKEHHNIO PaBHOBECHOU KOHIIEHTPALIMXA U CUCTEMHOI'0 BO3OENCTBUA
OHWeHorecTa u scTpanuona. CuCTeMHOE BO3[OEeNCTBHE NUEHOrecTa U 3CTpaguoiia B
paBHOBECHOM cocTossHUH, u3MepeHHoe no AUC (0-24 yaca), ymeHbmusncs Ha 83% u
44% cOOTBETCTBEHHO.

BemiectBa c Pa3JIMYHBIM BJIMSAHHMEM Ha KJIIHMPEHC IIOJIOBEIX TOPMOHOB.

OmHOBpPEMEHHOE MPUMEHEHHUE C ITIOJIOBEIMU TOPMOHAMU OO0JIBIIIOT0 KOJTUYEeCTBa
KOMOMHaUMM MHIUOUTOPOB npoTea3bl BUY 1 HEHYKII€03UOHBIX UHTUOUTOPOB
0o0paTHOM TPAHCKPUINTA3bl, B COUETAHUU C KOMOMHAIIUSIMHU UHTUOUTOPOB BUpPYyCa
renatuTta C, MOXKET yBEJIUUUTh UJIU YMEHBIIUTh YPOBEHDb IIPOTEeCTUHA B IIJla3Me KPOBHU.
COBOKYITHO€E BJIMSIHUE 3TUX U3MEHEHUM MOXKeT ObITh KJIMHUYEeCKH 3HaYUMBIM B
HEKOTOPBIX CITy4Yasix.

BemiecTBa, CHUKAIOIINE KIIUPEHC MOJIOBEIX TOPMOHOB (MHTMOUTOPH! (DEPMEHTOB).
IIuneHorecT saBJsgeTcs cybcTpaToM nmutoxpoma P450 (CYP) 3A4.

KnuHn4yeckass 3HaUMMOCTD IMOTEHITUAJIbHBIX B3aUMOIEMCTBUM C UHTMOUTOpaMu
(bepMeHTOB OCTaeTCsI HEU3BECTHOMU.

OnHOBpeMEeHHOE ITpUMeEHEeHNEe CUNTbHBIX UHTUOUTOPOB CYP3A4 MOXKeT yBeIUUHUBaATh
IJla3MeHHbIe KOHIIeHTPallii OHMeHOorecTa.



OmHOBpPEMEHHOE TPUMEHEHNE C CUJIbHBIM UHTruoutopom ¢pepmenta CYP3A4-
KETOKOHA30JIOM-IIPUBOUJIO K ITOBHIIIEeHMNIO B 2,9 pa3a AUC (0-24 yaca) gueHorecra B
paBHOBECHOM cOCTOSHUU. OMHOBPEMEHHOE IIPUMEHEHNE C YMEPEHHBIM UHTUOUTOPOM
SPUTPOMUIIMHOM IIPUBOOUIIO K HOBREINIeHUIO B 1,6 pa3da AUC (0-24 waca) gueHorecTa B
PaBHOBECHOM COCTOSIHUHU.

BausiHue dueHozecma Ha Opyaue sekapcmeeHHble cpedcmad

[To pe3ynbTaTaM UCCIEIOBAaHUN MHTUOMPOBAHHUS in Vitro, KIMHUYECKU 3HAYNMOE
B3aUMOJENCTBUE OUEeHOrecTa C IPyrUMU IIpernapaTtaMu, MeTaboIu3M KOTOPBIX
onocpenyetcs pepmernTamMu nqutoxpoma P450, manoBeposTHA.

Bsaumodetcmsue ¢ nuw,esbiMu NpooyKmamu

YnorpebneHue THULIY C BEICOKMM COOep2KaHKWeM XKMUPOB He BIUSII0 Ha OMOJOCTYITHOCTD
npemnapara [JlueHorecT AJIBOTeH.

JlabopamopHble mecmeul

[TpreM mporecTareHOB MOKET IIOBIUSTEL Ha PEe3yIbTaThl HEKOTOPHIX JTa00PaTOPHBIX
aHaJIM30B, B TOM YHCJIe Ha OMOXMMUYECKHe ITapaMeTpPhl ITeYeHH, IITUTOBUIHOM
JKeJe3bl, QYHKINY IT0YEeK U HaOIIOYeYHHUKOB, YPOBHH OEJIKOB (HOCUTEJIel) B IIIa3Me
KpoBu (Hanpumep, I'OK u hpakiuy TUIHO0B/THIONPOTEUIOB), IIapaMeTPh
MeTabosIM3Ma YrIeBOMOB U MOKa3aTeJiu Koarynsuuu u ¢pubpuronusa. ameHeHus
O0OBIYHO OCTAIOTCS B ITpedesiax JiJabopaTOPHOM HOPMHI.

OCO00EeHHOCTH MPUMEHEeHHSI

ITpedocmepediceHue.

[Tockomnbky [IueHOTEeCcT AJIBOTEH - IIpenapart, CoaepKallluil TOJIbKO IIporecTareH,
CUMTAIOT, YTO 0COOLIE TIPEIOCTEPEXKEHUS U MePhl 06€30MaCHOCTH 110 TPUMEHEeHUIO
IIPOreCTUHOCOIepXKalllux IIperapaToB TakKXKe KacalTCca npenapara [ueHorect
ATIBOTEH, XOTS HE BCe IIPENOCTEPEREHUSA U MEPHI IIPEAOCTOPOXKHOCTU OCHOBBLIBAIOTCS
Ha COOTBETCTBYIOLIUX pe3yJibTaTaX KIMHUYECKUX UCCIJIeHOBAaHUU UMEHHO 3TOTO
Ipernapara.

[Mpu yXyOlieHuu UiIu IepBOM BO3HUKHOBEHUHU JII00O0T0 M3 YKa3aHHBIX HUXKE
COCTOSTHUM/(AaKTOPOB PUCKa B MHOANBUIOYATbHOM MOPSOKe MOIXKeH ObITh ITPOBeOeH
aHaJ/IM3 COOTHOILIEHW S PUCK/TIOJIb3a epel] HavyajiOM UJIU IIPOLNOJIZKEHUEM IIPUMEHEHU A
npermnapata [lueHorecT AJIBOTEH.

TAaocenvle mamoyvHble Kposome4dyeHuA



MaTo4YHOe KPpOBOTeUEHNE, HaIpUMED Y XKEHIITUH C afeHOMU030M MaTKU UIIU
JIEKOMHMOMOM MaTKH, MOXKET YBEJIMUYUBATHCS IIPU IIPUMEHEHUN IIpemnapara [JueHorecTt
AnBoreH. Ecniu KpoBOTe4YeHME BHIPazKE€HO U He ITpeKpalllaeTcs B TeUeHUe OIIUTEIbHOTO
BPEMEHM, OHO MOKET IIPUBECTU K aHEMUHU (B HEKOTOPHIX ClIy4dasX TAxkKeJou). B Takom
clIy4dae HYKHO PaCcCMOTPETh BOIIPOC O IIPEKpallleHuy preMa npelrapara.

HameHeHue xapakmepa KkpoeomedeHuA

JleueHne mpemnapaToM [IreHorecT AJTBOTEH BIMSIET Ha XapaKTep MEHCTPYaJIbHOT'O
KPOBOTEYEHHUS Y OOIBIMUHCTBA XKEHIITHUH.

LlupKyasimopHble HapyuweHus

Ha ocHOBaHUU Pe3y/IbTaTOB SMUOEMHUOTIOTUYECKUX UCCIeq0BaHUN BEISIBIIEHO
HeO0OJIbIIIOE KOJTMYECTBO JAaHHBIX O CYIIECTBOBAaHUY CBSI3U MEXKIY TPUMEHEHUEM
IIpenapaToB, CoepKalluX TOIbKO IPOTeCcTareH, U IMOBLIIIIEHUEM PUCKa Pa3BUTHUSI
nH(papKTa MUOKapaa uiu nepebpanbHol TpoMO0aMOomuu. PUCK KapaAnOBaCKYJIIPHBIX
U LepeOpabHBIX IBJIEHUN CKOpee CBSI3aH C BO3PaCTOM, apTepHUaIbHOM TUIIePTEeH3UEN
U KypeHueM. Y XKeHIIUH C apTepHuaibHON TUIIepTeH3UeN PUCK Pa3BUTHUS MHCYIIbTA
MOJKEeT HEeCKOJIbKO YBEeIMYUBAThCS IIPU IPUMEHEeHUH IIpeliapaToB, CoOaepKallux
TOJILKO IIPOTeCTareH.

HekoToprle uccinenoBaHmsi CBUAETEILCTBYIOT O CyIIIECTBOBAHUM OIIPENEJIEHHOTO,
OOHAKO He CTaTUCTUYECKU 3HAaYMMOI'O YBEIUYEHUS PUCKa Pa3BUTHUS BEHO3HOU
TpomboaMmbonuu (BTI) (TpomM0603 riry00oKMX BeH, TPOMOOSMOOIUS IETOYHOM apTepun),
CBSI3aHHOTO C IPUMEHEHUEM IIpenapaToB, COgepKalluxX TOJIbKO IporecrareH.
OOmenpu3HaHHbIE (DaKTOPHI, ITOBBIIIAIOIINE PUCK BO3HUKHOBEeHMUSI BT BKIII0UalOT:
JINYHBIN WU CEMEeNHBIN aHaMHe3 (HarmpuMmep, cioydau BT y 6paTheB UM cecTep UJIn
poaguTesiell B OTHOCUTEIBHO MOJIOJOM BO3pacTe); BO3PACT; OKUPEHUe, OJIUTEeIbHasa
UMMOOUINU3allns, paaduKalbHbEIe XUPYPTrUiYeCKrue BMeIlaTe/IbCTBa UM TPaBMEL. B
cy4dae OJIMTENbHOM UMMOOUTHU3allu PEKOMEHAYETCS IIPEKPATUTh IIPUMEHEHMNE
npenapata [lueHorect ANBOTreH (IIpH MJIaHOBBIX ONepalusax-MUHUMYM 3a 4 HeJeJu 00
Hee) U He BOCCTaHaBIMUBAaTh €T0 PaHbllle UeM 4epe3 2 Hefellu M0CJie ITOJTHOU
peabuIuTaIINH.

Heob6xoguMo mpuHUMAaTh BO BHUMaHUeE TOBLIIIIEHUE PHUCKA PAa3BUTUSI TPoMO0aMOOoIuu
B IIOCJIEPOAOBOM IIEPHUOTE.

B cnydyae BOBHUKHOBEHUSI CUMIITOMOB BEHO3HBIX U apTepPUaIbHBIX TPOMOOTUYECKUX
3a00JIeBaHUM WU MOJ03PEHUN Ha HUX JIeYEeHUEe ClIenyeT IPEKPaTUTh.

Onyxoau



MeTa-ananu3 54 30uOeMUOJIOTUYECKUX UCCIIeOBAHUU CBUNETEJILCTBYIOT O
He3Ha4YMUTEeJIbHOM IIOBHIIIEHUN OTHOCUTENbHOTrO pucka (OP = 1,24) pa3BuTtusa paka
MOJIOYHOU 2KeJie3bl Y XKEeHIINH, IPUMEeHSIIOMIUX opalbHble KOHTpauenTtussl (OK),
rJIaBHBIM 00pa3oM comepzKalllie 3CTPOTreH-IIPoTrecTaret. 9TOT MOBLIIIEHHBIA PUCK
IIOCTENEeHHO ucye3aeT B TedeHue 10 IeT 1ocjie OKOHYaHus IIpueMa
KOMOMHHUPOBAHHBIX OpabHEIX KOHTpanenTuBoB (KOK). I[ToCKOIBKY pakK MOJIOYHOM
JKeje3bl Y KEeHIIUH B Bo3pacTe g0 40 51eT BCTpedaeTcsd PeOKoO, YBeJIudeHue
KOJIMYeCTBa CJly4yaeB AUArHOCTUKHU paKa MOJIOYHOU KeJIe3hl Y KEHIWH,
IIPUMEHSIOUX UM HegaBHo npuMeHaBInx KOK, He3HauyuTeIbHOE OTHOCUTEJILHO
o0111ero pyucKa paka MOJIOUYHOH kKeje3bl. CyIllecTByeT OMHAKOBBIM PUCK BBHISIBIIEHUS
pakKa MOJIOYHOU KeJie3Hl y XKEeHIWH, IIPUHUMAaBIINX [IpenapaThl, cogepXkallie TOIbKO
nporecrtareH, unu KOK. OgHako nHdopMalins, Kacalollasics IpenapaTos,
comepsKallux TOJILKO IMporecTareH, 6a3upyeTcs Ha ropa3mo MeHbIIIEM KOJIUYeCTBe
XKEHIIMH, KOTOPhIe UX IIPUMEHSIOT, I09TOMY OHa MeHee yOenuTesibHa, 4YeM JIaHHbIe,
Kacamwmuecsa KOK. Pe3ynbTaTel 3TUX UCCIIEOOBAaHUY HE IIPEOOCTaBISIOT
LOKa3aTeIbCTB CyLIeCTBOBaHUSA NPUYUHHON B3aUMOCBA3U. [I0BRIIIIEHUE PUCKA MOXKET
OBITH 0O0YCIIOBIIEHO KakK 0ojlee paHHEM MMarHOCTUKOM paKa MOJIOYHOM JKeJe3bl y
XKeHIuH, npuMeHsomux OK, Tak 1 OMOJTOTUYEeCKUM [IeMCTBUEM 3TUX ITpeIapaTos,
UM couyeTaHueM oboux pakTopoB. OTMeUeHa TeHOEHIIUsI, YTO PaK MOJIOYHOM JKeJIe3HI,
BBISIBIIEHHBIN YV XKEHIIUH, KOTOPhIe Korfaa-nubo npuHuManu OK, KITMHUYEeCKU MeHee
BhIpaXkeH, 4YeM y TeX, KTO HuKorga He ynorpeobnsn OK.

B pemkux ciy4asix y }KeHIINH, TIPUHUMAaBIINX TOPMOHAJIbHBIE BEIIECTBA, ITOA00HbIE
TOM, YTO COMEPKUT Ipenapar [lueHorecTt ABoTreH, HabJIoganuch
noOpoKadYeCTBEHHEBIE, a ellle peke - 3I0KaYeCTBEHHBIE OIIYXO0JIM IIeYeHU, KOTOPHIE B
OTHAEJbHBIX CIIy4Yasx MPUBOOUIIN K OIaCHOMY AJISI 2KMU3HU BHYTPUOPIOITHOMY
KpOBOTedYeHUI0. B ciydae xkajob Ha CUIbHYIO O0JIb B SIIMTracTpaibHOM 001acTH,
yBeJIM4YeHUEe TIeYeHU UJIU MOSIBIIEHUS MPU3HAKOB BHYTPUOPIOIIHOTO KPOBOTEYEHUS
mpu nuddepeHIInaaIbHON IUAaTHOCTUKE CIIeOyeT YUYUTHIBATh BO3MOXKHOCTD HAJTUYUSI
OITyXOJNIY MeYeHU y KEHIIUH, MTPUHUMAIOIIUX ITpenapaT [JueHorecT ABOTEH.

Ocmeonopo3
HU3menenuss MIIKT.

I[IpumeHeHUe OueHorecrta moapocTtkam (12-18 neT) B TeueHue nepuona jmedeHus 12
MECSILIEB aCCOLIMMPOBAJIOCh CO CHUXKeHNeM cpenHero 3Hauenuss MIIKT B mosgscCHUYHOM
otaerne 1mo3BoHoYHUKA (L2-14) Ha 1,2%. ITocne npekpalernusa nedenuss MITKT
MOBHINIAIaCh CHOBA Y 3TUX ITAllUEHTOB.

Cpegusasa otHOcuTenabHOEe n3MeHeHrne MIIKT oT MCXOOHBIX MOKa3aTejleld 0O OKOHYaHUS
sedyeHus coctaBuna 1,2% c omamnasoHoM Mexkay-6% u 5% (OU 95%: -1,70% u -0,78%,
n = 103). [ToBTOpHOE U3MEPEHUE Yepe3 6 MeCsIleB ITOC/Ie OKOHYaHUSA JIeYeHUs B



noarpymnne ¢ noHuxKeHHuslMu 3HaueHuAMU MITKT nmokasano TeHOeHITUIO K
BOCCTAHOBIEHMIO (CpedHSAsI OTHOCUTEIbHOE U3MEHEHNE OT MUCXOOHHBIX IT0Ka3aTeJieu: -
2,3% nipu oKOH4YaHUM jieuyeHus U -0,6% 4yepes3 6 MecsIieB IIOCIe OKOHYaHUS JIeYeHUS C
auanasoHoM MeXkay - 9% u 6% (I 95%: -1,20% u 0,06% (n = 60)).

Hapymienue MITKT umMeeT ocoboe 3HaYeHHNE B IIOAPOCTKOBOM BO3pacTe U B paHHUU
IIepuom IIOJI0OBOT0 CO3PEeBaHUsI, KpUTUYECKNH Iepuo pocTa KocTteri. Hem3BecTHO,
YMEHBIIUT ITMKOBYIO KOCTHYIO MaCCy U ITOBBICUT PUCK IepesjioMa KOCTEHU B II0OKUIIOM
Bo3pacTe cHuxeHue MIIKT B 3TOU MONYIALIUA.

[Tepen HayayIoOM JIe4YeHUs Bpayy ClieoyeT B3BECUTh IPEUMYIeCTBa IPUMeHEeHUs
nmpenapaTta JlueHorecT ATBOTE€H ¥ BO3MOXKHBIE PUCKU ITPUMEHEHUS OIS KaXKI0T0
TMOAPOCTKA, YYUTHIBAsI TaKXKe HaJIM4yue CYIIeCTBEHHBIX (paKTOPOB prCKa OCTEOIIOPO03a.

ApnmekBaTHOE IIPUMEHEeHNrEe KaJIbIIusd U BUTaMHWHaA D IIpu INETUYEeCKOM IIUTAHUHN UIIA
IIPU IIPMMEHEHHUHN IIHUITEBBIX JIO6aBOK ABJIAETCsA BaXKHBIM [OJId 3OPOBOTO0 COCTOAHUA
KOCTHOUM TKaHU Y XKEeHIITNH BCEX BO3PACTHBIX KaTETOPHH.

He nabmiomanock cuuxkenuss MITKT y B3pOCIBIX.

Y nmanueHTOK, HaxXOOsAIUXCs B IPYIIIEe MOBHIIIEHHOTO PUCKa Pa3BUTUSI OCTEOIIOP03a,
TIIaTENbHAs OlleHKa COOTHOIIEHHUS MOJIb3a/PUCK AOJIKHA OBITH IIPOBeAeHa 0 Havyalla
nedyeHus [lueHorecT AJIBOT€H, IIOCKOJIBKY YPOBEHb S9HOOT€HHEBIX 3CTPOT€HOB YMEPEHHO
CHHUXKaeTcCs Ha (poHe nedeHus [JueHorecTt AIBOTEH.

Ipyaue cocmosaHuA

[To cocTosiHMIO TTAlIMEHTOK C Jelpeccruel B aHaMHe3e CIIeNyeT TIlaTeJIbHO HabmomaTh
¥ OTMEHUTH ITperapaT Ipu Pa3BUTUU BHIPAXKEHHLIX IIPOSBIIEHUN NEePECCUMN.

IIneHorecT OOBIYHO He BIHSET Ha apTepuaJbHOe aBlIeHNE Y HOPMOTEH3UBHEIX
XKeHIuH. OIHAKO, €CJIM IPONOJIXKUTEe IbHAS KJIMHUYECKU BhIpaXkKeHHas apTepuaabHas
TUNEePTEeH3UsI BO3HUKAET NPU MPUMEHEHUU IIpenapara, PEKOMeHIyeTCsI OTMEHUTD
npemnapat [lueHorecT AJTBOTEH U JIEYUTh apTePUAJIbHYIO TUIIEPTEH3UIO.

[Tpu peruaouBe XOIECTAaTUYECKOM XKeJITYyXU U/UNMU 3yIda, BOSHUKAIIA B IEPUOL
0epeMeHHOCTH UJIU IIPeObIAyIero IprueMa IIoJIOBEIX TOPMOHOB, IIPHUEM ITpelapaTa
crenyeT IMPeKpPaTuTh.

[IneHOTreCT MOXKEeT UMEeTh He3HAUUTEIbHOE BIIUSIHUE Ha IepudepudecKyo
WHCYJIUHOPE3UCTEHTHOCTD U TOJIEPAHTHOCTH K I'/IIoK03€e. 2KeHIIInHEBI, 00JIbHBIE
caxapHBIM OIuabeToM, 0COOEHHO C reCTAllMOHHBIM CaXapHBIM I1abeToM B aHaMHe3e,
OOJIXKHEI TIIIATEJIbHO 00CIeIOBaThCS B TeUeHUE ITPUMEeHeHus npenapara [JueHorecT
AJIBOT€EH.



HWHorga MOKeT pa3BUBATLCS XJI0a3Ma, 0COOEHHO y XKEHIIUH C XJI0a3MOM 6epeMeHHbBIX
B aHaMHe3e. 2KeHITUHBI, CKJIOHHbIe K BO3SHMKHOBEHUIO XJI0a3Mbl, TIOJI?KHEI n30eraThb
BO3OEUCTBUS IMPSIMBIX COJTHEUHBIX Iy4Yel UJIH YIbTPadrOoIeTOBOTO U3TyYEeHUSI BO
BpeMsd IIpreMa Ipernapara [lueHorect AJIBOTEeH.

BeposiTHOCTE BHEMATO4YHOU O€PEMEHHOCTHU Y JKEHIIUH, TPUMEHSIONIUX OIS
KOHTpalleIIlIiU IIpelapaThl, coaepKalllye TOIbKO IIporecTtareH, BeIlIe, Y4eM Y XKEHIIINH,
npuauMalonux KOK. ITosToMy Ajist KeHIIUH ¢ BHEMATOYHOM 6€PEMEHHOCTHIO B
aHaMHe3e UJIM HapyIIeHusIMU QyHKIIMY MaTOYHBIX TPYyO BOIIPOC O IIPUMEHEHUU
npenapata [lmeHorect AJIBOTEH ClIedyeT pellaTh TOJIbKO IOCJe TINaTeIbHOM OL€HKU
COOTHOIIIEHUA T10JIb3a/PUCK.

Bo BpeMs npuMeHeHUs npernaparta [JueHorect AJTBOreH MOXKeT BO3HUKATh
MIePCUCTEeHINS POJIIUKYJIIOB (YacTO OTMeYaeTCs KaK (YHKIIMOHAIbHBIE KHUCTHI
SIMYHUKOB). BOIBIITMHCTBO 3TUX (POJUIMKYIIOB O€CCUMIITOMHEIE, XOTSI HEKOTOPBIE MOTYT
COITPOBOXIAThCs 00JIbI0 B 00/1aCTH Ta3a.

He npumeHsieTCcsi B repuaTPUUYECKON IPaKTUKE.
JIlakmosa

OpnHa TtabneTka JueHorect ABoTreH comepKUT 57,20 Mr 1aKTO3bl MOHOTHAPATA.
[ManeHTHl C PeOKNMU HAC/leICTBEeHHLIMU 3a001eBaHUSIMU, CBSI3aHHLIMHU C
HeImepeHOCHMOCThIO raJIakKTO3hI, AedHUIINTOM JIaKTal3kl Jlanmna uiau MajababcopOIiiuert
TJIIOKO3BI-TaJIaKTO3bI, KOTOPHIE MPUAEPKUBAIOTCS 0€3/1aKTO3HOM OUETH, HOJIXKHEI
YYUTHIBATh KOJIMYECTBO 3TOTO BellleCTBa B TabjieTKe npernapaTa [[ueHorecT AJIBOTEH.

CroCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHHUH
ABTOTPAHCIOPTOM MJ/IM PadoTe C MexaHHu3MaMH

He HaOmtomanu BIUSHUS Ha CIIOCOOHOCTH YIIPaBASTh aBTOTPAHCIOPTOM M YIIPABIISTh
MeXaHM3MaMM y ITallieHTOK, MPUHUMAaBIINUX ITPerapaThl, cofepKalline ITueHOorecT.

HpnmeHeHHe B IIepuona GepeMeHHOCTH HIA KOpDMJICHHsI TPYOBIO

EepemeHHOCMb

CymiecTBYIOT OTpaHUYeHHBIEe JaHHbIe 10 IPUMEHEHNI0 AueHorecTa 6epeMeHHBIM
XKeHmuHaM. YccrnenoBaHus Ha XKUBOTHBIX HE YKa3bIBAIOT Ha NPSIMOE UJIM KOCBEHHOE
PUCK PENPOAYKTHUBHOM TOKCUYHOCTH.

IIneHorecT AIBOTeH He PeKOMEHOYeTCs IIPUMEHSATh OepeMeHHBIM XKEeHIITMHAM, TaK
KaK HeT HeoOXOOMMOCTH JIEUUTh 3HIOMETPHO3 B IIepuo 6epeMeHHOCTH.



ITepuoO KopmaeHus 2py0bro

JleueHue nipenapaTtoM [lueHOorecT AJIBOTEH B IIEPUOL KOPMJIEHUSA I'PYObI0 HE
pekoMeHayeTcsi. Hen3BeCTHO, IPOHUKAET AUEHOTEeCT B IPYLHOE MOJIOKO KEHIIWHEL.
I[laHHBIE, IOJTyYEHHBIE B IIPOLlECCE UCCIIEfOBAaHUM Ha XKMBOTHBIX, YKa3bIBAIOT HA
IIPOHUKHOBEHNE OUEHOrecTa B rpyAHOEe MOJIOKO. CiefyeT IPUHATH PEIIeHue O
IpeKpallleHUuN KOPMJIEHUS I'PYObI0 UJIU IIPEeKpallleHusl Tepaluy IIpernapaTomM
IIneHorecT AIBOTeH, YYUTHIBAS I10JIb3y KOPMJIEHUS I'PYObIO 1151 peOeHKa U
He0oOXOOUMOCTb TepPanuu OIsl JKEeHITUHHI.

depmusabHOCMb

Ha ocHOBaHMMN MMEKIUXCSA JaHHBIX MOXKHO YTBEPXKIOATh, YTO BO BPpEMi JI€EHEHUA
IHueHorecTt AJBOreH y OOJIBLIITMHCTBA IIaITUE€HTOK I/IHI"I/IGI/IpyeTCH OBYJISATIUSA. OpHako
IIperapar IrueHorecT AJIBOTE€H He SBJISIETCS IIPOTUBO3a4YAdTOYHLEIM CpPeOdCTBOM.

Ecnu Hy>KHa KOHTpPALENINs, CieqyeT JONOIHUTEIbHO IPUMEHSITh HeTOPMOHATLHEIN
MEeTOJI IIPeJoTBpalleHnss 6epeMeHHOCTH.

Ha ocHOBaHMM UMEIOIINXCS OaHHBIX MOXKHO YTBEPKOATh, YTO MEHCTPYaJIbHBIN ITUKII
BO3BpalllaeTCsa K HOPME B TeUeHHe 2 MeCIIeB IT0CTe ITpeKpallleHus JTIeYeHn I
IImeHorecTt AJIBOTEH.

Crmoco0 mpuMeHEeHHUsI U T03bI

Il mepopanbHOTO IPUMEHEHUS.

Ho3upogka

ITpuruMaTh 1o 1 TabneTke exxegHeBHO O0e3 mepepriBa, IpUeMe IIpenapaTta IPUMepPHO
B OJTHO U TO XK€ BpeMs, 3aluBasi HeOOJILIITUM KOJIMYEeCTBOM XKUOKOCTHU. TabmeTKu
MOKHO ITPUHUMATh HE3aBUCUMO OT IpreMa MUIIIH.

TabneTku cnenyeT IPUHUMATDL PETYJIAPHO, HE3aBUCUMO OT MEHCTPYaIbHOTO
KpoBoTedyeHUsi. Kak TOIbKO TabIeTKU U3 OJHON YIIaKOBKU 3aKOHYMIIUCH, HAUUHATh
MpUHUMAaTh TabJIeTKU U3 CIeAylolllel yIiakKoBKY, He Aejlas IepephiBa B IIPUMEHEHUN
JIEKAPCTBEHHOT'O CPEACTBa.

OTCyTCTBYET ONBIT JieueHUs [JneHOoreCcT ATBOTE€H NallMeHTOK C SHOAOMETPHO30M
mojpile 15 MmecsiiesB.

[TpueM mpemapaTa MOXKHO Ha4daTh B JTI000M JeHb MEHCTPYAJILHOTO IIHKIIA.

[TpuMeHeHME MIOOBIX TOPMOHAIBHBIX KOHTPAILEIITUBOB CIeayeT IIPEKPATUTh OO Havdasa
Tepanuu npenapatoM [JueHorect AnBoreH. Eciu HeoOxoamMa KOHTPaLEIIIns,



clenyeT OOIOJIHUTENbHO IIPUMEHSITh HETOPMOHAJIbHBLIM METOI ITPeAOTBPaIlleHU
0epemMeHHOCTHU (HampuMmep, OapbepHEBIN MEeTo[q).

HpOleCK npuema s1exkapcmeeHHOo20 cpe@cmea

B cnyuae mpomycka nmpuema TabGlIeTKH, pBOTA U/UITKM OUapeu (KOTOPHIE UMEIIN MECTO B
TeyeHue 3-4 4acoB Mocje npueMa Tabnetku), apdekTuBHOCTEL npemapaTa [[MeHOrecT
AnBOTEeH MOXKET YMEHBIIUTLCSA. B cllydyae mpomycka IpreMa OgHOUM HJIM HeCKOIbKUX
TabJIeTOK mpelrapaTa OaHY TabJIeTKy cjefyeT NPUHATDH, KaK TOJIBKO XKeHIINHAa
BCIIOMHHUT 00 9TOM, a CJIEAYIOIIYIO IPUHUMATh B OOBIYHOE BpeMsi. AHAJIOTUYHO, €CJIH
TabIeTKa He BIIMTAJIach, Yepe3 PBOTY UK OHAPeI0, CIIeoyeT 3aMeHUTh Ha OPYTYIO
TabJIETKY.

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

H(IU,UQHmbl nooasfcus/a1020 8o3pacma

HeT cooTBeTCTBYyIOIIMX ITOKA3aHUU K IPUMEHEHUIO IIpenapaTa [rueHorect ABOreH
nanueHTKaM 3TOU I'PYIIIIEL.

ITeueHOYHas1 HeOOCMAMOYHOCMb

HpenapaT IIPOTHUBOIIOKA3aH ITallTUE€EHTKaM C TsA2KEJIBIM 3a00/IeBaHHEM IIeYeHHU B
dHaMHe3e.
II0O4Ye4YHasa HegOCTaTO4YHOCTDb

HeT HUKaKUX OJaHHBIX, CBUOETEJIbCTBYIOIIUX O HGOGXOJII/IMOCTI/I KOPPEKINU OO3BI OJIA
HalMeHTOK C MOYEeYHOU HeJOCTaTOYHOCTHIO.

et

HueHozecm AB02eH npomueonoka3aH demsm 00 nepsoll MeHcmpyauuu.

Be3omnacHoCcTh 1 3 PEeKTUBHOCTDL IIPUMEHEHUS IUEHOreCcTa UCCieoBaiach Ipu
HEKOHTPOJINPYEMBIX KIIMHUYECKUX MUCCIIefoBaHuM B TeueHue 12 MecsueB cpequ 111
neBymiek (12-18 neT), y KOTOPBHIX 9HAOMETPHO3 OBINI MOATBEPXKAEH KIUNHUYECKU.

[IpumeHeHue npemnapaTa [ueHorect AIBOTreH NOOAPOCTKAM B IIEePUO jiedeHus 12
MECSILEB aCCOLIMMPOBAJIOCh CO CHUXKeHueM cpenHero 3HaueHuss MIIKT B mogscHUYHOM
oTHesie MO3BOHOYHUKA Ha 1,2%. [Tocne nipekpamenus neyenusas MIIKT noseianacs
CHOBA Y 9THUX ITallMEeHTOB.

Hapymieaue MITKT umMeeT 0co00 BaxkHOe 3HaYeHUE B IIOAPOCTKOBOM BO3pacTe U B
paHHEM IIepUOOe IMMOJI0BOT0 CO3PEBAaHUsI, KPUTUYECKOM IIepUOoae POCTa KOCTEM.
HeunsBeCcTHO, yMEHBIIUT NUKOBYIO KOCTHYIO MacCy U IOBBICUT PUCK IiepejioMa KOCTeu



B IOXKUJIOM Bo3pacTe cHuxkeHue MIIKT B 3TOU IIONYISALINN.

[TosToMy Bpauy ciiefyeT B3BECUTh IIPEUMYIIleCTBa IPUMEHEHU IIperapara
[ueHorecT AIBOTEH U BO3MOXKHBIE PUCKU IPUMEHEHHUS /IS KaXKJ0Tr0 IIOAPOCTKa.

Ilepego3upoBKa

HccnepoBaHue OCTPOM TOKCUYHOCTHU, IPOBEAEHHEBIX C UEHOTeCTOM, He YKa3bhIBajll Ha
PHUCK PaA3BUTHUS OCTPHIX MOOOUYHLIX peaKIIui B CclIydyae HeIpegHaMepeHHOro nprueMa
HECKOJIbKUX CYTOYHBIX TepalmeBTUYEeCKUX 003. HuKakmx crnenmnpruieCKuxXx aHTUOOTOB
He cyiecTByeT. [Ipumenenue 20-30 Mr gueHorecTta B CyTKH (4To B 10-15 pa3 BhillIE,
yeM go3a B TabieTKe mpemnapara [ueHorecTt ABOreH) B TeueHUe 0ojee 24 HeOenb
IIePEeHOCUIOCh OYEHb XOPOIIIO.

ITo6o4YHbIE peaKIIuu

I[TobouHEIE peaKIny onucaHo corjacHo MedDRA.

I[ToOGouHBIE pPeaKIMy 4dallle BCETO PA3BUBAIOTCS B TeUEHUE ITEPBHIX MECSIIEB
IIPUMEHEHUs IHeHOoTrecTa M MCcYe3aloT B ITpollecce JedeHusi. MoryT HabmoaaThCs
M3MEeHEeHHUs XapaKTepa KPOBOTeUEHHUM, TaKue KaK KPOBSIHUCTHIE BhIOEJIEHHUS,
HeperyJisspHble KPOBOTEUEHUS UM aMeHopes.

I[ToGouHEIE SIBIEHUS, 0 KOTOPBIX Yallle BCEero coo0Iaau BO BpeMs JedeHus [JueHorecrT,
BKJIIOUAIOT TOI0BHYIO 6071k (9,0%), mruckomMdopT 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 XKEHIINH. XapaKTep MEeHCTPYaJIbHEIX KPOBOTEUEHUM OIleHUBAJIU
CHCTEMAaTU4YECKH C UCIIOIb30BaHNEM OHEBHUKOB ITAIIMEHTOK W aHAJTU3UPOBAJIH C
npumeHenueM Metona BO3 B TeueHue 90-0HEBHOIO OTYETHOI'O Iepuoaa. B TeueHue
nepBbiXx 90 mHelM Tepamnuu mpenapaToM HabOmIoOanu Clegyionie XxapaKTephl
KpoBoTeueHul ameHopes (1,7%), peakue KpoBoTteueHusd (27,2%), 4acTeie
KpoBoTeueHUs (13,4%), HeperynsipHble KpoBoTeueHUsd (35,2%), OIUTEIbHEIE
KpoBoTeueHus (38 , 3%), HoOpMaibHasA KPOBOTe4YeHNe, TO €CTh HU OfHA U3
npenwpinyiux Kateropuii (19,7%). B TedeHne 4eTBEPTOrO0 OTYETHOTO IIEPHUOTa
HaOJIIoganuch ClIenylolue XxapakTepbl KpOoBOTeueHU aMeHopes (28,2%), penkue
KpoBoTeudeHud (24,2%), 4yacTeie KpoBoTedeHUs (2,7%), HeperyIsipHble KDOBOTEYEHUS
(21,5%), pnutenbHBIE KpoBOTeYeHUs (4,0 %), HOpManbHasA KPOBOTEYEHHUE, TO €CTh
KOTOPHBIM He MPUHAAJIEXKUT HU K OOHOU U3 IMpedbIaymux Kateropui (22,8%). Jluib
MHOra coobIanu 06 U3MeHeHUIX XapaKTepa MEeHCTPYyaJIbHBIX KPOBOTEUEHUM KaK O
MOOOYHBIX PeakKIUsIX y MalueHToK (cM. Tabnuily moO0YHBIX PeaKIui).



B Tabnuie ykasaHbl OOOYHBIE PeaKIIMU B COOTBETCTBUM C Kilaccudukanueir MedDRA
(MedDRA SOCs), 0 KOTOPBIX COOOIIasIoCh BO BpeMs TedeHust [IMeHorecT, U ux

Y9acCToTa.

B pamMkax KaxXmou rpynnsl mo6o4yHble 3¢ HEeKTH YKa3aHHLIE B TTOPSAKE YObIBAHUSA

YaCTOTHI:

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

YacTora oIpenesyieHa Ha OCHOBaHHUH O6'beJII/IHeHHbIX OAHHBIX YE€ThIPEX KIINHNYECKUX

HCCJIeJOBAHUM.

Cucmembl op2aHo8
(MedDRA)

Yacmo

Heyacmo

Co CTOpPOHEBI CUCTEMBI KPOBU
1 TuM@aTUd4eCKON CUCTEMBI

dHEeMUusi

MeTab0113M U HapylIeHUs
oOMeHa BeleCTB

IIOBHIIIIEHNW E MACCHI TeJla

CHHZXKEHHE MacCCHI TeJla,
TIOBBIIIIEHHBINA AlllIETUT

[Tcuxuuyeckue
pacCcTpounCTBa

IIoflaBJIEHHOE HaCTPOeHue,
HapyIlIeHue CHa,
HEPBO3HOCTh, CHUXKEHHE
nuOUI0, U3MEHEHUS
HaCTPOEHUS

0eCIIOKOMCTBO, IEeTPeCcCcus,
71abUIILHOCTh HACTPOEHU S

Co CTOpPOHBI HEPBHOU
CUCTEMBI

rojioBHas 00/Ib, MUTPEHD

HapPYyHIEHUA BEereTaTUBHOU
peryisdannm, HapylieHne
BHUMAaHUA

Co CTOpPOHEBI OPraHoOB
3peHusd

CYXOCTb I'JIa3

Co CTOPOHBI OPTAHOB ClIyXa
1 BECTUOYISIPHOTO
amnmnapara

3BOH B yllIax

Co CTOPOHEI cepalia

Hecrenupurudeckue
HUPKYISITOPHBIE
paccTpoyCTBa, TaXUKapOus

Co CTOpOHEI COCYyOOB

apTepuasbHas TUIIOTEeH3US

Co CTOpPOHBHI ObIXaTEIbHOU
CHUCTEMBI, OPraHOB I'PyOHOU
KJIETKU U CPEeOOCTEHU

OMBIIIIKA




CoO CTOpPOHEI KEJIYAOYHO-
KHUIIIEYHOT 0 TPaKTa

TOIIIHOTA, O0JIb B XKUBOTE,
MEeTEeOPU3M, B3OYTHE
KHWBOTA, PBOTA

ouapesi, 3amop, JuckKoM@opT
B OPIOIITHO¥M ITOJIOCTH,
BOCITIAJIEHUE XKEeTyI0YHO-
KHUIIIeYHOI'0 TPAKTa,
TUHTUBUT

CoO CTOPOHEI KOXKHM U
IIOOKOZKHOM KJIeTYATKH

dKHeE, aJIOIIelus

CYXOCTb KOXKH,
TUIIEPTUAPO3, 3V,
TUPCYTH3M, OHUXOKJTa3us,
IIePXOTh, HEePMAaTHUT,
HapyIlIeHrue PocTa BOJIOC,
dboTocencubunusanus,
M3MEeHEeHUSI MTUTMeHTaITu!

Co CTOpPOHHBI OIIOPHO-
OBUTAQTEILHOM CUCTEMEBI U
COeUHUTEJIbHOU TKaHU

0O0JIb B CIIMHE

00JIb B KOCTSIX, MBIIIIEYHEIE
cynoporu, 60Jb B
KOHEYHOCTSX, OIyIIIeHHe
TSI2KECTHU B KOHEYHOCTSIX

CO CTOPOHEI TIOYEK U
MOUYEBHIIEIUTEILHON
CUCTEMBI

WHQEKIUSI MOYEBBIBOOSAIINX
nyTeu

Co CTOPOHEI
PEenpOayKTUBHON CUCTEMEI
1 MOJIOYHBIX XKeJie3

HHCKOM(bOpT B MOJIOYHBIX
2Kejie3aX, KUCTa ANYHHUKOB,
IIPHUIINBEI,
MaTOYHbIe/BaruHaJIbHbIE
KPOBOTEYE€HHUSsI, B T.4.
KpOBOMa3aHHe

BarvMHaIbHBIM KaHOUOO3,
CYXOCTb BYJIbBHI U
BJIAaTaJININa, BEITEIeHUS U3
ITIOJIOBBLIX OPraHoB, 00/Ib B
o6jlacTy Majoro tasa,
aTpopuUYecKum
BYJIbBOBArvuHMUT,
yBeIUYEeHNE MOJIOYHBIX
XKeje3, KUCTO3HO-
bubpo3HBIE 3a00/I€BaHUST
MOJIOYHBIX XKeJle3,
Harpy0aHue MOJIOUHBIX
XxKenes

OOuIue HapylleHus 1
MEeCTHBIE PeaKITuu

daCTeHn4YeCKHne COCTOAHUA,

Pa3gpaXKuUuTeJIbEHOCTDb

OTEeK

Tak>ke HaboOanuch Takue MOOOYHBIE PeaKIIUU: ITEPCUCTEHIIUS POJIITUKYIIOB,

IIOBBIIIIE€HHUE AIIlIETUTA, PEaKIIUU TUIIEPYYBCTBUTEJILHOCTH.

HpYI"I/Ie CepPhbE3HEIE IMOOOYHEIE peaKnnu H8.6J'IIOJ18_J'II/I IIpu IMIpUMEeHEeHNHN CTEPOUTHBIX

IIOJIOBEIX TOPMOHOB IIPOre€CTareHoB: BEHO3HEIE U aPTEPHAJIbLHEIE TpOM6OSM6OJ’II/I‘-IeCKI/Ie



HapyLUIeHus, apTepuanbHas TUIEePTEeH3usI, "HPapKT MUOKapaa, UHCYIIbT,
HOBOOOpa30BaHUS MOJIOYHEIX XKeJle3, OIyXO0JIu IIeYeHH, OolIyleHne quckoMmdopTa B
CIIMHE, XJI0oa3Ma, X0JIeCcTaThudecKas XKeJTyXa, OCTEOIIOPO3 (CM. HUXKe), U3MEeHEHUs
TOJIEPAHTHOCTH K TJTIOKO3€ UJIU BIUSHUE Ha nepudepudecKyio
WHCYJIUHOPE3UCTEHTHOCTb.

CHuoceHue MIIKT

[IpumeHeHMe gueHorecrta noapocTkam (12-18 nmeT) B TeueHue nepuoaa jedeHusd 12
MeCSILeB aCCOLIMMPOBAIOCh CO CHUXKeHueM cpenHero 3HadyeHuss MITKT B nmosicHU4YHOM
otmene nmo3BoHOYHUKaA (L2-14) Ha 1,2%. [Tocne npekpaienusa nedenuss MITKT
MOBBIIIAaJIaCh CHOBA Y 9TUX MMAIlUEHTOB.

Omuem 0 B03MOMCHbIX NOOOUHDBIX pearuyuAax

BaxkHO co00IIIaTh 0 BO3MOXKHEIX ITOOOYHEIX PEAKIIUSIX II0CJIe Pa3peIleHust
JIEKapCTBEHHOT'O CPEICTBA. ITO ITO3BOJISIET ITPOBOAUTD ITIOCTOSHHBIM KOHTPOJIb
OajylaHca IOJb3kbl U PHUCKa JIEKapCTBEHHOI'0 CPeCTRa.

CpoK rogHoctu
2 rofa.
YcnoBusi xpanenusi

He TpeOyeT crieriuanbHBIX YCIIOBUM XpaHEHUS.

XpaHUTh B HEJOCTYIIHOM [JIs HeTel MeCTe.

VYnakoBka

ITo 14 TabneTok B 6mucrtepe. [1o 2 6mucTepa B KAPTOHHOM ITadKe.
Kareropus ornycka

ITo penenty.

ITpou3sBoourenn

XaynTt ®apma MwoHcTep I'MO6X.

MecTOHaxo0XaeHHe IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCylmIeCTBJIICHH S
oesiTeJIbHOCTH



[IIneebpiorrenkamn 15 48159 MiwHcTep, 'epmanHus.
N CTOYHUK UHCTPYKIIUU

HWHCTPYKIIUS TeKapCTBEHHOT0 CPeACTBa B3sTa U3 OQUIIMATbHOT0 UCTOYHUKA —
'ocymapCTBEHHOT'O peecTpa JIEKaPCTBEHHHBIX CPEOCTB YKPAUHEI.



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

